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ADVERSE DRUG REACTION
SPONTANEQUS REPORTING of ADVERSE DRUG REACTIONS

The Medicines Control Council has a system for spontaneous reporting of suspected adverse drug reactions
(ADRs; mainly through the Nationai Adverse Drug Event Monitoring Centre (NADEMG) When an ADR tepor
form s received by the NADEMC, the data is entered into the Centre's Adverse Drug Reaction Information
{ADRI) database and given a unique identification number. The reporter will receive an acknowledgement letter,
which will guote the unique identification humber of the repert. ADR reports are evaluated by the NADEMS to
assess the causal relationsmp between the medicineg and the reported reaction. The data, together with data
from other sources, are used o assist in the evaluation and menitaring of the post-marketing safety of
medicines

HOW TO REPORT

The Adverse Drug Reaction and Product Quality Problem Report Form is availasle on this website and can
be downicaded for pnnting. The form 1s alse avaitable from the Medicines Contror Touncil phrarmacovigilance
units listed below.

The offices of the MCC for the manitering of suspected adverse drug readtions are
» The Medizines Requlatory Affairs in Pragoria for all products

Regrstrar of Medicines

Madizines Contral Counci)

Prvate Bag XBZ28

PRETORIA

coo

»  The NADTZMI in Cape Tawn for al procusts

Tel #0291 447 1848
Fax # 0214486181

s The Pharmacovigilanze nit (PVU) for Fooused Monitoring of Ante-retroviras medicines  uaregistered
medicines, and sompiemeniary and aiternative medigines

Fax# 0125214335

NOTE:
Any of the units may be contacted for information on zny area of safety of
medicines.

The compigtes forms can be returned By fax to the relevan: fax number, or by post to the fal.owing gdaress

BJBINESS REPLY SERVICE BESIGHEIDSANTWOORDDIENS
Free Mai! Number BNT 178 Wrypasnommer BNT 178

Desarment of Healts Departement van Gespndnatg
Regwstrar of Medicines Regisrrateur van Medisyns
Private Bag XE2€ Pravaatsak X828

PRETORA PRETORIA

00t 0o

WHO SHOULD REPORT?

Tne MCCT invites ab health care professionals (&0 medical practilioners, dentists, pnarmacsis, nurses) to repon
all suspected ADRs

Feports are not usualy acceped dicectly from patierts as a medical opinior on any adverse reaction 1s
important  Patients who experence a suspected adverse reaction are advised o report this to a medica'
practiioner, dentist, pharmagist, nurse of other heaslth professiona’ who  should then report to the MCC
NADEMT, or PVL
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WHAT TO REPORT®?

Report suspected adverse experiences
» with ail meditines, including vaccines

with medical devices

with complementary medicines

with traditional and herbal medisines

with hemeopathic medicines

4 & & 0

Report suspected product quality problems such as
possible contamination

questionable stablity

defective components

poor packaging or labelling

-

¢ s

Report especially
» adverse reactions to recently marketed products
»  Eenous reactizns with all products

» adverse reastions which are not clearly reflected in the procust package insert
» therapeuuc failure

REPORT EVEN IF YOU ARE NOT CERTAIN THE PRODUCT CAUSED THE EVENT

PATIENT CONFIDENTIALITY .

Pauen: confidentialty is sinatly maintained W is howeve:, important to provide some patient identificatior for
ofigoing cemmunization between tne reporter and the MCC, NADEMC, and PYLL Patient :nitials and age are
sufMigienr as an identifeer. A practice or hospital number may also be providec.

REPORTER CONFIDENTIALITY

Rapaner confidentiality 1s strictly maintainea it is, however, importam: to provide the name address and cualification
of the reporer ta allow for further commuracation, and 1o identity the source of the report.
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AND PRODUCT QUALITY PROBLEM REPCGRT FORM
Deparimer) | . {{dentities of reporter and patient will remain stichy confidential )
pario NATIONAL ADVERSE DRUG EVENT MONITORING CENTRE
of Health Metizings DOt Sounc, Tgl (021 2471618
Lugu Here T&e;:ﬁ:z;a;do;:r:ﬂcrnes Faz [0213- 4ak-£151

I collabaratice with the WHC mermaranat Trug Momipnrg Programme
Name (orimfaks) oL L AR
Sexn: DB

Weight (kg) o
Height {em} s, o

ADVERSE REACTIONPRODUCT QLALITY PROBLENM

Adverse reaction’ E andior Product Quality problem’ | Diete of onser of veactdon: - ., . .
! Time of onset of reaction: . ... .. _mur

Description of reaction or proble {Inctude velevant testsMab data. including dates):

t. MERICINESVACCINESDEVICES {include all concomitant medicines}

Trade Name & Bateh Mo Daaiby Dasage Route Tralr Started Date Swpped
{asterisk Syspecteld Product)

Remyons for use

1
-T—

|

1

' |l hreawening Ei'mljtw:lrod an rechalicngc: Reoovered: E Y |~ |
! hospitylsanan v 1 b | Rechallenge mot done Sequelar: N A

ek
dpsaility
| caneenital aromaly

[
1
. ! [ — [ AN
| vdher | Treaimenc fuf reactong. . e e e e 1 [leveribe Sequeiae............ ...
| paguired inEmoenlion e e b L | e e e e e
pre ent germanent i et e e e e e b s e e
TPl Gzemags 1 :

COMMENTS! (= £ Fefrvant hater . Aotz Fravions evposees, 1Bawdng 1o saate lahodats ?

2. FRODUCT QUALITY PROBLEM:

| Trads Name Batch Nu Rayisiration ¥e Tiosaee fonn & strengtlh Expin Dale Saze Tvps of centaimet

: —— — —
' e
Product avaijlable for evatwation™ | Y , LN

REFORTING DOCTORPHARMACIST Etel

Sienziure Dhate

This report dovs hot constitute an admission thal medical personnel or the proguct cansed or contributed to the event,
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ADVICE ABOUT VOLUNTARY REPORTING

Report adverse experiences with:

~ medications (drugs, vaceines and biclogicals)

o medical devices (tncluding in-vitro diagnostics)

»  Lreditional and herbal remedics

&  For Adverse Events Following Immunisaten {AEFI),
please lollow the reporting priceduce recommended by
the Expanded Programme in Immunisation (EP[)

Fleasr report:

» adverse drug reaclioas to recently marketed products

w»  serious reactions and imeractions with gl products

& adverse deug reactions which are nat clearly reflecied in the
package insert

Report even il:
& vouTe not eertain the product cpused the even:
» ot dont have all the daails

Report Product Qraality Probjems such as:
~  suspected comlaminalion

»  gquestionable siabilin

& defective components

& poor packaping o labelling
»  therapenuc faiberes
Important mumbers:

brvestigational Produers and Froduet Qualine Problems:

& 012) 326-43H 1o fax a repert

» {0121 3]12-0000 to repart by phore

Registered Medgicines and Tradthona! avd Herbal remedies.
n (0211 4AE-5181 to [ax o repor

® (02174471618 1w repor by phone

Acherse Evenrs Foflendng [wannisation:

» (D82 352 0L G o phone for infermarion
(021321 BBEZ mfux o report

Confidentizliry: ldenuries of the reporter and catient will remioin stnay contidentinl.

Your suppove of the Medicine Contred Comnci] s adverse g reaction monitoeing pragramme s nacht appreciated. Informarion
supplied by vou will contrilmite vo the impravement of deng safene and therapy i Sourh Affiea,

PLEASE USE ADDRESS PROVIDED BELOW- JUST FOLD IN THIRDS, TAPE and MAIL

Sogtage wall by

patt b Adercsses
Fosgeld sal geur !
che geadreseerds ‘
beraal word |

[ ———— P PP PR - 1

! o postage stamp i
racastas if posted

ir the Renublic of
South Africz

Seen possedi nodiy nie
indtert i dig Republiek

Vrvpasionuner:

BUSINESS REPLY SERYICE :.
BESIGHEIDSANTWOORDINENS !
Free Mail Number;

| vt Snfd-Afrika gepos

BNT 178

DEPARTMENT QF HEALTH
DEPARTEMENT VAN GESONDHEID
REGISTRAR OF MEDICINES
REGISTRATEUR VAN MEDISYNE
PRIVATE BAG! PRIVAATSAK X828

PRETORIA
0001
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MEDICINES CONTROL COUNCIL

'n-g-g%i:wc' PE

BERARTRENY OF HEALTH
LAEEE BEELRR L S

AEDHTINES TONTROL COUNTY

This document has been prepared to serve as a guideline to those reporting adverse drug
reactions. It represents the Medicines Control Council’s current thinking on the safety,
quality and efficacy of medicines. It is not intended as an exclusive approach. Council
reserves the right 1o reguest for any addivional information to cstablish the safety, quality
and efficacy of a medicine and may make amendments 1 keeping with the knowledge
which is curremt at the time of consideration of safety data.

ey,

REGISTRAR OF MEDICINES
MS. M.P. MATSOSO _
DATE: 24/ 203

Version: WMOC203:1
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1 INTRODUCTION

The following guidelines pertain to Regulations 34 and 37 of Act 90 of 1297 [the Medicines and
Related Substances Control Act (Act 101, 1985)]. These guidelings are mtendeqd to assist

applicants in the reporting of adverse drug reactions {ADRs) associated with medicines and in the
management of safety data, which arise during clinical trials.

For the purposes of these guidelines, “Authority” refers {o the Medicines Control Council and the

NADEMC refers to the Nationai Adverse Drug Event Monitoring Centre of the Medicines Control
Courcil.

2 DEFINITIONS AWND TERMINOLOGY

2.1 ADVERSE EVENT

| iy - - .
| “Adverse event/experience” is any untoward medical occurrence that may present during

i
itreatment with a medicine but which does not necessarily have a causal relationship with
'this treatment.

An adverse event can pe any uniavourable and unintended sign. symptom or disease iemporaily
associated with the use of a medicinal product, whether considered related to the medicinal
product, or not.

2.2 ADVERSE DRUG REACTION {ADR} or ADVERSE REACTION

“TAgverse drug reaction” Of “adverse reaction”™ means a response to a medicine in |
; humans ar antmals, which is naxious and unintended, including lack of efficacy, and

which occurs at any dosage and can aise resuft from overdose, misuse or abuse of a |
:medicine. I

The definition of an adverse drug reaction or adverse reaction apphes to registered medicines,
medicines for which the appiicant hoigs an appiication for registration, as well 25 unregistared
medicings being used ungder Sechion 21 of Act 101 {1985). This definition ingiudes any significant
hazards to patients,

& reaction, contrary to an event, is characterised by the occurrence of a suspected causal
relaticnship between the drug and the reaction, as determined by the reporter or a reviewing
health care professional. The faci that the health care professional is making a report 1C an
applicant, serves as an indication that the ohserved event may be caused by the medicing, All
spontaneous repons are, therefore, suspected adverse drug reactions,
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In the case of pre- and post-marketing studies, adverse ‘events” are usually systematically
solicited. |n cases where there is uncertainty as to whether or nol an eveni is a reaction, it is
betler to treat the gvent as a reaction. For the purpose of clinical trials conducted under
Regulation 34, an adverse drug reaction includes any adverse event where the contribution of the
study medication, concamitant medication or other medicinal irtervention of the clinical trial,
cannot be ruled out.

2.3 SERIOUS ADVERSE DRUG EVENT OR ADVERSE DRUG REACTION

A serious adverse event {experience} or reaction is any untoward medical occuirence that

1
at any dose: }
» results in death, '
» is ife-threatening,

«» requires patient hospitalisation or prolongation of existing hospitalisation, 5
% resuylts in persistent or significant disability/incapacity, or 1
~ I8 a congenital anomaly/bicth defect. I

The term “iife-threatening” in the definition of *seripus™ refers to an event in which the patient was
at rigk of death at the time of the evenl; it does not refer to an event. which hypothetically might
have caused death, If it were mare severa.

Medical and scientific judgement should be exercised when deciding if other situations are
serous.  Such instances could inciude medical events that may not be immediately lfe-
threatening or result in death or hospitalisation, but which may jeopardise the patient or may
requirg interveniion to prevent ane of the oulcomes listed n the definition above. Exampies
include blood dyscrasias o convulsions net resyliing in nospitalisation, or development of drug
dependency or drug abuse.

In the case of medicines used in animals, 8 serious adverse event/reaction includes any such
event, which may ocaur, even in & single animal, within a herd or flock of enimals.

2.4 UNEXPECTED ADVERSE REACTION

For the purposes of this regulation, an “unexpected” adverse reaction is one in which the |
nature, specificity, severity and outcome is not consistent with the applicable product ]

information {i.e., with the approved package inserts for registered medicines, or the }
| investigator's brochure or other product information for unregistered medicines, baing |

used under section 21 of Act 191, 1965). _J|

2.5 HEALTH CARE PROFESSIONAL
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For the purposes of reporting suspected adverse reactions, “health care professionals”
are medical practitioners, pathologists, dentists, pharmacists, nurses, vaterinarians and
paraveterinary professionals including veterinary nurses and animal health technicians.

When reports originate from pharmacists or nurses, further infermation aboul the case should,
where possible, be sought from a medical practitioner respansible for the patient. Furthermore, if
there is more than one reparter, the health care professional direclly involved with the patient’s
care and who provides the most complete and clinically relevant information, will be considered
the primary reporier.

2.6 ADVERSE DRUG REACTION REPORT

An adverse drug reaction report is a detailed record of all relevant data associated with the
use of 2 medicine in a subject or patient.

2.7 SPONTANEOUS REPORT OR SPONTANEOUS NOTIFICATION

| & spontanecus report is 2 communication to a company, reguiatory asthority or ather
| organisation that descrives a suspectad adverse drug reaction in a patient given one or I

| more medicines, and which does not derive from a study. i

2.8 REPORTABLE ADVERSE REACTION — MINIMUM INFORMATION

" Areportable ADR requires the foHowing minimum information:
| + An identifiable source (reporter] of the information. This should include the name or |
- initials and address of the reporter and the reporter's gualification {for e.g., doctor, :

dentist, pharmacist, nurse or veterinarian},

' » An identifiabie patient. A patient may be ideatified by surname and forename(s) or
. initials of surname and forenames, or by & reference number, For Veterinary Medicines
| anidentifiable patient requires 2 description of the animal {particularly species).

i »  Suspectet productis). .
|
|

Information, additional 10 the minimum, should be actively sought and submitted as soon as it
becomes available.

|
1 v Suspacted reaction(s).

2.9 PERIODIC SAFETY UPDATE REPORTS
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A periodic safety update report {(PSUR) is an update of the world-wide safety experience of
a medicine at defiped times post-registration, as determined from the intarnational birth
date. Each safety update repost should cover the period of time since the last update
report. The PSUR should be compiled in accordance with the requirements of the ICH E2C
ICPMB/ICH/288/95) Expert Group on Clinical Safety Data Management; Periodic Safety
Update Reports for Marketed Drugs.

240  LINE LISTINGS

A line listing provides key infoimation but not necessarily all the details customarily
collected on individua! cases. Reactions are classified by body system for the most
serious-presenting sign o symptom. The headings usually included are:

Country
Source {physician, literature, etc.)

’

Age

& & & @

Sex

Dose of drug

« Durdtion of treatment (prior to event}; time {0 onset
« Description of reaction (as reported)

» Patient outcome (for e.g., fatal, rescived, etc.)

+ Comment

« Company Reference Number

In some instances, depending on the type or source, ADR reports should be presented as line
listings. A line listing serves to help the Authority Lo identify cases that it might wish to examiae
more completely by requesting fuit case reponts.
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3.1

PROCEDURES FOR REPORTING
GENERAL PRINCIPLES

3.1.1  Who to report ta:

All reports required by these quidehnes should be sent to the Authority at the addresses
refiecled in Appendix 1.

11.2  Route of Notification:
Reports may be sent by posl, facsimite or electronically.

3.1.3 Foliow-up reports:

After initial receipt of an adverse reaclion report, 2 notice of acknowledgemenm will be
sent {o the applcant quoting the number assigned 1o the case report.  Any follow-up
correspondence from the applicant, relating to the same case repor, shouid be cross-
referenced to the assigned database number or 10 an appropnate gnigue number
assigned by the applicant irelating specificaly to the initial notification). This is the ondy
reliable way to minimise the duplication of reports submitted by applicants.

1.1.4 internal phamacovigilance system:

(i) The applicant should ensure that it has in place an appropaisie system for
pharmacovigilance thar will provige for the proper managemen of safety data for
its medigines and to ensure tha! appropriate action can be taken when
necessary. It is strongly recommended that the applicant has available, in South
Africa a full-time qualifiec parson/s) respansible for pharmacoavigilance, both for
pre- and post-marketing surveilianse.  This person(s; should have experience
and training in all asnects of pharmacowvigitance and, if ot @ health care

professional, should have aocess o @ medically qualiiisn parson.

(i} The managing direclor of 2 pharmageutical company must nominate a specific
individual(s) responsitle for pharmacovigilance aclivities. The NADEMC must be
infarmed in writing who the person{s) will is that will assume responsibility for all
matters pertaining to pharmacovigitance, including the person(s) contact details
{postal and e-matl addresses and telephone and fax numbers).

{iii} Respansibililies of the applicant's pharmacovigilance officer should include:
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0

(ifi)

¢« The establishment and maintenance of a system which ensures that
information about ail suspected adverse reactions, which are reported to
the company or crganisation, including 1o medical representatives and
clinical research associates, is collected and collated so that it is
accessible at a single paint,
* Serving as a contact person for Council and, in particutar. the NADEMC
for aalf matters retating to pharmacovigilance.
+  The preparation of the following for submission to the Aulhority
dadverse drug reaction repons
Periodic Safety Updale Reports (PSURS), when necessary
- company-sponsoved pre- and post-registralion study repons
- ongeing phamacovigilance evaluation during the post-registration
nenod.
=  Ensuring that any reguest from the Authorty for additional information
deemed necessary for the evaluation of the risk-benefit ratio of a
medicing, is provided to the Authonty promplly and fully.

Report Format and Details:

Past-registration: Reporing can be done using the adverse reaction report form
available from the NADEMC {appendix 3], or applicants may use their in-houss
report forms, provided al the necessary data elements are included on the form
in a readable format.

Pre-registration: A Serigus Adverss Cvent/Reaction [SAE) reporting formmn
(appendix 4} should be used for reporting of pre-registration clinical trial adverse
eventfreaction reports. Applicants may use their in-house Adverse Event report
forms 10 submit such reports, provided all the data elements are included on the
formn in & clearly readable format.

Lpplicants snould sunmit ALL the relevant information available ar the fims of
initiai notification of an adverse drug reaction report. h.e.. not oniy e minimum
information required for a report. The attachment of discharge summaries, post-
mortern repods, relevant laboratory data and other agditional clinical data, 1%

encouraged.

The original wordsidescription {verbatim} used by the initial reporier to desacribe
the adverse reaction should be provided. The medicine (or trade) name must be
provided as reppried by the initial reporter.
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{iv) Additiona! information, not availabie at the time of the initia} repont, should be
provided in the form of follow-up reports.

{v] The applican! is required to submit the name or initials, address and telephone
number and qualification of the initial reporter on the adverse drug reaction case
repori form. Inthe case of 4 report from a clinical tial, the trial site at which the

reaclion occurred, needs to be submitted in addition to other informalion
requested.

3.1.6 Owverdose:

Reports of overdose shouid be submitied gnly when the overdose was associated with
an adverse reaction. Suspected adverse reactions, associated with an overgose, shouid
be repored. as well as other reactions. This should include reports which indicate that
taking of the suspect medicine Jed to suicidal intention and subsequent averdose of the
suspect medicing, or gther medigation.

31.7 Teratogenicity and congenital anomalies:

For reparts on congenital anomalies or teratogenicity:

o Give age and sex of the infant,

» Foliow-up reporis for the infant should be considered as foliow-up to the initial
report.

« The bitth date or the date on which pregnancy was terminated should be the
event onset date.

» Inciude date and/or duration of in ufero exposure wheve possible.

» Any adverse reaction expenenced by the mother must be considered a new
inilial case report on a separate repod form.

34.8  Product defects:

I an adverse event is suspacted to be related to & progust gefect, it shouid be reported in
the same manner as & suspecied adwverse reaction. The lot number of the suspecied
medicine should be included in the report.  Applicants should inform the Authority
whether the implicated products have been tested for quality and what, if any, corrective
actions ars being or tiave been taken.

3.4.9  Drug Interactions:
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Any drug interaction, which results in an adverse reaction, should be reported as an
adverse regction in the prescribed manner.

3.1.10  Another Applicant’s Product:

n Spontaneous reports: If 3 pharmaceutical company receives a report of a

suspected adverse reaction {0 a medicine marketed by another applicant, the

repert should promptly be forwarded to the applicant of that medicine.

The

applicanl to whom the event was originally reported should not forward such

reparts to the Authonity. An applicant, who receives such a report about its
medicine from another applicant, is required to submit the report to the Authority

with the same time constraints applicable to other repors,

(i} Clinical trials: When seripus, unexpected reactions are found for another
applicant’s medicine that is being used concomitamly with that of the applicant
conducling the clinical trial, a repart about the event should be submitted directly

to the Authority by the applicant respensible for the study.

3111 Confidentiality:

Strict confidentiality will be maintained by the NADEMC regarding the identities of the

patient and the reporter. Other details relating to the adverse drug reactions, however,

are in ihe public domain.

3112 Lack of Efficacy reports:

“Lack of efficacy” i1s defined as failure to proguce the expecied pharmacological action.

Lack of efficacy applies 1o registerad medicines only. Tne loi number of the suspected

medicine should be included in the repott.  If the report of *lack of efficacy” is for an

unapproved indication, the event is still repartable.
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4

4.1

4.2

4.3

POST-REGISTRATION ADVERSE DRUG REACTION REPORTS

Reactions occurring in South Africa:

{

(i

All serious, suspected adverse drug reactions, occuering in South Africa with any

medicine, musl be reported by the applicant within 15 calendar days after first
notificaiion.

Al non-senous, unexpected, suspected adverse drug reactions, otcurring in
South Africa with any medicine, must be reported by the applicant within 15
calendar days afier first notification. Do not repert non-serious, expecied adverse
reactions.

Reactions occurring outside South Africa:

i}

Foreign individual case reports should not be forwarded to the Authority on a
routing basis, but should be reporied in the context of a specific safety issue or on
specific regquest by the Authority,

The applican: should advis: the Authority of any action relaiing to safety that has
been laken by a foreign agency. including the basis for such action, within three
days of first knowledgs.

Tnese guigelines [i.e. 2.2() and (ii)] also apply to medicines for which the
appiicant holds ar application for regrstration.

Periodic Safety Update Repons:

(i

FSURSs should enly be suomitied in the following situations:

o Whenever requasted by the Authority.

¢ When the submission of PSURS is a candition of registration for 2
new medising: praduct or range of medicinai praducts. The appiicant
must submir tnase FSURS within 30 calendar days of initiai receint
frorn the parent company.

o As part of & submission 10 amend the conditions of registration when
the PEUR comains information supparting the amendment,

o ‘When a new medicinal product is submitted to Council for
registration and where the product has already been marketed
gisewhere, PSURs should be senl to the Authority during the
evalysgtion pericd prior to registration. The applicant must submit



STAATSKOERANT, 2 MEI 2003 No, 24785 21

4.4

2.5

these PSURSs within 30 calendar days of initial receipt from the
parent company.
s When a clinical trial under section 21 of Ad 1061 (1965} is being

carried put with @ preduct which is already registered in ofher
cauntries.

{if} The apnplicant should inform the Authority of any steps, which are taken, orto be
taken, with regard to safely concems raised in the pericdic safety update report at
the time of the submission.

{iify PSURSs for unregistered medicines, or medicines for which no submission for
registration has been made, must noi be submitted rowtinely.

Case reports from published scientific literature:

(i) Applicants should report pubiished suspecied adverse drug reactions related to
the active substance(s) of their medicinal products, as relevant to the calegories

identified in 4.1 and 4.2 above. A copy of the relevant published article should be
provided.

{ii) An adverse drug reaction repon should be completed for each identifiable patient
{with an identifiable adverse drug reattion}. For instance, if an article describes
six identifiable patients with a given adverse experience, six adverse drug reaction
reports should be submitted 1o the Autharity.

{ily 1| more than one medicing 15 mentioned in the literature report, only the applicant
whose medicine is suspected of being the cause is reguired to submit a report.
The suspect medicing s usually the one stated as such in the hody or title of the
artizie by ihe author(s).

Reports from posi-registration studies:

{ii Al suspecied adverse reactions from post-registration studies taking place in
South Africa must be repored according 10 4.1 above., This applies {0 repors
from any type of clinical or epidemiclogical investigation, regardless of design or
purpose, involving a medicinal product.

iy Investigators involved in post-registration studies, should be aware of the
definition of what constitutes a serious adverse drug reaction. as well as the
distinction between reactions' and ‘events’.
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4.5

4.7

4.8

(il

{nv)

in the case of post-registration studies, adverse ‘“events” are usually
systemaiically solicited. In cases where there is uncertainty as to whether or not
an event is a reaction, the case should be reporied as an adverse reaction,
Events that are clearly unrelated to the medicine should not be reported.

If the manufacturer receives a report of a serious adverse drug reaction from the
investigator who is blinded to individual patient ireatment, the guidelings putlined
in 5ection 5.3 below should be adhered to,

On-going Pharmacavigilance evaluation:

(i

{ii)

{iii}

Applicants must inform the Authority, within three calendar days of first
knowledge, whenever new evidence becomes awvailable (npationally and
intemiationally) that could significantly impact on the benefit/risk assessment of a
medicine oF which would be sufficient to consider changes to the conditions of
registration of the medicing,

Appiicants must report any change in the nature, severly or irequency of
expected adverse drug reactions or any new nisk faciors identified within 15
calendar days. The basis on which these assessmenis are made should pe
included,

Additional pharmacovigilance data. such as aclual case reports, drug usage
figures. the regulatory status of the product in oither countries, independent
phamacoepidemiology studies. pre-chnical studies or significant product guafity
datz may be reguested by the Autherty as the situation warrants. This wiit be
requested for sunmission within & time penod specified by the Authority,

Consumer Reports:

If an applicam receives an adverse drug reaction report from a consumer, the aphlicant

shouls advise the consumer 1o repon this reactian through hisfhac medical praclilioner.

pharmacist, nurse, dentisi or veterinanan. |f this approach fails, the applicant shouid

attempt to oblain as much information as possible from the consumer. If the minimum

information for reporting has been met. and the report is deemed to be relevant by a

health care professional within the company. the case is considered reportable,

Reports Relating to Pregnancy and Breast-Feading:
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&1

The applicant must report suspected adverse drug reactions related to pregnancy or
breast-feeding as specified in 4.1.and 4.2 above, regardless of whether the drug is
contra-indicated in pregnancy andfor lactaiion. Reports on pregnancy should not be
forwarded before the oulcome is known, uniess unintended pregrancy is suspecied as
an adverse drug reaction, Repors on pregnancy should not be submitted if there is no
adverse effect to the foetus/infant.

PRE-REGISTRATION ADVERSE DRUG REACTION/EVENT REPORTS

This applies to reports from any type of clinical or epidemiological trial, regardless of
design or purpose. conducted under Section 21 of Agt 109 (1865).

Adverse Drug Reaction reporting for Clinical Trials:

(i) All fatal and life-threatening, unexpected adverse drug reactions occurming in
clinicaldrials in South Africa congucted under Section 21 of Acl 104 (1965). shouid
be reported within 7 calendar days after first knowledge by the applicant. The
initial notification must be fallowed by as compiete a report as possible, within an
additional & catendar days.  This report must include an assessment of the
importance and impircation of the findings, including relevant previeus experience
with the same or similar medicines.

{13} Serious, unexpected adverse drug reactions that are not fatal or life-
threatening. which occur in slinical trials in South Africa registered under section
21 of Act 101 (1985), must be reported as soon as possible, and not later than 15
calenasr gays after {irst knowledge by ihe applicant.

fiv) Ali suspeoted serows, unexpecied adverse drug reaction reports originating from
works-wide clinical siies owtside South Africa for clinical trials conducted with the
same medicine under section 21 of Act 101 (19565), should be reported as pan of
the &-maninly nrograss reports in @ ine fisting format.

vy The Authority must be notified, within 15 calendar days after first knowledge by
the appiicant, whan there is 2 suggestion of a change in the nature, severty or
frequency of expected adverse tdrug reactions or when new risk factors are
identified. The basis on which these assessments are made should be included.

{vi) Any information, which may in any way influence the benefit-risk assessment of a
rmedicine af which would be sufficient to consider changes in the administration of
the medicine of in the overall conduct of a clinical trial, must be reported to the
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5.2

(i

(k)

Authority. The applicant must submit this information to the Authority within three
calendar days of first knowledge therecf. This could include individual case
reports or 8 major safety finding from other sources.

{vit) All sericus adverse events must be inciuded as part of the &-monthly progress
Tepofts in a ling listing format aoly

{viii) 4!t non-sertous unexpected suspected adverse drug reactions must be included
as part of the B-monthiy progress reponts in a line iisting format only,

{1} A climical investigator, who has been approved by the Authority, must sign all
reports oniginating from South Africa. A single copy of the onginal report should
be submiited to the Authonty.

fx) tf the sponsor of a clinical trial or the appficant for the trial does not agree with the
causal association assigned by the initial reporter or the investigator, the reaction
should stil! be reported,

(i} Expedited {rapid: reporling will be inappropriate for serious events from clinical
irials tha: are consicered not related 1o the study praduct, Ail cases judged by the
clinical investigator or Lhe sponsos, as having & reasonable suspecied causal
relagticnship to the medicine, qualify as adverse drug reactions. (Refer point 2.2}

Managing Slinded Therapy Cases:

When z serious, unexpected. suspected agverse Qiug reamnon Doours which resilts in
death or, wnich s life-threatening, and is. therefare, judged reportable on an expedited
(rapid; basis, I is recommended that the biind be broken only for thal specific patient by
the sponsor, gven if the investigator has not broken the blind. 1 is also recommended
that, when possiple and appropriate. the blind be maintainec for thuose persons. such as
hiarnetrics personnel. responsible for analvsis and interpretation of results al the study's

Zonzlusion.

Whan a fatal or other serious outcome is the primary efficacy endpeint in a clinical trial,
the integrity of the clinical trial may be compromised if the bling is broken. Under these
and similar circurnstances, agreement shouid be reached in advance with the Autharity
CONCEMING sencus events that would be treated as disease-related and not subject to
routine expedited (rapid) reporiing. An independent data safety monitoring board should
be astablished prior to commencement of the trial, and its composition and terms of
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reference, should be submitted with the clinical trial sppiication documents to the
Authonty for evaluation.

5.3 Post-study events:

Serious adverse events that occur after the patient has completed a clinical trial {intluding
any post-treatment follow-up required according to the protocol should be considered for
expedited (rapid) reporing purposes as though they were study reports. A causality
assessment and determinatidn of expectedness are needed for a decision on whether or
not expedited (rapid) reporing is reguired.

54 Medicines used under Section 21 of Act 10t {1968), not within a clintcal trial

The prescriber of a medicine approved for use under Seclion 24of Acl 101 {1885) for
patients not enrclled in a clintcal trial {for e.9.. compassionate use, named-patient usa,
etc ), must report any serious suspecied adverse drug reaction that occurred with the use
of the medicine in the specified patient(s) within 15 calendar days of first knowledge by
the prescriber.

8.5 Protocol design details:

fiy Each clinical trial protocol submified to Council, should include a risk management
procedure, including unbiinding procedures, for dealing with serious, unexpetted events
or reactions which may arise during the conduct of the trial and which could significanthy
impact on the safety of the study subjects.

{iiy There may be differences in the clinical safety profile for different presentations, fore.g.,
dosage form, formulation or detivery system of the pharmacologically active compound(s)
or different indications/uses of a given product. All adverse reaciions which qualify tor
reporting should be cross-referenced with all other dosage forms and uses for that
product.  The Investigator's Brochure must, therefore, cover adverse drug reachion
information that applies (o all product presentations and uses.
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7 APPENDICES
7.1 APPENDIX 1: ADDRESSES

Reportable Sarfety Information as reflected In the Guidelines associated with ragistered human
medicines must be sent to:

National Adverse Drug Event Monitoring Centre
Medicines Control Council

C/o Department of Pharmacology

University of Cape Town

Observatory

7925

Tel:(021) 4471 618
Fax: {021) 448 8181

Reportable Safety Information as reflected in the Guidelines assogialed with medicines used
under section 21 of Act 101 {1965) and in clinical trials mvolving unregistered medicines must
be sent 10:

Office of the Registrar of Medicines
Clinical Trials Business Unit
Frivate Bag X828

Pretoria

D004

Tel (012) 312 0279/ 6
Fax: (012) 326 4344

All Adverse Drug Reactions associgted with registered and unregistered veterinary medicines

must he sent to;

Weterinary Pharmacovigilance Centre
C/o Department of Paraclinical Sciences
Seclion of Pharmacology

Faculty of Veterinary Science
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University of Pretornia
Private Bag x 04
Qnderstepoor

0110

Teb: (012; 528-8353
Fax: (012) 529-83D4

All safety information associated with medicines (human and veterinary) for which an
application for registration has been submitted must be sent to;

Office of the Registrar of Madicinges
The Chinical Business Unit

Private Bag X828

Pretorta

oo

Tei: (0i2) 312 0321

rax: (D127 323 4344
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7.2

APPENDIX 2: TABULATED SUMMARY OF REPORTING REQUIREMENTS

Post-Registration ADR Reports (registered medicinal products)

‘ Type of ADR report Time frame for I Format
reporting '
Local Reports [spontaneous/published/study):
»  3ernous (expected and vnexpected) 15 days ADR form #
o Non serious (unexpecied) 15 days ADR form #
|« Non serious fexpected) No report Not required

Foreign Reports
(spontanecus/published’ study).

2N request or
relating 1o

As appropnate

inctuding internattonal requlatory decisions

| « Serious specific safety
issue
Naotification of Change in Naiure, Severity aor Frequency or | 15 days : Detailed repornt
' Risk factors - {including
publications)
New information impacting on benefit-risk profile of product | 3 days i Detailed repon

{inciuding
| publications)

# Applicant’s in-house ADR report form or NADEMG ADR repor form.
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Pre-Registration ADR/ADE reports {i.e. unregistered medicines being used under section
21 of Act 101, 1965 or Regulation 34 of Act 80, 1997)

TYPE OF ADR REPORT i TIME FRAME FOR [ FORMAT
: REPORTING

Local Reports: l

+ Fatal or lfe-threatening {unexpected) | 748" SAE form
\ = Other serious {unexpected) 15 days SAE form
| All {ilocal & foreign} reports:
|! o Serious {unexpected and expecied) events 8-monthly™ Line listing
I
| Non-seripus unexpected reactions Line fisting
:'[ E-monthly
i Notification of Change in Mature, Severity or 15days and in 6 monthly Cetailed report
| Frequency of Risk factors report™
i New information impacting on risk-benefit profile of 3 days and in 6-monthly Cetailed report
product or cenduct of trial rE>|:Jl:Jr‘L”""J

# B-monthly progress repor which should be submitied to Council during the entire duration of the
clinica! investipation.

™ 7+8 - initial notification to Council as soon as possible but within 7 calendar days followed by a
compleie report within 8 calendar days of the initial notification.
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5A Guide to GMP

MEDICINES CONTROL COUNCIL

CEFARTMENT OF HESLTH
Fapablas o Eour, Afrea

MEDICINES CONTROL COUNCIL

! + GUIDANCE DOCUMENT:
GOOD MANUFACTURING |
- PRACTICE FOR MEDICINES IN SOUTH AFRICA |

* This document has been prepared to serve as a guidance document on the
requirements for Geod Manufacturing Practice applicable to the manufacturing of
medicines. 1t is not intended as an exclusive approach. Council reserves the right to i

i request for any additional information to establish the safety, quality and efficacy of +

medicine and may make amendments in keeping with the knowledge which is current

at the time of consideration of data accompanying applications for registration of

i medicines. Alternative approaches may be used but these must be scientifically and ;

. technically justified. The MCC is committed to ensure that all medicines gaining

market approval will be of the required quality, safety and efficacy.

Sk
e

REGISTRAR OF MEDICINES
MS M.P. MATSOSO
DATE: 25 () [180%

]

Yersion MCC1997/] Bl
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5A Guide to GMF

FOREWORD

Standards set in South Africa for the registration and contrel of medicines are widely
regarded as being comparable with anywhere in the worid. This serves our health
system well as it ensures to the greatest possible extent the safety, quality and
efficacy of the medicines that are availabig to the public. Withaut such safeguards in
place, a national drug policy is not achievable or sustainable. I is possible for us in
South Africa to be confident in the implementation of those aspects of the hational
heaith policy that are aimed at bringing essentia! medicines at affordable cost to
everyone who reguires them. Qur system of drug regulation also makes allowance
for rapid introduction of new medicines which may have a vital role in the prevention
or cure of ilinesses for which presently available treatments are insufficient.

| am honoured to have been invited 1o write the foreword to this guide which is
aimed at the assurance of quality of medicines. 1t is a joint effort of the
pharmaceutical Manufacturers Association and the secretariat of the Medicines
Control Council. As such, it is ancther example of the strong professional reiations
that characterise the relationship of the Medicines Control Councl!l and the
pharmaceutical industry in South Africa. The work is the cuimination of the efforts of
a number of participants and | think | can speak for many in expressing appreciation
of what has been achieved.

Peter | Folb, MD, FRCP
Chairman: South African Medicines Contro! Council

Members of the working group: P Smith (Chair), C Giltrow, M Kirkman, T Miati,
A van Zyl (IMCC}, S Struwig, S Johnson, M de Necker, | Rase-Kelly.

24785—1
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INTRODUCTION  —~

The purpose of this guide is tc set out generally accepted principles relating to the
assurance of pharmaceutical product quality. These principles relate to (selective)
aspecls of the manufacturing process which experience in the pharmaceutical
industry has identified as being potential problem areas insofar as product quality is
concerned, Many factors which fall outside the scope of GMP principles may also
affect product quality, and the principies referred to in this guide should therefore not
be interpreted as being a benchmark against which to measure a manufacturer’s
{total) quality assurance system.

The content of this Guide is addressed to the manufacturers ¢of ethical and
proprietary medicines, The Guide has, however, no legal standing. The responsibility
for GMP lies with the individual company to comply with Act 101 of 1965 as
amended and ¢ satisfy the Medicines Control Council during plant inspecticns.
Nevertheless, companies may impose siricter in-house standards, Aiternative
measures capable of achieving the requirements are also acceptable.

Chapter cne of the Guide cutlines the concept of Quality Management as it refers to
the production of medicines. Each chapter is headed by a GMP principle and
thereafter containg text in sufficient detail to inform manufacturers of the essential
matters to be considered when mplementing the principle. Where required,
additional guidance is given in appendicas on specific topics such as penicillin
manufacturing. Supplementary guidelines on specialized areas of activity which only
apply to some manufacturers, for example Large Volume Parenterals, are available
as a separate Guide.



STAATSKOERANT., 2 MEI 2003 Nz, 24785 34

GLOSSARY

Dedinitions given below apply to the words/iterms as used in this guide. They may have different
meanings in other contexts.

ADVYERSE DRUG REACTION

An adverse drug reacticn is defined as one which is noxious and unintended and which ccours at
toses normally used in man of the prophylaxis, diagnosis, or therapy of disease, ar for the
modification of physiclogical function,

ADVERSE DRUG REACTION (SERIOUS)

This ts an adverse drug reaction which is fatal, fife-threatening, disatiing, incapacitating or which
resulis in ar pralongs toseitaiisation.

ADVEREE DRUG REACTICN {(UNEXPECTED)

This refates to an adverse reaction which is not mentioned in the summary of arcduct characteristios
{SPC) or national data sheet of the country in which the reaction occurs it a SPC 2ces not exist.

ADVERSE EVENT

Any undesirable exoerience occuiting to a patient reated with a pharmaceutical procuct whather or
not considerad related to the medicinal product.

AIR-LOCK

An enclosed space with two or more doors, and which is interposed betwaen two or more roems, a..
of differing class of cleaniiness, for the purpose of controliing the airfiow between those rooms when
they need to be entered. An air-loek is designed for and used by sither pecple or 3ccds,

ANALYTICAL METHOD

A detailed description of the procedures to be followed in perfotming tests {or confarmity with 3
spectficaticn,

ALDIT

A planned and systematic examination and check of a system, procedurs or operation in order 1o
monitor compliance with and the effectiveness of established standards and to allow far impravement
and corrective measures where required.

BATCH (OR LOT)

A defined quantity of starting material, packaging material or bulk, intermediate or finished product that
is intended or purported to be homogeneous in character and guality, and which has been produced
during a defined cycle of manufacture. To complete certain stages of manufacture it may be necessary
to divide a batch into a number of sub-batches, which are later brought together to form a final uniform
batch,

A batch is sometimes described as 3 Iot,
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BATCH NUMEBER (OR LOT NUMBER) -

A distlingtive combination of numbers andfor letters which specifically identifies a batch or lot and
permits its history Io be traced.

BATCH MANUFACTURING RECORD

A docu_rnent Istating the materials used and the operations carried out during the processing ot a given
batch, intluding details of in-process contrais, but normally excluding packaging informatian. it shoulg
be based on the Master Formula and Method and be compifed a5 the manufacturing cperation
proceeds.

BATCH PACKAGING RECORD

A decumert stating the hulk product and packaging materials used, and the processes carried out
guting ihe packaging of a given oaten, with datafs af in-grocess controts. It should ba basad on tha
Master Packagirg instruction ana be compiled during the packaging operation.

BIOLOGICAL

Biclogical medicines comprise those derived or sxiracted from living organisms or tissues and those
which contain diving or inactivated crganisms in the end preduct,

BULK FRODUCT
Any product which has completed all processing stages up 0, bul not inciuding, final packaging.
CALIBAATICN

The set of operations which establish, under specified conditions, the relaticnship between values
indicated by a measuring instrument or measuring system, or values represented by a materta!
measure, and the corresponding known values of a refergnce standard.

GCONTRACT MANUFACTURE, ANALYSIS OR SERVICING

Manufacture (or partial manutacture}, analysis or service work ordered by one perscn cr arganisation
{the Contragt Giver} and carried out by an independent person or organisation {the Contract
Acceptor).

DEBICATED FACILITY

A room ar suite of rgoms with attendant equipment and services (including air-supply as necessaryl
used only fer the manufacture of one product, or a closely ralated group of products. {Equipment may
be similarly 'dedicated").

DOCUMENTATION

All the written production procedures, instructions and records, guality control procedures, and
recorded test results involved in the manufaciure of a medicinal product.

FIMISHED PRODUCT

A medicinal product which has undergeone all stages of production, including packaging in its final
container,
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GGOD MANUFACTURING PRACTICE

Good Manufacturing Practice (GMP) is that part of Quality Assurance which ensures that products are
consistently produced and cantralled to the quality standards appropriate to their infended use and
legal requirements. GMP is thus concerned with both production and quality control matters,

IN-PRCCESS CONTROL

Tests, checks and measurements mace during the course of manufacture {including packaging) 1o
ensure that the resultant praduct will comply with its specification and to provide feedback 1o
production for process adjustment. Tha cantrel af the environment or equipment may also be regarded
as a part of in-process control. In-process control may Le a responsibility of either production or quaiity
control.

INTERMEDIATE PRODUCT

A partly procesged material which must ungerge funher sroceszing befora tt becomes a buik or
finishea product.

LEGALLY AUTHORISED PERSCN

A person who has suctessiully completed the Fharmaceutical Manutaciurers' Association's Advarcad
Technclegist Course Part I and sucsaquertly the axamination set by the 3outh African Pharmacy
Council and is registered by the Pharmacy Courcil as 2 Pharmacist's Assistant {Industry).

MANUFACTURE

The cycle of processing of a medicinal product from the acquisition of all materials up to but Aarmaily
not including, packaging of the inished oroduct,

MASTER DOCUMENT

A master document is a formally authcrised source document relating to specifications andicr
manutacturing/analytical methods, which is orotected from unauthorised access or amendrment,
MONITOR

To montor a process or a situaticn is {o carry cut repeated measurements or observations of ane or
more characteristics of the process or situation to determing whether or not it is continuing as
intended. Monitoring may be continuaus or intermittent and rot necessarily serformed on every batch.

PACKAGING

Al cperations, including filling and labeling, which a bulk product has to undergo in order to become a
finished product.

NQTE.: Sterile filling wouid not normasty be regarded as part o packaging - the bulk product being the
filled. but act finally packaged, primary container.
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PACKAGING MATERIAL -

Any material employed in the packaging of a medicinal product, excluding any cuter packaging used
for transportation or shipment

NOTE -There are various categories of packaging materials e.g.

(a) Packaging materizis which come in cantact with the product (often called

‘Primary Packaging Materials?)

{b) Printed packaging materials

{c} Cther packaging materials.

Although thess categones are not necessarily mutually exclusive, the nature and extent of the control
which needs to be apphied to them may vary.

PROCEDURES

Description of the coerations 10 be carried out, the precautions ta be taken and measures 1o be
apolied directly or indirectty 1o he manufactyrs of 2 medicinal product.

PROCEISING STAGES

The separate aperations ior groups of related operations) invoived in the manutacture of a medicing
sroduct.

PRCDUCTION

All cperaticns invcivad in the precaration of 3 rmedicinal preduct, fram receipt of materials, thraugh
manutacturing and packaging, o0 sts compigtion as & finished product.

QUALIFICATION

CQuaiification is a documented program which provides the assurance lhat the equipment and
installations operate consistently within the pre-determined mechanical, eiectrical or ather operating
parametars.

GUALITY ASSURANGE

Is the sum total of all arganised arrangements made with the object of ensuring that medicines are of
the quality required for their intended use. It is Good Manufacturing Practice plus factors outside the
seape of this Guide {such as original preduct design and development).

QUALITY CONTROL

Is that part of Good Manufacturing Practice which is concerned with sampling, specifications and
testing, and with the arganisation, documentation and relegse pracedures which ensure that the
necessary and relevant tests are, in fact, carried out, and that materials are not released for use, nor
oraducts released for sale or supply, until their quality has been judged {0 be satisfactary.

RADICPHARMACEUTICALS
A radiopharmaceutical is a preparation of adeguately constant composition, radiochemical and
radicnuclidic purity and uniformity of physiological {(pharmacological) action for use in medicine as a

diagnostic aid or therapeutic agent.

RECALL
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Refers to the remaval from the market of a specific batch or batches of the product.

RECONCILIATION

A comparison, making due aliowance for normal variation, between the amount of product or materials
theoretically and actually produced or used.

RECORDS

Records provide a history of each batch of product, including its distribution, and also all ather
pertinent information relevant to the quality of the final product.
REFROCESSING

The rewarking of all or part of a bateh of product of an unacceptable quality tfrom a defined stage of
productian so that its quality may be rendered accentable by one or more additional ogerations; or the
intraduction of all or part or residues of previcus batches of the required quality into ancther batch at a
defined stage of manufacture,

SPECIFICATION

A document giving & description of a starting material, packaging material, intermediate, bulk ar
finished preduct in terms of its chemical, physical and (possibly! biological charactenistics. A
specification normally includes descriptive clauses and numerical clauses. the |atter stating standards
and permitted toferances.

STANDARD OPERATING PROCEDURE (S.Q.P.)

A written authorised procedure which gives instructions for perfarming cperaticns not necessarily
specific to a given predust or matarial, but of a more general nature the. sguipment ogeration;
maintenance and cleaning; recall of products; purchasing, cleaning of premises and envircnmental
cantral; sampling and inspection; etc.). Certain Standard Operating Procedures may he used to
supplement the product-specific Master and Batch production documentation.

STATUS

The classification of any goods, materials, containers of machines in relation to their acceptance (or
otherwise] for use, further processing or distribution (e.g. Quaranting’, 'On Test, 'Released’,
‘Restricted Use’, 'Hold', ‘Rejected’, 'Cleart. To be Claaned').

VALIDATE

To provide documented evidence that an item of equipment, process, system ar method is in a state of
contral {i.e. that all assignable causes of variation have been eliminated) and is able to consistentiy
daliver specified rasuits.

WITHDRAWAL

Implies the total withdrawal of the product fram the market.
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CHAPTER 1: -

QUALITY MANAGEMENT

1.1 PRINCIFLES

1.1.1 Quality is not merely a regulatory reguiremnent; it is also a crucial determinant for business
success or failura in modern performanca-oriented markets. The business strategic vafue of guaiity
reates inter alia 1o improvement of the enterprise’s competitive position, increased productivity,
improved risk management and increased profitability.

1.1.2 There should be a comprehensively designed and correcly implemented guality management
system which is fully documented, effectively controiled and adequately staffed with competent
persannel, suitable and sufficient premises, equipment and faciiities, so as to provide the assurance
that products have the necessary quality, safety, efficacy and therageutic availability, comply with the
reguirements of the regulatcry authorities and are 't for their intended use.

1.1.3 This quality management system is the responsibiity of senicr management and ivaives them
and all those concernad with the design, development, manutacture, packaging, control, purchasing,
storage, handling and distribution of medicinal products ar their ingredients and compaonents.

1.1.4 Many of the factors which affect product quality lie outside the scope of this guide. All members
of the pharmaceutical industry are therefore encouraged to adopt quality management systems that
are based on the total quality approach, which includes the following principles.

1.7.4.1 Basic quality responsibility rests with 1op management.

1.1.4.2 Top management shouid identify and communicate company quality objectives by means aof a
format quality policy staternent.

1.1.4.3 Quality is affected at every stage of the industrial cycle; i.e. during new design control incoming
materials control, production control, and post marketing surveillance activities.

1.1.4.4 Quslity knows no tunctional bourdaries; quality is everybody's job and requires carefully
planned organisaticnwide integration.

1.1.5 The tasic concepts of Quality Assurance, Good Manufacturing Practics and Quality Control are
inter-related. They are of fundamental importance to the production and contral of medicinal products.

A

1.2 QUALITY ASSURANCE

1.2.1 Quality Assurance {QA) is the sum total of all organized arrangements made with the objectwe of
ensuring that medicines are of the guality required for their intended use. It is thus a wide-ranging
concept which covers all matters affecting quality. [t is the sum total of the organised arrangements
made with the abject of ensuring that medicinal products are of the quality required far their ultimate
use.

1.2.Z The requirements and abjectives of Quality Assurance are as follows:

fa) medicines are designed and developed in such a way that they can be produced to comply
with the quality requirements and ot to ot conformity to specifications can be maintained

{b) production operations and Good Manufacturing Practices are clearly specified and adhered to

{c) the production environment and services to the production operation are monitored

{d} deviations are adequately recorded, investigated and responded to

(e} the supply and use of adequate starting and packaging materials is assured

in all the necessary cantrols on intermediate and final products and other in-process controls.,
validations and, if necessary, frend analysis are carried out
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fg) ng product is sold or supplied until a responsible pharmacist has ensured that each bateh has
heen produced and controlled in accardance with legal and other raquiremants

(h) medicines are stored, handled and distributed so that guality is maintained throughout their
shelf life.

{i} laberatory cperations and Good Laberatory Practices are clearly spacified and adhered to

{ the Quaiity Assurance systam is regularly audfied by seif-inspection for effectiveness and
applicability.

1.3 GOOD MANUFACTURING PRACTICE

1.3.1 Good Manufactuning Practice (GMF) is that part of Quality Assurance which ensures that
products are consistently produced and controlled to the quality standards appropriate for their
intended use and the legal requirements. GMF is thus concerned with bath production and quality
control matters,

1.3.2 The Lasic requirements and abjectives of Gogd Manuracturing Practice are as feliows:

ta) the production processes are clearly defined, systematically reviewed and validated to ensure
products af the reguired quality
{h) all the nacessary facilities are provided, including:

apprapriately qualified and trained persannel
adequate premises and space

suitable eguipmeant and servicas

correct matenals, containers and labels
approved procedures and instrugtions
suitable storage and transport

{c critical processing steps, key equipment and services ars validated

() ali production operations are conducted in such a way as to praduce products of the required
fquality

ie) instructions and procedures are writlent in an instructional form in clear and unambigucus
language, specifically applicabie to the facilities provided

i operators are trainad to carry out procedures correctly

g records are made, manually andiar by recording instruments, during manufaciure which

demanstrate that ail the steps required by the defined procedures and instructions were in fast
taken and that the quantity and guality of the product was as expected. Any significant
deviations are fully recorded and investigated

(h} in-process and final contrals for materials, processas, intermediates and products are
adequate to defermine suitability

{i} records of production, control and distribution which enabie the compiate histary of a batch 1o
be traced, are retained in a comprehensible and accessible form

il distribution (wholesaling) of the products minimizes any risk to their quality

(k) system fs available to recall any baich of product from saie or supply

{1 complaints ahout marketed products are examined, the causes of quality defects investigated

and interpreted and agpropriate measures taken in respect of the defective products tg
pravent recurrencs,

1.4 QUALITY CONTROL

1.4.1 Quaiity Control (QC) is that part of GMP which is concerned with sampling, specifications and
testing, and with the arganisation, documentation and release procedures which ensure that the
necessary and relevant tosts are actually carried out and that materials are not released for use, nar
products released for sale or supply, untit their quality has been judged to be satisfactory,
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1 4 2 The basic requirements and objectives of Quality Contratare as follows:

{a} ade_quate tacilities, trained personnel and approved procedures are available for sampling,
‘inspecting and testing starting materials, packaging materials, intermediates, bulk and 4inished
products, and where apgropriate for menitoring environmentat conditions for GMP purposes.

{b) samples of starting materials, packaging materials, intermediate products, bulk products and
firished products are taken by persannel and by methods approved by Quality Controk.

ic) test methods are vakidated

(d} adequate standards and reagents are maintained

{e] records are made, mandally and/or by recording instruments, which demansirate that all the
required sampling, mspecting and testing procedures were actuaily carned out. Any deviations are
iully recorded and investigated

(1) the finished product complies with all legal requirements and is enclosed within its specified
container and cerrectly labelled

(g} records are made of the results of inspection and tasting of materials, intermediates, bulk and
finizhed croducts is ‘ormally assessed against specification. Froduct assessment includes a review
zrid avaiuation of relevant sroduction documertation ard an 2ssessment of deviations from speciied
procadures

thi ne batch of product is raleased for sake or supply prier to serfiiication by a cualified pharmacist *hat
it is in accordance with all legat requirements

(i) sufficien; ~aference samples of starting materials and products are retained to permit future
axamination of the product if necessary, and the product is retained in its inal pack uniess
Bxceptcnaily large pacis are produced

iy fallow-up stakility trials in final packaging ara conducted 1o assess the validity of the shelf-life.

1.5 AUEITS

1.5.1 Audits on ali systems, procedures and cperations should be regutarly conducted in order to
monitor compliance with and the effectiveness of Goed Manufacturing Practice and Quality Assurance
principles m the various aperations and to allow for improvement and corrective measures where
required.

Audits may be in house or carmed ot by local regulatory authorilies or the regulatory autherities of
courtries to which companies wish to export.

1.5.2 Audits should fallow a pre-arranged programme and inciude inspection of the fodcwing:

{a) organizational matters and responsibilities

(b} qualifications and fraining programmes

{c) compliance with hygiene requirements and entry restrictions ‘

(d} cleaning and disinfection programmes

(e} medical checks an perscnned

(f) production facilities, premises and equipment, including quality control

(g} production operations, procedures and documentation including quality control
ih) storage, handling, distribution and materials management

{i) quality assurance aspects such as complaints, returned goods and validation
1) suppliers of starting and packaging (especiaily printed) material

(k] third party contractars for manufactuting, packaging, analysis and where required distribution of
medicines.
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1.5.3 Audits shouid be detailed and conducted by competent and impartial persons from the company.
External auditors may also be useful.

1,5.4 Audit reports should be made and corrective measures agreed upon, recorded and foltowed up,
1.6 QUALITY EVALUATION AUDITS

1.6.1 Written racaords as detailed in Chapter B should be maintainged so that data therain can be used
for evaluating the quality standards of each praduct to determine the need for changes in product
specifications or manufacturing and control procedures.

1.8.2 Written procedures should be established and followed for such avahiations ang should include
provisiens for:

a review of every batch, whether approved or rejected, and where applicahle, records associated
with the batch

a review of compiainis, recalls, returned or salvaged products, and investigaticns conducted
during normal product recort reviews before a batch is released

1.8.3 Procedures shouid be established 1o ensure that the responsible official of the tirm, i not
personally invoived in or immediately aware of recalls, saivaged products, complaints eic. be notified
in writing of such issues,

1.7 CRITICAL PROCEDURES OR STANDARD CPERATING PROCEDURES

1.7.1 Certain procedures governing critical pperations are key to the Guality Assurance system. These
procedures should be written and foflowed. Al the relevant requirements in chapter 8 apply to critical
procedures as well.

1.7.2 Critical or Standard Operating procedures should include:

{a) seff-inspection {audits)

{b) recall of medicines from the market

{c} handling of technical camplainis

{d} handling of returned goods

(e} vandor inspection / approval of printed packaging materials

1) purchasing procedures

(g} procedures for handling and disposal of dangerous, highly toxic or sensitising matertals
{h} rodent and pest coniraf,

1.7.3 As and where the scale and nature of an operation demands, there shouid be written progedures
covering other aspects, which could influence the quality of a product, for exampie:

{a) cleaning and maintenance of buildings and equipment

(b} setting-up and operating ranufactunng and packaging equipment

{d} control of the manutacturing environment and monitoring it far patential chemical, physicat and
biological contamination hazards

{e] training of personnel, particularly with regard to the understanding of relevant procedures and
hygieng

(1) the return of unused material to store and the handiing of reject material

{g) set procedure 10 be followed in the case of reworks

{h) dress requirements

{1} sampling

(i} manufacturing and analytical contract agreements
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{k} minimum qualifications for key personnel
(1) waste disposal.

1.7.4 Standard operating procedures should be prepared for all systems. procedures and aperations
which are required to be parformed.

1.7.5 The distribution of new and the withdrawal of cbsolete procedures shouid be controiled to ensure
the only valid procedures are available.

All procedures should be reviewed on at least a bi-annual basis.
1.7.5 Major or critical equipment should be accompanied by log books recording, as appropriate, any

validations, calibrations, maintenance, cleaning or repair operations, including dates and identity of
peonle whe carried these operations out.
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CHAPTER 2

ORGANISATION AND PERSCHNNEL

2.1 PRINCIFLES

2.1.1 The establishment and maintenance of a satisfactory system of quality assurance and the
correct manufacture and contrel of medicines rely upon people. Far this reason, there should be
sufficient personnet at all levels with the ability, training, experience and, where necassary, the
professicnal / technical qualifications and managerial skills appropriate ta the tagks assigned to them.
Their duties and responsibilities should be clearly =xplained to themn and recarded as written joh
descriptions ar by other suitable means. Al perscanel should be aware of the principles of Gocod
Manutacturng Practice (GMP) that affect them and receive initial and continuing training, including
fwgiene instructions, relevant 1o their neads.

2.2 RESPONSIBILITIES OF KEY PERSCNMEL

2.2.% The‘irm mest nave an srgarisation chant, Peoois in resocnsible sositions snculd tave speciic
tasks recorfen in wniten ;ob descriptions ana adeguats awthaority ‘o sarry out thar respongibiities.
Their duties may be deiegated 1o designated deoulies of a satisfactory qualificaticn ievel. There shouid
be no gaps or unexplained averlaps in the respansibilities of thase persannel concerned with
application of GMP. The responsibilities placed an any one individual should rot be s extansive as 1o
prasent any risg to auality.

the argancgram should clearly indicate the reporting lines and level of respanrsiaility. The
grgancgrarm showld be avthorised and be n accorgdance with the junctionat relationships described
in the individual iok descripticns of the functionarias ~aferred .

proper iob descriotions ahould include the respansigilities anc docurment in Jetail the policy and
requirements.

responsibilities should ke delegated and acceptance acknawledged in writing.

2.2.2 Key personnel inciuce the Managing Dirgstor. the cerson respansible tor Production and *he
parson responsitls ‘or Qualibe Agsurarce, Tha cargen responsible for Production and the cerson
responsible for Guality Assurance, shauld be different nersons of equal level of autharity, neither of
whom should be responsibla 16 the other, but whe both have a responsibility for ashieving the reguisita
quality.

NOTE - The duties of this perscn responsible for Quality Assurance arg wider than those which may
be suggested by such terms as “Chief Analyst", "Laboratory Head"” etc,

2.2.3 Persons in respansible positions should have sufficient autherity to discharge their
rasponsidilities. In particwsar, the parson respenaible for Quality Assuraree should be able to carry out
his defined functions mnartially.

2.2.4 Suitably qualified persons shauld be designated 1o take up the duties of key persennad during
the absence of the fatter.

2.2.5 Key persanrel shoutd be provided with adequate supporting staff.
2.2.6 The way in which the various key responsibilities which can influence oroduct quality are

allocated may vary with different manufacturers. These responsibilities shouid be clearly defined and
delegated.
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2.2.7 Consultants

T
-

Only in exceptional circumstances should persons engaged part time of in a consullative capacily be
appointed 1o key positions. Consuitants advising on the manufacture, processing, packing, or storage
of medicines shall have sufficient education, training and experiance, or any combination thereof, to
advise on the subject Tor which they are retained. Regords shall be maintained stating the name,
address and gualifications of any consultants and the type of service they provide.

2.2.8 Head of Production

The Production Manager, in addition to his responsibiilties for production areas, squipment, operations
and records; far the management of production personnel; and for the manufacture of products in
accordance with the appropriate Master Formuilation and Manufacturing instructions, will have athar
responsibililies bearing an quality which he should share, or exercise jointly, with the person
respansible for Quality Controf,

2.2.9 Head of Quality Control

The person respansible for Cuality Control should have the authority to establish, verify and implement
2ll quality contral procedures, He should have the authority, independent of Production, 10 apgrove
materials and products, and 1o reject, as he sees fit, starting materials, packaging materials and
intermadiate, bulk and finished products which do not comply with the relevant spegification, or which
were not manufactured in accordance with the approved methods and under the prascribed
conditions, and to avaluate batch records. (His authority in relation to packaging materials may be
fimited to thogse which may influence product quality, identity, and safety in use).

2.2.10 The shared or joint respensibilities of the Head of Production and Head of Guality Control may
include authorising written procedures; master documentation, menitoring and cantrol of the
manufacturing environment; plant cleaniiness; process validation; training of personnei; approval of
suppliers of materials and of contract acceptors; protection of products and material against spalfage
and deterioration; retention of records; the monitoring of compliance with the requirements of GMP;
the inspection, investigation and taking of samples in arder to maonitor factors which may affect product
quality. It is important that both ditect and shared respensibilities are undsrstood by those concerned.

2.2.11 In some companies there is appointed a Quality Assurance Manager who oversees all the
quality assurance arrangements and reports 1o serior management, The person responsible for
CQuality Control may report to the Quality Assurance Manager and share same of the responsibilities
with him,

The person responsible for Quality Assurance should be part of the decision-making process in all

matters that affect the quality of products inciuding development, praduction, 1aboratory storage,
distribution, vendors and third party contractors

2.3 LEGAL ASPECTS

2.3.1 Pharmaceutical Companies

2.3.1.1 South African law lays down certain requirements for pharmaceutical companiss, the
managing director and phammacists &.g..

‘the company and the managing director (who must be a pharmacist residing in the Republic] must be
registered with the Pharmacy Council

-all directors must canfirm that they will abide by the Pharmacy Council's ethical rules

-pharmaceutical operations must be conducted under the constant personal supervision of a
pharmacist whose name is displayed over the main entrance
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certain duties and respensibifities must be performed by pharmacists &.q. manipulation, preparation or
compounding of medicmes, manufacturing, furnishing of advice with regard to medicines, distnbution
and szle of medicines.

2.3.2 Further Legal Requirements

2.3.2.1 South African law furher lays down requirements for the folfowing activities:
-iabelling of medicines, inciuding package inserts

records and registers for scheduled medicings

-sale of medicines only 1o registered and approved customers
-regisiration of medicines with the Medicines Comtral Council
srherence o standards

‘reponting of adverse reaclicns and sechnica: arrers
-advertising of medicines

-carrying and supply of professicnatl samples.

£.3.3 Narcatics/Psychotropics

2.3.3.1 The Medicines and Helated Substarces Controi &ct Mo 01 “288 eguires refurns io -a
submitted in respect of Schedule §, Schedule 7, and specified Scheduie o Substances before 28
February of each year. The Act further requires that wholesalers and manufaciurers Keep registers o1
sales and receipts of beth Scheaule 5 and Schedule 7 Substances, and records of Scnedule £
Substances.

2.3.3.2 The Interrational Nargatics Contrei Board (1LM.C.B.) has requested the co-operation of the
Government of the Republic of Soutn Africa wilh regard io expanding the requirement of cotaining
permits ior the imporiation and exgortetion of Schedule 8 anc Scheduls ™ Substances. for &l
substances under interratienal contral. Companies importing ar exporting Scheduie 3 substances or
medicines, which are internationally centrolied, are expected io obtain impert andior xport permits,
although it is nat required by law, After the importation or expeortatian of narcotic drugs o psychotrop:s
substances had been affected, reporiing by means of returning the triglicate cooy of the permit to the
Cepartrment of Health, shauld be done without deiay.

2.3.3.3 Any unusual loss or theft of narcotic or psychotropic drugs, should immediately ke reporied to
the South Afnican Pelice Services and to the Registrar of Medicines.

2.3.3.4 The Department of Health prescribes the procedure to be foilowed for the destruction of large
guantities of Schedule £ ar Schedule 7 drugs, and requires a wrilten statement of quantities of drugs ic
be destroyed.

2.4 QUALIFICATIONS

2.4.1 Each person engaged in the manufacture, processing, packing o storage of a medicine shall
hawe the education, training and experience ar cambination theracof, to enable that perscn to pertorm
the assigned functions. Traming snall be in the particular operations that the employee performs and in
generat and specific GMP and written procedures as they relate to the empicyee's functions. Training
in GMF shall be conducted by quaiified individuals on a continuirg basis and with sufficient frequency
to ensure that employees remain familiar with GMP requirements applicable to them.
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2.4.2 Each persen respensible for supervising the manufacture, processing, packing or storage of a
medicine shall have the education, fraining and experience or combination thereol, ta perform
assignad functions in such a manner as to provide assurance that the medicine has the quality, safety,
efficacy and availability that 1 purporns or is represented o possess.

2.4.3 There shall be an adequate number of qualified personnel te perform and supervise the
manufacture, pracessing, packing or storage of each medicine.

2.5 TRAINING

2.5.1 All Production, Cuality Assurance and Stores personnal and all other personnel feg,
maintenance, sérvice and cleaning staff) whase duties take them into manufacturing areas, or which
bear upon manufacturing activities, should be trained in the principles of GMP and in the practice [and
the ralevant thecry} of the tasks assigned to them.

2.5.2 Besides the basic training ar the theory and practice of GMP, newly recrutted parsonnel should
receive fraining appropriale 0 the duties assigned fo themn. Cantinung training should also be given
and ns practical effectiveness should te periodically assessed. Written training programs should be
available, approved by etther the head of Producticn or the head of Quality Contral, as appropriate.
Trairung recards should be kept,

2.5.3 Parsonnet working in areas where coniamination is a hazard e.g. clean argas or areas where
highly active, toxic, infectious or sensitizing materials are handled, should be given specific training.

2.5.4 To assass the effectivenass of fraining, checks should be carried out to confirm that designated
procedures are being foilowed by sialt at ad levels,

2.5.5 Visitors or untrainad personnel snouid not be taken inlo the manufacturing areas. However, if
deemed necessary, they should ba given information in advance, particularly about personal hygiene
and prescribed protective clothing which may be required. They should be closely supervised.

2.5.8 The concept of Quality Assurance ard all the measures capable of improving its understanding
and implementation should be fully discussed during the training sessions.

2.5.7 Pharmacist intarn (Industry}

Atar formal university education, the Pharmacist Intern must undergo one year internship in Industry,
being trained as prescribed by the South African Pharmacy Ceouncil.

2.5.8 Pharmacist's Assistant {Industry) ’

After formal education by the PMA, the Pharmacist's Assistant in Industry is required to pass the
Pharmacy Council's examination which enables the assistant to parform certain functians of a
Pharmacist as defined by the Pharmacy Council,

2.8 HYGIENE

2.8.1 Personal Hygiene

2.6.1.1 High standards of personal cleanliness shouid be observed by all those copcerned with
production processes, (The special requirements for Sterile Products are coverad in Chapter 22).

2 6.1.2 Personnel should be instructed to use the handwashing faciiities,

2.6.1.3 Detailed hygiene programmes should be established and adapted 1o the different needs within
the tactory. They should include instructions refating to the health, hygiene practices and clothing of
personnel. These instructions should be understood and followed in a very strict way by every person
whose duties take Him into the manufacturing and control areas, They should be promoted by
managemeant and widely discussed during training sessions.
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2.6.1.4 Eating, drinking, chewing and smoking, or the starage of focd, drink, smoking materials and
personal medication shauld not be oermitted within manufacturing areas or i any ather area where
they might adversely irtiugnce product quality,

2.6.1.5 Direct comtact should b avaided between the operators' hands and starting materials,
intermediates and products (other than when they are in closed containers), as well as with any part of
the squipment that comes into contact with the products,

2.0.2 Area Controd

2.6.2.1 Requirements regarding zersonal hygiene and proteciive clothing appiy o ail zersens
{including »isitors, maintenance sersanrel, senicr management and inspecters) enterng sreducticn
areas.,

2.6.2.2 All persons entering preduction areas should wear protective garments appropriate to the
nrocesses oeing carmad cut. The garnents shouic e regulariy and frequently sleanec ard net worn
cutside the factory oramises. Changing fcoms hould e grovided.

2.2.2.3 Criv perscnrel sutherized by sucerdeces 2ersenrel shail enter these aress o7 the Duiidings
and facilities designated as limited-access areas.

2.6.3 Medical Checks

2.6.3.1 There shouid be pre-emoloymert medicaf checks and at regular intarsais thereafter, and steps
should be taken 0 sae hat o curacs with & disease in a communicatle ‘orm. or vith nan lasigns on
ihe exposed surface of the oody, is engaged . ihe manwacturs of medicinal zrocoacs. visual
inspection staff should 0335 ar annual eve examination.

2.6.3.2 Staff should be r2quirad to recert infecticns and skin lesions and a defined orocedure folicwad
wher they are reperted, Supenasory siar should !cok for the signs and sympioms cf these conditions.
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CHAPTER 3 -~

PREMISES AND EQUIPMENT

3.1 PRINCIPLES

3.1.1 Premises and equinment must be located, designed, constructed, adapted and maintained to
suit the aperations to be carried out. Their layout and design must aim to minimise the risk of errors
2rd permit effective cleaning and maintenance in arder to aveid cross-contamination, build up of dust
or dirt and, in general. any adverse effect on the quality of praducts and safety of personnal.

3.2 PREMISES
1.2.1 General Requirements

3.2.1.1 Premises should te situated in an environment which, when congidered logether with
measures io protect the manufacture, presents minimal fisk of causing contamination of maierials ar
progucts.

3.2.1.2 Construction should gnsure that it prevents the eniry of insects, animals {especially rodents) or
birds and that the premises can be easily cleaned and disinfected. A Pest and Insect Control
programme shauld be in place at ab times. Toxic baits sheuld be carsiully controlled and used in such
a way that they cannot present a hazard to products of materials.

3.2.1.3 The building muyst at alf times be maintained in good order with repairs being carred out in
sucn a way that they do not gresent a hazard to the quaiity of the products,

3.2.1.4 Waste materiais should be continually removed from the premises and written sanitation
procedures should be available detailing schedules, methods, materials and equipment available.
Responsibiiity should be assigned in writing. Cleaning and disinfection should be or-going on a regular
basts and must include change rooms, wash rooms, toilets and retreshment arsas,

3.2.1.5 Adequate lighting and ventilation should be provided in all areas and eguipment for controlling
dust, humidity, pressure and temperatures showld be appropriate for the processes taking place in any
particuiar area. Enviranmental conditiens should be monitored regularly 2nd recorded.

3.2.2 Praduction Areas

3.2.2.% Production areas should have a logica! layout in order to prevent mix-ugs and should have
sufficient space to carry out the production in an orderly manner,

3.2.2.2 Production areas shoutd be separated in such a way as io suit the operations taking place and
shouid not be used as a right of way for personnal who do not work in them

3.2.2.3 Production of potent products should be in separate facilities which have been purposely
designed o accommaodate them and which protect the perscanel fram the product and vice versa.

3.2.2.4 Production of penicilling, biologicals, certain antibiotes, certain hormones and certain
cytotoxics should take place in dedicated facilifies designed specially for their manufacture. The
principle of campaign working in the same {acilities can be acgepied provided specific precautions are
taken and the process and its effect have been validated. Refer to appendices covering Penicilling,
Cephaiospeoring and Sex Hormones. The manufacturs of technical poisons, such as pesticides and
herbicides, should not be aliowed in premises used far the manufaciure of medicinal products.

3.2.2.5 The adequacy of the working and in-process starage space should permit the orderly and
logical positioning of equipment and materials so as to minimise the risk of confusion between different
medicinal products of their componeants, 1o avoid cross-contamination and to minimize the risk of
omission of wrong application of any of the ranufacturing or contral steps.
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3.2.2.6 Production areas should be ventilated with air control facilities appropriate to the products

handled. o the operations undertaken and to the external environment, Particular attention shouwd be
paid 10 dust-generating aperations e.q. dispenzary.

3.2.2.7 Filtration of outside air and air returned to the atmosphere should be the minimum requirement.
Air can be Slawn inta the factory ard extracted but product must not migrate into passages or other
areas. This can te achieved by e 3. blowing air into the passages and extracting it from each
department through syitable fillers which prevent contamination of the airducts.

3.2.2.3 Proouction arzas shouic e 2¥ecuvely ventilated, with air cantrol faciities (ingluding
:emnerat_:re ard, whers necessary, nurmgity and filtraticn) appropriate both 1o the products handled,
0 the cperaticnz urdenaren within them and to the axternal envircnment,

- -~
e Ny

3.2.2.8 Cugt 2xtraction and Soiection shoud ba in place wiere dust is generated. All drains should
nave * "_1pr:a:f‘ Sui ihes. Cpen channels should e aveided whera possitle, but if necessary, they should
oe spaflow ' zcilitate cleaning and disinfecticn.

£, W5 ara tiher sarise

l’J

; L
s ¥ T

ned and siied inosuch 2 wvay nat the oo
caings snould oe ot matarials hat

Iga i § snould s Josignsd
Aot credle ciacas chat are Jdifficsd ¢ siean, Focrs, walls and g2
facilitate ~leaning,

CeIrCGEsE 220TNS gy e dong within the orcduction area orovided they de naot carry any
or *he Trodocton.

ul
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iLrage “r2as

2.3.1 Storage arzas snouia ce cesigried or adapted to ensuie good slorage conditions. Thay must
e clean and dry ang manmain accesiable emperatore umits,

i )

3.2.3.2 Szecial sicrage areas such &5 ‘lammable storss, coid racms or [ew numidity rooms sheuld e
provided for matenals that require these conditions. The environmant shouid be continuously
moritcred ana equipped with alarms o afert persannel in case of failure, so that alternative
arrangements can be made.

3.6.3.3 There shouid os suficient spaca for oropar segregation o the various salegonies of materziz
arnd orodusts. Acsastance and Zespaton bays should protect mater'als and products from the weather,
Feception areas shoud e designed and equipped to allow incoming material cantainers to oe
cieaned cricr o sterage.

3.2 3.4 ‘Warenguses that are not cormputer controlled should provide separate areas clearly
cemarcated and praferably anvsicaily separated for the following categories of matarial - sampling,
quarantined, raw. packaging, mermediate, finished produets, rejectad, recalled and returmed materials
or procucts. Areas must oe restricted to autharized personnel.

3.2.3.5 Comouter nontaied warencuses must have a system which gives equivalent security.

3.2.3.6 Frimed packaging materiais ang Wighly potent substances should te controlled and kept under
safe and secure conditions.

3.2.3.7 Warehouses should be secured against theft and the higher scheduled medicinegs and raw
materials should be locked in separate secured areas.

3.2.4 Quality Contrat Laboratories
1.2.4.1 Quaiity Controt Laborataries should be separated from production areas. This is particularly

impartant for laboratories for the control of biologicals, micrabiologicals and radio-isotopes, which
should gisc be segarated from each other.
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3.2.4.2 Contral lahoratories shauld be designed to sttt the opergtions to be carried out in them,
Sufficient space should be given to avoid mix-ups &nd cross-contamination. There should be adequate
suitable storage space for samples and recards.

3.2.4.3 Separate rooms may be necessary to protect sensitive instruments from vibration, slgctrical
interfarence, humidity, ete.

3.2.4.4 Special requirements are needed in laboratories handling paricular substances, such as
pivlogical or radicactive sampies.

3.2.5 Ancilltary Areas

3.2.5.1 Rast rooms, smoking areas and refreshiment rooms shawid be separate from other areas.

3.2.5.2 Facilities for changing clothes and for washing and toilet purposes should be easily accessible
and aporopriate for tha number of users. Toilets should not directly communicate with production or
storage areas and should be well ventilated.

3.2.5.2 Maintenance workshops should as far as possivie De separated irom proguclion arsas.
Whenever parts and tools are stored in the production area, they should be kept in rooms or lockers
reserved for that use.

3.2.5.4 Animal houses should be well isolated from other areas with 2 separate entrance for animal
access and separate air handling facilities.

3.3 EQUIPMENT

3.3.1 Manutacturing equipment shauld te designad, located and maintained to suit its intended
purpose.

3.3.2 Eguipment sheuld be instailed and located in such a way as to prevent any risk of arror or of
centaminalion.

3.3.3 Repair and maintenance onarations should not have any saffect cn the quality of the Products.,
Adequate records should be kept.

3.3.4 Defective equipment should, if possible, be removed from production and quality control areas,
ar at least be clearly labelled as defactive.

»
3.4.5 Manufacturing equipment should be designed so that it can be easily and thoroughly cleansd. it
should be cleaned according to detailed and written procedures and stored only in a clean and dry
condition. Adequate cleaning records indicating previous product made, shouid be kept.

3.3.6 Equipment for the purpose of washing and cleaning should be chosen and used in such a way
50 as not to be a source of contamination itself.

3.3.7 Inasmuch as water ls used more copicusly and widely than any other substance in
pharmaceutical manufacturing, its quality is of the utmost impontance. The two most imporiant
attributes over which control must be exercised are the content of solids and the number of migre-
arganisms.

3.3.B Water used for the manufacture of medicinas should be purified by ion exchange treatment,
reverse osmosis or distillation. [on-exchange columns and reverse psmaosis Unis reguire special
attention in that they affard sites for micre-arganisms to lodge, to multiply and to enter the water,
Frequent monitoring and regeneratian of thase units is called for,
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3.3.9 Bistilled, deionized and, where appropriate, other water pipes should be sanitized according to
written procedures that detail the action fimits for microbiclogical contamination and the measurss o
be taken.

3.2.10 Production equipment shoutd not adversely affect the quality of the products. The parts of the
producticn eguipment that come into contact with the praduct must not be reactive, additive or
absarptive to such an extent that it wil affect the quaiity of the product. The product showld not come
into contact with other materiais such as coofanis and hibricants.

3.3.11 Balances and measuring eguipment of an apprepriate range and precision should be available
for production and contrgi operations,

3.3.12 Measuring, weighing, recerding and controi equipment should be calibrated and checked at
defined intervals by appropriate metheds. Mare frequent verification of some weighing equipment may
be advisable. Adequate recards of such tests should be maintained.

2.3.13 Autematic, mechanicai, or slectronic aquinment ar other types of sguisment, inchuding
computers, ar related systems hat will pernorm a function satisfaciorily, may e usec in the
manuiaciure, processing, sacking, and holding of a medicina! preduet, i such squipment is 26 4
shall be routinely calibrated. inspected. or checked acoarcing to a wiitten programme Z2esighnsa ic
assure proper performance. Written records of those calibration checks and inspecticns shai te
maintained.

At
= i

3.3.14 Appropriate contreis shall be exercised aver computer or related systems 1o assure thal
changes in master praduction and control records or other recards arg instituted only by authorized
persennel. Inaut to, and output from the computer or refated systern, of formulag ar other recaords or
data zhail he checked for accuracy. & backup file of data antered into the computer or refated system
shall be maintained, except where certain data such as caloulations are eliminatad oy somputerizaticn.
or other automated processes. In such instances either a writen record of the programme (sourcs
code) shall be maintained or the system shauld be validated. Hard capy or alternative systems, such
as duplicates, tapes, ar micrafilm, designed to assure that backup data are exact and complete and
that it 1s secure from akteration, inadvertent erasure or loss, shall he maintained.

3.3.15 Fixed pipework should be clearly labelled to indicate the contents and, where applicadle, the
direction of flow,

3.3.16 Where applicable, liquid preducts should pass threogh suitable filtration aquioment befare Beirg
filled. The type of filter will vary from product 1o product but no asbestos filters shouid se used. For
instance, syrups may be passed through in-line strainers while salutions are generally sumoed
through a filterpress. Filiration ¢an be fine enough 1o exciude bacteria, if this s necessary. Filtars
should not shed fibres or adversety affect the product.
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CHAPBRER 4

A

MATERIALS MANAGEMENT

4.1 PRINCIPLES

_-4.1 u There should pe written prccedures for the contral, purchasing, receipt, storage, handiing and
is5uing cf raw materials, packaging material componenis, intermediate and finiched products. AN

materials shauld be handled and stored in a manner to prevent contamination. deterioration and
intermixing.

4.2 PURCHASING

4.2.1 Al materials should be purchased against an approved and adequate specification which defines

nct only the grade and quality of the maferial, but alsa the nature of the packaging and container to be
usad.

4.2.2 Marerials should be purchased and scurced only Tom apereved suppilers ang manufaciurers.
Cnelce of vender shouid e based mainiy on guaiity cansideratiens.

4.2.3 Raw materials and packaging components snould only be purchased by buyers who are
adequately rained and who possess sufficient iechnical knowiedgs.

4.3 RECEIVING

4.3.1 Uson receipt and before acceplance, sach zomtainer of grouping of containers should ba
examined visually for appropriate iabeling, (including name, batch number, axpiry date, supplier!
damage and contaminaticn, and quaiity control informed as necessary. The number of comainers
sheuld be compared with the order document and invoice. Containers should be dusted or cleaned i
required, and protected from contamination during storage.

Materials should only be taken inta stock if alf the relevant documentation (eg. delivery note and COA)
is accompaniad.

4.3.2 All mzteriats subject to guality control showid be stared under quarantine and withheld from uss,
until the 'ot has been tested or examined, as appropriate, and released by quality controt.

4.3.3 Each sontainer or grauping of containers should be identified with standard nomenclature and 2
distinctive cede for each ot in each shipment received, which shauld be used in recording the
disposition of each lot. Each 1ot should be appropriately labelled and identified ag to its status (i.a.
quarantined, approved or rejected). This may be done manually or the status may be contralled by
appropriate and validated computer systems.

4.4 STORAGE
4.4.* Materials which are in gquarantine, appraved or refected should be segregated from each other.
Such segregation may be accomplished by one ar more of the foilowing means:

-storage in physically separated araas

-clear and sasily distinguishable status labelling

-a system of contral, e.qg. by computers, bar-codes or ather means, which refiably prevents the
inadvertent use of unapproved material.
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4.4.2 Materials shauld be stored under suitable conditions, taking into account the fallowing
reguirements;

-storage temperature
-humidity

-diract light
‘gxposure to air

4 4.3 Containers shouid be stored off the Hoar and suitably spaced from other materials, walls and
from other batches of the same material,

4.4.4 Materials approved for use should be rotated so that the stock with the eariiest expiry date is
used first.

4 4.5 Materials should be resettled or re-examined, as appropriate, and approved or rejectad by
guality control if necessary €.3. afler storage for long periods or after exposure to adverse conditicns.
An adequate system for monitoring the storage perod sheuld be maintained.

4.4.6 Storage of pinted packaging materiais requires sirict and carefui contrt, 2.9,

-storage in separate locked areas with each caomponent stored separately with suitable identification
-undar sugervision of a suitably trained and responsible person

‘obsofete compenents should be immediately destroyed,

4.4.7 Access to all storage and holding areas should be limited to authorized personnel.

4.5 1S8LING

4.5.1 Issuing of materials snould be performed 2y sutabiy trained and resnansiole persons.

4.5 2 Recards should be maintained for quantities received, approved, issued and returned, to enakie
clear reconciliations to be performed, Discrepancies require thoraugh investigation.

4.5.3 Rejected maierials shouwld be identified and conirolled under a sysiem which prevents their 2sa
in operations for which they ara znsuitable. A separate srea should be used, Cnly materials acorovad
by quality control should be used,

4.5.4 [ssuing of printed packaging materials requires strict and careful control, eg.:
-tfransport in sealed containers

-excess components shauld be destroyed if intermixing could have occurred
‘refurned components should be identifisd and stored in such a way so as to prevent mix-ups,
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CHAPT¥ER 5:
MANUFACTURING
£.1 FRINCIFLE
£.1.1 Manuiacturing gperations must follow clearly defined written procedures in arder o produce
oreducts of ihe reguisite quality and must comply with their authorized manufacturing documents as
well as all legal requiremers.
5.2 WALIDATION |1ZEE CHAFTER &)

5.2.1 3efore any manufaciuring vperation can se considered as routine it should be validated.

5.2.2 Validahon studies of manufacturing metheds should be conducted in accordance with defined
proceaures, Sesults and conclusions must be recorded.

3 B
slgh Crooedures Tof rouling procsssing. The denined orocess must OB Shown 16 yield a preduct
congistendy of the raquired Guality,

£.2.4 Significant amendment {o the manufacturing procass which may affect product quality andior the
reprooyctivity of the crecess shauld be validated. This includes changss o matetials and eguipment,

5.2.5 Paricdic re-vafidation should begome a routing procedura (o ensure that orocegsess and
nrozequres reman cacatle of achigving the ‘ntended rasults,
5.3 CISPENSING

5.3.1 &tarting matenal should onfy be purchased from approved suppliers and In accordance with the
registration dossier.

2.3.2 S1arting materials in the storage area shouid be appropriataly labelled. Labes snould bear at
lzast the following informaticr:

ia) The designaten name of the product and the internal code reference, wheare applicable

ib} a haten number given at receipt

(¢} wnere appropriate, the status of the contents {e.g. in quaraniine. an test, relt;ased, rejected}

(¢} where appropriate, an expiry date ar a date beyend which retesiing is necessary,

5.3.2 There should be appropriate procedures ar measures fo assues the identity of the contents of
each container of starting material, Bulk containers from which samples have peeon drawn should be

identitied.

5.3.4 Cnly starting materiais which have been redeased by the Quality Control Departmant and which
are within their shelf-ife should be used.
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5.3.5 Starting materials should only be dispensed by designated perscns, following a written
procedure, 1o ensure that the carrect materials are accurately weighed or measured into clean and
properly labelled containers.

5.3.6 Each dispensed malenal and its mass or volume should be independently checked and signed
far by a pharmacist or other legally authorized persan.

5.3.7 Materials dispensed for 2ach batch shauid be kept together ang cénsukcuousiy laceiled as such.

£.3.8 The additicn ¢f 2ach malerial o the mix should be checked and sigred for ov 3 sharmacist ar
other legaily authorized person,

5.4 MANUFACTURING CPERATIOMNS

241 Ceerztiors on 2ifferant praducts should not be carried out simultanecusty of sonsecutively 'nhe
3EME oo nless nere s ne ek of mik-cp IroorcEs-contamination, Materiais or 3 sarticuiar 2atch
zhould, 28 o a3 ~estine, e sentogether.

5.4.2 All manufacturing areas and equipment snowd oe checked for ClEéaniiness Cror i siaring
production.

5.4.3 At avery stage of processing, products and rmaterials should be protected from microbial and
ctrier contamination.

5.4.4 At all timas during pracsessing, all materials, bulk containers, major items of =guinment ara,
whera apprepriats, rooms used should be labelled or stherwise identified with an indication of the
product or malerial ceng processed, its strength (whate agpiicable}l and batch number. Where
applicable, this indication should also mention the stage of proguetion,

5.4.5 Labeis apriied to containers, equipment or premises should adhere weii and te cear,
unampigucus and in the comeany's agreed format. it is often helpfud, in additian to the wording on the
labels, 10 use colours 1o indicate status (for example: graen for released, red for rejected).

3.1.8 Checks shcui te sarrad 2ot o arsure that Tipelines and cther ciecss 2f squisment used fer the
transcoratcn of nraducts from one area to ancther araé connected in a correct manner,

E.4.7 Nermaily, non-meadicinal sreducts should not be produced in areas and with the equipmant
destined for the praduction of medicinal products.

5.4.8 Access to craduction premises should be restricted to aulhorized personnel.

5.4.9 Any deviation frafm instructions or orocadures should be avoided as far as vossibie. It deviations
occur. they should be approved n writing by an authcrized persanis), with the involvement of the
Cuality Contral Department. when appropriate.

£.4.10 Checks on yields, and recenciliaticn of quantities. should be cared out as necessary 1o ensure
that there are no disgrepancies cutside acceptapia limits, Any such discrepancies should be
investigated and sxplained.
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5.5 IN-PROCESS CONTROL -

—

5.5.1 Producticn staff should fallow defined and authorized procedures for each stage of each
manufacturing process.

5.5.2 At all key steps of manufacture there should be same form of eontrol fo ensure comphance with
the autherized procedure. Critical steps should be signed for.

583 Jnjprccess laporatory tesis may need 1o be carried out beforg meving to the next step in
preduction 2F as scon as possible after completion of that step. Formal approval of some results e
D& necessary.

5.5.4 Al inapproprigie iabels must be remcved from containers ar equipment befare these iterms enter
the manufacturing arsa,

5.5.5 Erwironmental control shavld be carried cut and recordad, when necessary.
5.8 COMNTAMIMATICN

3.5.1 Contaminaticn <f raw material of of 3 product oy another matenal or product must oe avoided.
The nsk of accidental cross-contamination arises from the uncontrolled relsase of dust, gasas,
waDOUrs, sprays or organisms from materials and products in pracess, from residuss in eguipment,
rem water and fram operatars’ victhing. The significance of this rigk varies with the type of
cortaminant and of product being contaminated. Amongst the most hazardous contaminants are
highly sensitizing matenals, bisogical preparations such as living organfsms, some hormones,
cytoioxics, and cihier Hignly active materials. Products in which contamination is likely to be mest
significant are those administered by njgction, those given in large doses and/or given aver an
zxtended veriod.

5.6.2 Cress-contamination should be avoided by appropriate technical or organizational measures, for
EXample:

{a} production i segregated areas (required tor products such as penicilling, same hormonas, live
vaceings. ive bacterial oreparations and some other biglogicals - see Appendices), ar by camgaign
production (separalicn in time) teoilowad by appropriate cleaning

ih) croviding appropriate air-ocks and aw extractian

{&} minimising the risk of contamination caused by recircuiation or re-entry of untreated or insufficiently
treated air

4

{d} keeping proiective clathing inside areas whera products with special risk of cross-contamination
are processad

le} using cleaning and decontamination procedures of known efiectiveness. {Ineffective cleaning of
aquinment is 2 common seuFce o cross- contamination). Vacuum and wet cleaning methods are
preferred

(T} using "closed systems” of producticn

{g) testing for residues and use cof cleaning status labeis on equioment.

5 6.3 Measures to prevent cross-caontamination and the effectiveness of the measures shauid be
checked penodically according 1o set procedures.,

5.5.4 Microbial contamination should be controlled by air filtration, effective cleaning, disintection and
ersuring only the minimum number ot personnel required enter the area. The area must at all times be
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neat and tidy to prevent accumulation of materials that could promote microbial growth. Insects,
anirnals and birds must be totally excluded.

5.8.5 All personrel (inciuding those concerned with clezning and maintenance) should recaive regular
training in the disciplines necessary o prevent microbial and other contamination,

5.6 6 When working with dry materials and products, special precautions should be taken to prevent
the generation and dissemination of dust. This appiies particularly to the handling of highly active ar
sensitizing materiats.

5.6.7 Before any processing aperation is staried, steps should be taken {0 ensure that the work area
and equipment are ¢lean and free from any starting materials, predugts, produet residues or
documents nat required for the current operation,

£.8.8 Intermediate and bulk products should be kept under appropriate storage conditions and for
cantrolled pericds.

5.8.2 Any necessary n-giceess controls and environmertal contrels shouid be carred sut ard
recorded,

5.7 REPROCESSING

5.7.% Material may be re-worked or recoveérsd by an aporopriate and authorized method, prowvided that
the material is suitable for such reprocessing, that the rescltant product meets its specitication, that
there is no significant change in product guality and that Quality Cantrol authorization i= optamned,
Cocumentation shoud aczurately record the reworking processes carried cut. The recrocagsing of
rejected products should be exceptional.

5.7.2 Residues and re-worked or recovered materiat which might adversety affect product guality,
efficacy or safety should not be used in subsequent batches.

5.7.3 The treatment of product résidues and reworked or recovered material and the means of their
inclusion in & subsequant batch shauld be specifically authorized and documented.

3.7.4 Limils, approved by Quality Cortrol, should be esiablished for the amount ¢t zny such maisral
which may be added t¢ a subsequent batch.

5.7.% Batches incorporating residues should not be released until the batches from which the residues
originated have been tested and faund suitable for use,

5.7 6 Methods of re-processing should be specifically authorized and fully documented, ance any
potertial risks have teen evaluated and found negligible,

5.7.7 The reed {or additional testing including stability of any Finished Product which has bean re-
procassed (or to which residuas have been added) should be considerad.
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CHAPTER §
PACKAGING
6.1 PRINCIPLES

6.1.1 Packaging cperations must follow clearly defined written procedures in arder to aroduce finished
products of the requisite quality and must comply with their autharized packaging documents as well
as afl legal requirements. Special attertion must be paid to labels and labeliing throughaut the entire
packaging cyc.e.

6.2 COMPONENT IS3UE

6.2.1 The purchase, handling and control of primary and printed packaging materials shall be
accorded attention similar to that given o staring materials.

6.2.2 Particuiar attenticn shauid be paid to printed materials. They should be stored in adequately
secure sonditicns such as o exclude unautharized access. Cut iatels and other icose pitnted
materials shauld be stored and transperted in separate closed containers so as to aved mix-ups. if the
guantity of voiume of loose printed packaging material is oo larga 1 be placed in separate closed
containers eg. several pailets of cartons, adequate alternative control measures must be taken to
ENsura No mMix-Ups accur.

Packaging materials should be issued for use oniy by autharized personnel following an approved and
documenied procedure.

§.2.3 Each delivery or batch of printed or primary packaging material should be given a specific
reference number or identification mark,

£.2.4 Qutdated cr absclete primary packaqing material or printed packaging material should be
destroyed and this disposal reccrdead.

8.3 PACKAGING OPERATIONS

§.3.1 When preparing a programme for the packaging cperation, particular attertion should be given to
minimising the risk of cross-contamination, mix-ups or substitutions. Different products should not be
packaged in close proximity uniess there is physical segregation.

6.3.2 Before packaging aperations are begun, steps shouild be taken to ensure that the work area,
packaging fines, printing machines and other equipment are clean and free from any products,
materials or documents previously used, if these are not required for the current operation. The line-
clearance should be performed according to an appropriate check-list and signed for. Certain checks
g. printed packaging material, printing operations and buik identity should be performed and signed
for by a pharmacist or legally autherized person.

£.3.2 The name and batch number of the oroduct being handled should be displayed at sach
Packaging station or line.

6.3.4 All praducts and packaging materials to be used sheuld be checked on delivery 1o the packaging
department for quantity, identity and conformity with the packaging instructions.

6.3.5 Normally, filling and sealing should be followed as quickly as possible by iabefling. If it is not the

case, appropriate security procedures sheuld be applied to ensure that no mix-ups or misiabelling can
QCCUr,

247852
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6.3.68 The comrect performance of any printing operation {for sxample code numbers, expiry dates) to
he done separatety or in the course of the packaning shouid be checked and recorded. Attention
should he paid to printing by hand which should be re-checked at regular iniervals.

£.3.7 Special care should ke taken when using cut-labels and when over-printing is carried cut off-line.
Rol-fead labels are normally preferatie 1o cut-labels, in helping to avoid mix-ugs.

6.3.8 Checks should be made to ensure that any slectranic code readers, abel counters or similar
devices are aperating correctly,

£.2.9 Printed and embessed infarmation on packaging materiais should be easily 'egible and resistan
ta fading or erasing.

£.3.10 Contairers “or flling should be clean beforz filling. Attention should be siven to avaiding ard
remawing ary contaminants sich as glass fragments, metal particles and unwanted moisture.

5.3.71 All gicelings and other aguipment for ransporting product 1 the packagng line should te
‘hercugnly sieaned, inscected ard 'abelled according to a specific weitten srocedure.

£.3.12 Hang packing operations require neréased vigiiance 10 prevent inragvernant miz-ups,

#.3.13 Products which have been involved in any deviation from standard proczdure or other unusual
event should caly be reintroduced :nfc the process after special inspection, investigation and approva
by authorized personned, Detailed record should be kept of this operation.

§.3.14 On comoiletion of a packaging run, the Juartities cf finished product should Le reconciled with
the amount of bulk sroduct issued, tha amount of packaging material issued. and the material
remamning.

6.2.15 Any significant or unusual discrepancy observed during reconciiiation of the amourt of bulk
produst or printed packaging materials and the numbar of units produced should be invastigated and
satisfactorily accounted for. Recenciliation of printed packaging materials may not be necessary if
other suitable means of preventing the introduction of foreign compenants are ‘n use, e.g. Bar-code
readers

6.3.18 At the end of the pack-cut the packaging lire should be inspected i arsure that &l materia
relating to that particular product or run has been removed and that all equiprment is cieaned. Specal
attention shouid bz devoted to ensuring that no tablets, capsules or other small tems have fallen into
parts of the equipment. Special attention to ensure that no fabels remain in the equipment cr an the
floor should be part of the inspection.

5.3.17 Upon completion of a packaging cperaticn, any unused batch-soded cackaging matenals
should ke destroved and the destruction recorded,

6.3.18 Special care must be taken iz control the return of any unused packagirg materials o the
packaging materiais warehouss,

6.4 IN-FROCESS CONTROL

8.4.1 During the packaging process the packing line shouid be continually monitared to ensure that the
intagrity of the finished product is net in any way compromised. 'Written procedures and tabulated
check lists should be signed at regular intervals by competent and suitably trained people,

§.4.2 Automated controls and monitors should be checked regularly during the production run and
validated from time to tima,

00382083—3 24735-—-3
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6.4.2 On-iine control of the product during packaging &hould inclyde at least checking the following:

-genera| appearance of the package

fill masses/volumes or quantity comply

-whether the packages are complete

-whether the correct products and packaging matenals are used
-whether any aver-printing is correct

-seal integrity

-correct functioning of line monitors,

£.4.4 Sampies taken away from the packaging line should not be returned.
8.5 CONTAMINATION

6.5.1 Every effort should be made to ensure that packaging takes place in an orderty and tidy manner
that will ensure there are no mix-ups between one product and another,

8.5.2 Products that are similar in appearance should net be packaged in close proximity 1o one
ancther at the same time.

6.5.3 Packaging lines should be weil separated and, if possible, physical barriers that will prevent the
migration of material from one line to anather should be in place.

6.5.4 Special precauticns shauld be taken to prevent the inadvartent transfer of components by
personnel moving between packing lines, e.q. inspectors and maintenance staff.

5.6 FINISHED PRODUCT RELEASE

6.6.1 Finished products must be piaced in quarantine in such a way that they cannot be remaved for
use until such time as they are released.

§.6.2 Samples of the product taken at intervals during the packaging process must be retained for
examination by the quality control laboratory and for retention purposes.

6.6.3 Documentation should be recanciled, completed/and sent for a complete documentation audit by
quality assurance.

6.6.4 When all required parameters are saltisfied, including the document audit, Quality Control may
recommend release of the product from its quarantine status.

6.6.5 The finished product should be released for sale by a pharmacist.
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CHAPTER T:

QUALITY CONTROL

7.1 PRINCIPLES

7.1.1 in order o achieve reliable resulis, Quality Controt laboratories should have sufficient resources
and appropriate facilities, with properly trained, managed and motivated staff, and adeot gocd quality
controt laboratory practices. Materials and products shouid not be released for use or supply until their
quality has been judged satisizctory. Zuality Controt should be independent from Production. Quality
Cantrol should adont procedures necessary to ensure that the relevant tests and checke are carried
Jut,

7.2 REGPONSIBILITIES

v.2.1 The Cuanty Sonwrei Jepatment is responsitie for acoroving or rejecting raw maierals,
niermediates, finigned cracusts and Sormocnenie of Use o surply to the market

V.22 Finished product assessimert shoud embrace ail relevant fagtors, including preduction
conditions, results of in-process testing, a review of manufacturing and packaging dacumentation,
compliancg with Fimshed Product Specification and examination of the final finished pack. Where the
iccal applicant or holder »f a ragistration cenificate makes uge of a contract laboratery foversass), the
focal applicant or holder of a registraticn certificate or the local laboratory as listed in the registration
cartificate, should do at lsast 3 visual identification of *he final sroduct.

7.2.3 Guaiity Contrel is not confined to iaboratory cparations but must be integrated Into the Guality
Assurance activities. 1t is invalved in all decisions which may cancern the quality of the product f.e.
quality planning, co-ordination and contrci activities). It further includes the review of alil plant systems
and pracaduras, audits, organization and docurmentation.

7.2.4 The Quality Canwral department will alsg have the following respensibilitiss;

-gampling of materials subjact to quaity control and 1he keeping of retention samples and records
-menitoring ‘he stakility <t arodiucts

-investigation of complaints related to the quafity af the product

‘the testing or supervision of the testing of all materials and products

‘the control over fabeiing of containers for materials and Products

Al these operations should be carried out in accordance with wntten procedures, and whera
necessary, recorded.

7.2.5 The Quality Control department may also have responsibiities in the following areas ;
~validation of critical aquipment and precedures

-approval of third party contractors and vendars

-approval of all deviations and reworks

7.3 EQUIPMENT

7.3.1 Control laheratories should be designed, equipped, maintained and of sufficient space to suit the
operations {0 be performed in them, and include provision jor the storage of documents and samples.

7.3.2 Chemical, biolagical and microhioiogical laboratories should be separated from each oiher and
from manutacturing areas. Separate rooms may be necessary to protect sensitive instruments from
vibraticn, etectrical interference, humnidity, etc.
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7.3.3 Control laboratory equipment and instrumentafton should be appropriate to the testing
procedures undertaken,

7.3.4 Equipment and instruments should De setviced and calibrated at suitable specified intervals and
readily avaifable records maintained for each instrurnert or piece of equipment.

7.2.5 Written operating instructions should be readily available for each instrument.

7.3.6 As necessary, analytical methods should include & step to verify that the equipment is
functioning satisfactorily.

7.3.7 Control laboratories and egquipment should be kept clean, in accordance with written standard
operating procedures and schedules, Records/logs shauld be kept.

7.3.8 Personinet should wear clean protective clothing and personal protective equipment appropriate
to the duties being perfcrmed.

7.4 PERSCHNNEL

7.4.1 The Quality Control laboratory should be under the authority of a person with appropriate
guaiifications and experience and with sufficient responsibility and authority to carry out the required
duties adequately.

7.4.2 Al relevant quality control staff should be suitably educated, frained and metivaied to perform
their tasks adeguately.

7.5 SAMPLING

7.5.1 Sampiles should be taken in such a manner that they are representative of the batch of material
from which they are taken, in accordance with approved written sampling procedures. These
procedures should include:

-the method of sampling

-the eguipment to be used

-the amount ot sample to be taken

-instructions for any required sub-division of the sample

-the type and condition of sample container to be used

-any special precautions (o be chserved, especially in regard to sampling of sterile or noxicus
materials.

-cleaning and storage of sampling equipment.

]

Any sampiing by production personne! should only be done in accordance with these appraved
procedures.

7.5.2 Each sample comainer should bear a label indicating its cantents, with the batch or iot number
refarence and the date of sampling. The sampler should initial on the label and there should be an
indication fram which comtainer the sample was taken. It should alse be possible to identify the bulk
containers from which samples have been drawn and which cantainers have been sampled.

7.5.3 Care should be taken to avoid contamination, or deterioration whenever a material or product is
sampled. Sampied containers should be reseaied in such a way so as to prevant damage tq, or
contamination of, or by, the contents,

7.5.4 Retention samples fram each batch of finished products shouid be retained until one year after
the expiry date. Finished products should be kept in their final packaging and stored under the
recommended conditions. Samples of starting materials (other than solvents, gases and water) should
be retained until at least the expiry date of the baich in which they are used, Reference samples of
materials and products should be of a size sufficient to permit at least ane full re-examination.
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7.6 TESTING

7.6.1 Analylical methods shouid be suitably validated. Only methods approved for use should be used,
All tests required to be performed should be carried out.

7.6.2 Before the materfal is released ar rejected, the results obtained should be checked to make sure
that they are consistent with all other information. Any caiculations should be documented and critically
examined.

7.8.3 All the in-precess cantrals, even those made in the production area by production perscnnget,
should be done according to methods approved by Quaiity Control and the results recorded.

7.8.4 Microbiclegical testing ard testing using animals should be performed and controfled in a
manner that assures their suitability and rediability.

7.7 STANGARDS, REAGENTS

7.7.1 Special atiention should Ge given 10 the suaiity of labaratary reagents. volumetric glassware and
sciutions, referance standards and cuiture megia,

7.7.2 Reagents made up in the laboratory should be prepared by persons competent to do so,
fatlowing laid-dewn procedures. As applicable, labelling should indicate the concentration,
standardisation factor, snefi-iife, and sworage conditions. Jf relevant, a date tor re-standardisation
shauld be recorded. The label shouid be signed, and dated, by the person preparing the reagent.

7.7.3 Reference stangards, any secondary standards prepared trem them and purchased reagenis
should be dated where necessary and Le stored, handled and used following written procedures, so
as net to prejudice their quality. In certain cases it may he necassary to carry out an identification test
and‘or other testing of reagent materials upon receipt or bafare use. A racard of these tests should be
maintainad. ’

7.7.4 Both positive and negative controls should be applied to verify the suitabity of micrabiological
culture media. The size of the inoculum used in positive controls should be apprapriate to the
sensitivity required.

7.8 DOCUMENTATION

7.8.% Quality Centrel procedures should be established, validated, implemented and recorded 30 as 1o
assure the adeguate and reliable performance of all quality control operatians.

7.8.2 The foliowing master documentaticn shouid be readily available to the Quality Controf
Depariment:

-specitications

-sampling procedures

testing procedures and records (incfuding analylical worksheets and/or laboratory notebcoks)
-analytical reports andfor certificates

-gata from environmental monitoring, where required

-validation records of test methods, where applicable

‘procedures for and records of the calibration of instruments and maintenance of equipment,

7.8.3 The foilowing test recards should be kept:

‘name and quantity of product or material and code reference where applicable
‘dates of receipt, sampling and testing

-manufacturer andor supplier of product or material

-supplier's batch or lot number
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-tests performed = -

-reference ta the relevant specifications and test methods used and to any ceriificates of analysis
-test results including observations and calculations

‘mitials of analyst and the person who verified the testing and calculations where appropriate

-decision statement regarding redease, rejection or other status and signatura of responsible person
taking the decision.

7.8.4 In addition to the above records, analysts' laboratery recards shovid also be retained, with the
basic data and calculations from which test resuits were derived (e.g.. weighings, readings, recarder
charts, etc.).

7.8.5 1t is uselul to record test results in a manner that will facilitate comparative reviews of those
results and the detection of trends.

7.3.8 Any Quality Cantrol decumentation relating to a bateh record should be retained for at least one
year after the expiry date of the batch.

T8 STARWLTY

7.9.1 A written programme of an-going, follow-up stabiiifty should be designed and implemented so0 as
to monitar the quality of the various marketed products throughout their intended shelf-fife.

7.8.2 Tests should be performed that are indicative of stability and if necessary additional tests
monitoring possible degradatian and detericration should be included.

7.9.3 Stability sampies should be stored i their final, marketed containers and sterage conditions
shouid be consistent with those approved for the preduct in question,

7.9.4 Results from stability trials should be used to confirm or medify the prevailing shelf-life and
storage canditions.
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CHAPTER 8:

DOCUMENTATION

8.1 PRINCIPLES

B.1.1 Documerdation is an essential part of the Quality Assurance System. lts purposes are o define
the systern of centrol, to reduca the risk of errcr inherent in purely oral communication, to ensure that
persannel are instructed in the detaiis of, and follow, the procedures concernad, and *o permit
investigation and tracing of defective products. The system of documentation shouid be such that the
histary of each batch of produgt, including the utiiisation and disposai of starting materials, packaging
materiats and intermediate, bulk and finished products, may be determined.

8.1.2 Every applficant or holder of a registration cedificate shoutd be in possessicn of Master
documentation, whether ha manufactures the product or makes use of 2 third pany manufaciurer.

4.1.3 There sheuld be authorised signed and dateg) specifications ior 3 least raw materials, formula
of the orgduct, manufacturing methed, printed packaging maierial, final product spectfication. :n
process tests, test metheds and packaging material,

8.1.4 Master documents should be autharised, and the name of the applicant or holder of a reqisiration
certiticate should be visible,

8.1.5 Master documents shouid be kept at the registered premises of the appiicant or hotder of the
ragisiration terificate,

8.1.6 Master documents should be properly controited, and access thereta imited.
8.1.7 The regisiration dossier shouid be compliant with Master dacumentation.

3.1.8 There should be a written procedure for ypdating of master documentation and he system
should endure that current, approved mastar documentation is being used.

B.1.9 A formal system shaould be in place to control changes to master documertation. Changes to
master documents should be communicated to the appropriate departments and wriiten approval poar
ta implementation of changes should be obtained from the requiatary autherity where appiicatle.

8.1.10 Possession of mater documentation is a pre-requisite of medicines.

8.1.11 All relevant documentation, including the registration dossier and master documentation, should
be handed to the new proposed applicant, should the current applicant or holder of a registration
certificate apply te the regulatory authority for a change of applicancy.

5.2 PREPARATION, 'SSUE AND USE OF DOCUMENTS

8.2.1 To {aciiifate proper and effective use, documents should be designed and prepared with care,
and wilh particular attention ta the following points:

(a) the campany’s nama, the title {which should be unarnbiguaus), nature and purpose of the
dacumnent shouid be clearly stated. The document should be laid out in an orderly fashion, and be
easy to check. Each page should be sequentially numbered. Where a document has been revised,
systemns should exist to prevent inadvertent use of supersaded documents.
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(k) the way the decument is to be used, and by whom, should baclearly apparent fram the document
itself.

{c) where documents bear instructions they should be written in the imperative as numbered steps.
They should ke clear, precise, unambiguous and in a lanquage the user can understand. Such
documents should be readily available to all concerned with carrying out the instructions.

{d} documents which require the entry of data shouid:

-provide sufficient space for the entry
-aliow adequate spacing between entries
‘siow headings clearly indicating what is to be enterad.

{e) persans making entries should do sa in clear legible wnting, and should confirm the entry by
adding their initials or signatures. Ticking should be aveided.

it all entries should be made in ink or other indelible medium,

(g} the size and shape of documents and tha quality and coiqur of the paper used should be
considered in relation to the typing / printing, reproduction and tiling facilities available.

{h) reproduced documents should be clear and legible. The reproduction of working documents from
master documents must not allow any error 10 De infroduced threugh the reproducticn process. [t
warking documents are camputer generated these should be checked against an authorised master
ard sigred for corractness.

8.2.2 Documents should contam ail necessary, but no superfluous data. Any headings, or places for
entries, which cease te be used should be removed at the sarliest opportunity.

B.2.3 Decuments should be approved, signed and dated by appropriate, competent and authorized
persons,

8.2 4 Documents (other than records) should be designed, prepared, reviewed and distributed with
care, They should comply with the relevant parts of the registration dossier.

8.2.5 Records shoufid be completed at the time each action is taken in such a way that ail significant
activities concerning the manufacture of medicinal products are traceable.

8.2.6 Data may be recorded by electromagnetic or photographic means, but detailed procedures
relating to the system in use shauld be available and the accuracy of the recorde should ba checked. If
documentation is handled by electronic data processing methods, only authorised persens should be
able to enter or modify data in the computer; access should be restricted by passwords or ather
means and entry of ¢riticai data should be independently checked. Batch records electranically stored
should be protected by back-up transfer on magnetic tape, microfilm, paper or other means. Itis
particularly impartant that, during the period of retention, the data can be rendered legible within an
appropriate period of time.

8.2.7 If an arrar is made cr detected on a document it shauid be corrected in such a manner that the
original entry is not lost and the correction initialed and dated, Where appropriate, the reasan for the
correction shauld be recorded. No correction fluid should be used.

8.2.8 Documents should be kept up to date. Any amendments should be formaily authorised and
signed. In the case of permanent amendments, the amended document should be replaced at the
earliest opportunity by a newly prepared document.

8.2.9 The documentatian system should include provision for regubar review and revision as
necessary.
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B.2.10 An out-dated or superseded document should be rermoved from active use. The marked
“Superseded” copy should be retained for reference purposes.

8.2.11 When a document has been revised, systems should exist to prevent inadverent use of
superseded documents.

8.2.12 Documents and other records. including original data such as laboratory notebooks should be
retained for at least one year after expiry date of the batch. Documents should be easily retrievable.
5.3 MASTER SPECIFICATIONS

8.3.1 Starting Matarials

8.3.1.3 There should be an authorised specification for ach starling material,

3.3.1.2 Each specification should be dated ard inciude:

{a) a designated name, with referenca 1o monagraph specifications where appropriate, and.
preferabiy, a code raferance unique o the matenal

‘h) a refersnce to any alternative sroprigtary designation of the material
{c) a description of the physicai form of the material
1d) sampting instructions

ie) tests and lirmits for identity, purity, physical ang ciiemical characteristics, microbiological standards
{where appropriate) and assay

i) details of, or reference 10, the test methods 1o be used 10 assess compiiance with the specification
fg) approved supplier{s) of the material

\h) safety precautions ta be observed

li) storage condiiions

J} frequency ot re-testing the stored material

NOTE - Certain of the requirements may not necessarily appear on the prime specification document.
There may be, for example, standard company sampling procedures and lists of approved suppliers 1o
which the specification refers.

3.3.2 Pachkaging Materials

8.3.2.1 There should be packaging material specifications, approved by the person responsitle for
Quality Contral.

8.3.2.2 Eagh specification shoutd be dated and include:

{a) a designated name, with preferably a code-reference unique to the material. This reference may
also appear on printed materials

(b} a description of the nature, dimensions and material of construction of the component with the
quality standards, contrel limits, mould references, drawings and details of text, as applicable

{c) details of, or reference to the test methods to be used to assess compliance with the speciiication
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(d) approved suppiier(s} of the component -
{8} sampking instructions

{f} storage conditions

(g} frequency of re-inspection of the stored component.

NOTE - Certain of these requirements may not necessarily appear on the prime specificatian
cocument. See Note under 'Starting Materials' abova.

See definition of Packaging Material' in Glossary. The need for detailed specifications may riat apply
o Other Packaging Materials’,

8.3.2.3 A file of reference specimens of current printed packaging materials should be maintained.
This should include a colour atandard

8.3.3 Intermediates and Bulk Products

8.3.3.1 These speciiicatons shouid, as appreoriate. be similar o specifications for starting materials
ard Finished Product specifications.

8.3.3.2 These specifications showd be avaiiable if these oroducts are mported, ar 1 data obtained
from these products are used for avalustion of the finished product 2g. cores of coated tablets.

8.3.4 Finished Products

3.3.4.1 Therz should be specifications, approved at least by the perscn responsibie fer Guality
Azsurance, defining the nature and quality of each finished product.

8.3.4.2 Each specificaticn should be dated and include:

{2} the designated name of the product and a code referance whare applicable

{b) a description of the physical form of the product and a referancs to container and package details
{r} samgpling instructions

{d} tests and limits for identity, purity, physical and chemical characteristics, microbiclogical standards
{where appropriate) and assay, with details of (or reference ta) the test methods to be used

{e} safety precautions to be observed '
ff) storage conditions and the claimed or approved shelf Tife,

{g) frequency of re-examination of the stored product to canfirm the established shelf-iife (for stability
puUrposes).

NOTE - Certain of these requirements may not necessarily appear on the prime document. Sec Note
under ‘Starting Materials’ above.

8.4 MASTER MANUFACTURING INSTRUCTIONS

8.4.1 A tarmatly authorised Master Farmuta and Method should exist for each product and batch 5ize
to be manufactured.

8.4.2 The Master Formula shoufd be dated and include:
{a) the name of the product with a code reference relating it to its specification

{b} a description of tha pharmaceutical form and strength of the product and batch size



STAATSKOERANT, 2 ME| 2003 No. 24785

75

{c) a list of all starting matenals to be used (see 8.4.3) with the amount of each, whather or not they
appear in the Finished Product. All quantities should be stated in a uniform system of measurement,
with & statement of any calculated overage. Where material of varfiable potency is to be used the
permissible fimits of variation and the ictal potency regquired for a batch should be stated

(g} a statement of the total expected final yield with the acceptabie limits and of retevant intermediate
vields where applicable.

8.4.3 Each starting material sheuld be designated in the Master Formula by

taj the Approved or Moncgraph Marmne, and / or any cother desciiptive name, by which it can be
specifically identifisd and which is used whenever that material is referred to

ib} a code reference which is unigue ta that malerial,
3.44 The Methed snouid e dated and, as agprogriale, include:
2] a statement of tne manufactunng location and the 2quipment o ke used

{b) the methads, or reference 1o the methods, (o be used for preparing the equipment (8.g. cleaning,
assemhling, calibratirg, sterilising)

¢} Cetailed steowise processing instructions, including:

-a check that the materiais used are those intended

-any requirea pre-reatment of materials

-sequences for adding matarals

‘mixing ard other precessing times [as appropriate)

femperatures {as relavant)

-safety precaulions to be cbserved

-critical time iimitations.

(d) a statement of the thecretical andior expected amaunt of oroduct at pertinent stages of
manufacture

(e) details of any in-process controis, with instructions for sampling and with control limits

{f} requirernents for bulk storage of the produet, including containers, labels, storage time Smits and
special sterage conditions.

B.5 MASTER PACKAGING INSTRUCTIONS

8.5.7 A formally authorised Master Packaging Instruction shouid exist far each pack size and type. It
should be dated and (as appropriate) include, or have a raferanca to;

{a} the name of the product
{b) a description of its pharmaceutical fcrm and strength where applicablae
{c) the pack size expressed as number, mass or volume of the product in the final container

id) a complete list with guantities, sizes and types of ail the packaging materials required for a
standard batch size

(e) the code or reference number of each material which relates it to its specification
(fy 2 specimen or facsimile of relevant printed packaging material, where practicabie

(g) a description of the packaging operation with an indication ¢f the equipment to be used
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-
{h} details of any reguired preparation of packaging materials T&.g. washing, blowing, sterilising)
{i) details of any aver-printing necessary

{3} special precautions t¢ be chserved

(k} details of any in-process contrals to be applied, with instructions for sampiling and with control
limnits.

{l} line clearance chacks priar to starting the packaging operation

NOTE - It is useful to be able to refer to superseded Master Packaging Instructions.

Whare products may ke stored in partially packaged form, requirements far such starage should be
laid-down in the master documentation, or for example, in standard procedures.

A€ BATCH RECORDS (ETARTING MATERIALS)

8.5.1 The receipt of the delivery of sach starting material should be recorded. The record should
include:

{a) dater of receipt

(b} name of material

{c) name of material an delivery note andfor containers - if Jdifferent from (D)
{d} supplier's name

(&) supphiar's batch ar reference number

(f) total quantity and number of comtainers received

{g} the batch identifying number assigned on, or after, receipt.

2.6.2 The testing of each staring material should be recorded and should be in accordance with the
masier specifications. The iesting recard should include:

{a) date of sampling and date of testing

{b) name and quantity of material

(c} the batich identifying number

{d} rasuits of all tests

(a) identity of personds) who performed tests

{1} a cross reference to any relevant certificate of analysis-
{g} analyst's signature and the signed release or rejection {or other status decision) by Quality Control
{h} a clear statement of the assigned patency whare this can vary.

NOTE - itis useful to record anahytical data in a manner that will facilitate comparative reviews of past
results and the detection of trends.

8.6.3 Stock records should be maintained of starting materials that will permit stock reconciliations to
be made.
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NOTE - Special requirements for substances scheduled six and higher are controlied by regulations in
Act 101 of 13685,

8.6.4 A sampie of the starting material sufficient in size to permit analytical re-examination should be
retained zs part of the starting matgnial record.

8.7 BATCH RECORDS (FACKAGING MATERIALS)

8.7.1 The raceipt of the delivery of each packaging material should be recorded. The recard should
include:

(a) date of receipt

(h} name and quantity of material

(c} suppliers name and ary reference or batch number

id) any batch identifying ~umber assigred on, or aitar, recetpt,

8.7.2 The testing and inscecticn of 2ackaging materials shouid be recerded and Se in secordance with
the master specifications. The testing record should include:

(a) date of sampling and he date of iesting (or inspection)
(b)Y name of materiai

{c) the bateh identfying number

{d) results of testing and inspection

{e) name of personfs) wha carrted out testing ar inspection

(8 analyst's stgnature and the signed release or rejection (or ather status decision} by Quality Contral.

MNOTE - it iz usefid to record these data in a manner that will tacilitate comparative reviews of past
results and the detection of trends.

8.7.3 Stock records shouid be maintained of packaging materials that wiil germit stock recanciliations
1o be mada.

NOTE - Lesser standards of control and documeniation may be applied to packaging materials which
can have limited influence on produst quality. See aiso 'Packaging Materials' in Glassary,

8.8 BATCH RECORDS (MANUFACTURING)

8.8.1 Batch Manufacturing Records shoutd be kept for each batch manufaciured and shauld carry 2
batch reference number and he based upan the ctirently approved version of the Master Formula and
Method. The method of preparation should be desigred to avaid transcription errors. Photocopying or
some similar method of preparing the basic document is 1o be preferred.

§.8.2 If Batch Manufacturing Records do nat include complete details of the Method, the operator must
have ready access o the currently approved Method.

£.8.3 Before any manufacture proceeds there should be recorded checks that the equipment and
work-station are clear of previous products and documents and of materials not required for the
process inhand and that equipment is clean and svitabie for use.

8.8.4 During manufacturing the following should be entered onto the Batch Manufacturing Records, at
the me that each aciion was taken and, afisr compietion, the record should be dated and signed in
agreement by the person responsibie for procassing operations:
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(a) the batch identifying number of each of the starting materiaused and the amount used

() where the Master Formula permits variation in the quantity of starting material, a record of the
amaunt actually used

{c} dates of commencement and completion of manufacture and of significant intermediate stages

{d) where more than oneg batch of a given starting material is used, a racord of the actual amourt of
2ach hatch

(2} the batch identifying number and amount of any recovered or re-work material added and at what
stage of the manufacturing process it was added to the mix

{f) the initials of the personis} who waighed or measured each material and the initials of the personis)
wno checked each of these operations, this check being net only of the quantity but also of the
‘acelled identity and batch number of the material

MOTE - Critical stens such as weighing, measuring and 'adding to the mix’ should be cnecked and
signed for by a pharmacist or ciher legally autherised person,

ig} the amount of croduct oltained at pertinent imermediate stages of manufacture

ih} the inilials of the persan responsibie for each eritical stage of manufacture

{i] tha resuits of ail in-process contraks, with the initials of ihe personis} carrying them out
MOTE - The in-process control document could be & separate document.

() reference to the precise items of major equipment used, where several of the same type are
available for use (i.e. where equipment is repiicated). This information may be recorded mn 'Plant
Usage Legs'. A cross-reference to this should be included in the Batch Manufacturing Recard [BMW)

{k) details of, and signed authorisation for, any deviation from the Master Formuta and Method
ii} the final batch yield and the number of bulk containers

{m) signed agresment by the process supervisor that apart from gny deviation noted in {k) abave,
manufacture has proceeded in accordance with the Master Formula and Method, and that process or
vield variations are adeguately explained

-

4.9 BATCH RECORDS (FACKAGING)

3.9.1 Batch Packaging Records should be kept for each batch or part-batch processed and should be
based upon the currently approved version of the Master Packaging instruction and prepared from it
by a method designed to avoid franscription errors (photocopying or some similar method is to be
preferred). The Record shauld carry the quantity of bulk produst to be packed, the planned guantity of
finished product and shouid bear a batch reference number, which 1s specific 1o a particular packaging
run. The batch number which appears on the finished praduct should be this number, ar one which
may he easily related to it.

MOTE - The bulk product and packaging reterence numbering system must make it possible to relate
a packaging operation to a bulk bateh and the bulk batch to any packaging aperation(s).

3.9.2 If the Batch Packaging Records do not include details of the method of packaging, these should
be readily available to the operataris).
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2.9.3 Before any packaging is undertaken checks should be made that each packaging line or station
is clear of previous product, packaging components records or materials not required for the planned
packaging operations, and that equipment is clean and suitabla for use. These checks should be
recorded and each packaging line opened and clased by 3 pharmagist, ather legally authorised persan
or guality cantrol.

8.9.4 During packaging, the following should be entered conto the Batch Packaging Records, at the
time that each action is taken:

{a) the batch number and expiry date of the Bulk Product to be packaged

{b} dates and times of commancement and compietion of packaging and of significant intermediate
stages

{c} the infiials of the persanis} wna rssued the bulk preduct and printed packaging materiafs and of the
personi(st whe confirmed their correct identity and guantity

NCTE - The identity of the buik produst and orinted 2ackaging material sheuld be checked and zighea
igr by 3 pharmacist or ciher legaliy autherised parson.

id} the total quantities of the packaging materials used, with a hatch identifying reference to primary
and printed packaging matenals {specimens of orinted packaging materials used including specimens
of the overprinting should be attached, or alternativaly there should be an arangement which will
permit later reference (¢ specimens of the printed packaging materials usad}

{g) the results of any in-procsss contreis, iegether with the initlals of the persci respansiole fae
carrying them qut

{f) the initials of the persons wha carried out each significant stage of the packaging operation

{g) a record of the packaging machines, ling or area used.

8.9.5 Records shauld be kept of the amount of bufk product supplied, printed materiais issued and
finished packs preduced and reconciliations performed where required. {Alternative measures to

&nsurg correctness of finished pack may be used).

8.9.6 Nates on any special problems inctuding detaiis of any deviations fram the packaging
instructions with written authorisaticn by an appropriate parson should be kept.

8.10 OTHER PROCEDURES AND RECORDS

8.10.1 Intermediate Bulk and Finished Product Tast Recards

B.10.1.1 These records should include;

(a) the date of manufacture

{b} the date of testing

{c} the batch numbsr and expiry date

{d) the name, code reference and quantity of the material and/or product

{e) the tesis done and the results

(f) analyst's signature and the signed release or rejection {or other status decision) by Quality Cantrol.

NOQTE - The method of recerding showid faciltate comparative reviews of past results and the
detection of trends.
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8.10.1.2 A sample of the final packaged product sufficient in size to permit fuil re-examination as
necessary should be retained as part of the record. If this is not practicable or economic (due, for

example, to an unusually large pack size} then a smaller sampie in a similar type of pack may be
retained.

£.10.2 Recewt Records

8.10.2.1 There should be written precedures and recards far the receipt of each delivery of each
starting and primary and orinted packaging material. The records of the receipts should incude:

{a) the name of the material on the delivery note andior the containars
{b} the 'in-hcuse’ name of materfal {if different from fa})

fe] date of receipt

(d} supolier's name ard, | cessinle. manyiacterar's name

(e} manutacturer's batch ar reference number

(f} total quantity and number of containers received

(@} the batch identifying number assigned after receipt

thi any relevant comment {e.g. state of the containers),

8.10.2.2 There should he written procedures for the internal |zbefing, quarantine and storage of
starting materiais, packagirg materials and other matertsls, as appropriate.

B.10.3 Distribution Recaords

8.10.3.1 To facilitate effective recall, records of distribution should be kept showing the date and the
name and addresses of all persans to whom the manufacturer supplies each specific batch of praduct.

8.10.4 Complaints Records

8.10.4.1 A record should he maintained of ail complaints relating to product or packaging guality. This
record shauld show the nature of the complaint, results of investigations and action taken. The record
should be maintatned in such a manner that significant recurrent complaints can be recognised and
appropriate action taken eg. racking of rends.

£2.10.5 Other Documents

8.10.5.1 Where reievant to the scafe of an gperation, the maintenance of departmental and equipment
logs (i.e. running, dated records of equipment usage, products manufactured and cleaning of
aquipment and manufactuing areas) is recommended.

8.10.5.2 Where appropriate, there shauld be written procedures and the associated records of actions
taken or conclusions reached for:

~validation

-maintenance, cleaning. sanitation

-personnel matters including training, clathing, hygiene

-enyirgnmental monitoring

-pest gontrol

-tecalls

8.10.5.3 Clear nperating directions shauld be available for majer items of manufacturing or testing -
equipment.
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8.10.6 Retention of Records

8.10.6.1 Batch Manufacturing and Packaging Records pius the relevant tast Técords, must De retdined
until at least one year after the expiry date of the baten. Finished product samples should be retained
at least untii the expiry date of the product, plus one year, Starting material records and samples
shauld be retained uniil at least the expiry date of the batch in which they are used, Finished product
reference samples should be stored under ambient conditions, or as directed on the label.

211 ANALYTICAL RECORDS
8.11.1 Samplirg and Approval Dasumantaticn
8.11 1.1 There should ba doccumentation systems set up with the chiect of ensuring that:

{a} starting and packaging materials are in fact sampled and tested in accordance with previousty
specified proceduras '

iD) materials are not takan into uzatie stock until the srecfied checks and tesie have been perfermed
and ine matenal formally aporoved By Quality Cantral 1aitarative arrangemants may oe made ahen
an accentable cerificate of analysis s available)

i) imtermediate, bulk and finished oroducts and any re-worked or recovered materials are sampied
and tested in accordances with arevicusiy defined orocedures and that products will not be refeased for
sale of supply until afl data on the inteimediate, bulk and finished product have been reviewed and
appraval givan by Quality Centrel.

8.11.2 Sampling

8.1 1.2.1 There shouid be writien procedures for sampiing, which include details of the person
authorized to take samples. the methods and eguipmeant o he used, the amcunts to bae taken and any
precautions to be chserved 1o aveid contamination of the material or any deterioration in its quality,

8.11.3 Testing

3.11.3.1 There shoud e writtan procedures far testing of preducts at differsnt stages of mapufacture,
describing the methods and squipment to be used. The ‘ests performed should be recorded ard the
recards, together with all suppornting documentation should be kept.

8.31.4.1 Written release and rejection procedures should be available for materials ang preducts and
in particular for the release for salg of the finished product by & pharmacist. This reiease should
inciude the compietion of & check jist which will ensurs that all impaertant release criteria have been
met,

8.12 OTHER DOCUMENTATICN REQUIRED

8.12.1 Sile Master File

A description of the manufacturing facility, including a company prefile plus a description of the
premises, equipment, perscnned and standard operating procedures relating to manufacture and the
quality system, This must be lodged with the Medicines Control Council.

B.12.2 Validation Master Plan (VMP)
Each applicant should have a VMP {See Chapter 9).

8.12.3 PLANNED PREVENTATIVE MAINTENANCE PROGRAMME

A Planned Preventative Maintenance Programme and Standard Operating Procedure for carrying out
the maintenance, should be in place. 1t should refer to all relevant equipment and apparatus 1o ke
included in the programme. Responsible persons, should be listed, carrying out maintenance in
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accordance with the specified time schedule. Recerds shculd be kept as evidence of maintenance
chacks and repairs.

8.12.4 Contract Manufacture, Analysis and Services

Technical Agreements outlining wha is responsible for specific activities relating to the manufacturs,
analysis, servicing and guality control at each stage of the procass must be caompiled and signed by
the respansible persans in each company. These may form pant of the contract or may be separate
agreements. Copies must be available for audit purposes,

CHAPTER 9:
VALIDATICN
3.1 PRINCIPLES

9.1.1 One of the axioms of manufacturing is that no twoe abjects are ever made exactly alike. Five
factors contribute to these variations, namely varations inherent in prosass methods; materials; the
manufaciuring envircnment; the human slement; and tnspection methods.

2.1.2 As long as these five saurces of variation fluctuate in a normai of expecied manner, a stable
pattern of change causes of variation develops {i.e. the variations lie within the so-called “normal
curve”). When only change causes are presentin a procass, that process is considered to be in
control. However, when an assignable cause of variation is also present the variation will be
excessive, and the process is then classified as heing out of control (L.e. bayand the expectad or
“normal curve™ variation).

9.1.3 A process is in a state of contral when ail the assignable causes of variaticn have been
eliminated, any only chance causes of variation are present, Such a process has thus been
demonsirated ta be capable of consistency delivering specifled results, i.e. the process has baen
validated.

9.1.4 Statistical process control methods may be used to demonstrale that a procass had been
validated (i.e. is in a state of cantral). The control chart method of analysis and presentation of data
may tor instance be used to document the variations that occur in the centrai tendency and dispersicn
of a set of observations relating o a specific quality characteristic.

9.1.5 A process which 1s 10 a state of control contributes to productivity and profitability by reducing
waste; incraasing the yield of saleable product; and reducing the cost of inspection and test activities.
Mareaver, appropiiate validation studies will facilitate pre-registration audits and expedite product
registration. Validation theregtare makes good business sense. R
9.1,6 Validation is an integral part of current good manufacturing practice; it is, therefare, aiso an
glement of the quality assurance programme associated with 2 particular product or process.

9.1.7 Validation involves the accurnulation of documentary gvidence relating to a process, itern of
equipment, or facilifty. This is achieved by means of validation protocel which should exist for every
product and which details the tests to be carried oul, the frEquency of testing, and the resuits
anticipated (acceptancs criteria).

9.1.B A prospective validation pregramme is one that is implemented before the equipment ar facility
COMBes oh stream, or before the product is manufactured.

9.1.9 A retrogpective validation programme is based on a review of histarical manufacturing and
testing data.

9.1.10 A concurrent validation programme refers to the ongoing review and evaluation of
praspective or retrospective validation data.
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9.1.11 A validation programme should be co-ordinated by a multidisciplinary committee comprised of
the different fungtions that are involved in the programme. Typically, the members of this validation
committee would be drawn from departments such as production, guality assurance, microbiological
and analytical quality control, pharmaceulical development, engineering, and maintenance. The
committee approves and issues written protocels, and reviews the data obtained in order to approve or
reject the programme results.

8.1.12 Validation and gualification should be conducted in accordance with defined written standard
cperating pracedures.

9.2 VALIDATION MASTER PLAN

The validation programme should be co-ordinated by means of a farmal policy decument, usually
referred to as a validation master plan {VMP).

8.2.1 Each company shouwld have a Vakidaticn Master Flan which describes its cverad ohilosopiy,
intention and approach o be used ‘or estaklishing performance adequacy, and which identifies wiich
iems are subject to vaidaton and ihe naturs and axtent of such testing anc e appicaole vaidation
and gualification protocois and aroceduras,

9.2.2 The VMP should be a concise and easy to read document which will serve as a guide to the
validation committee, and perscneel who are respensitle for implementing validaticn orotocols. The
YMP should also be viewed as being a source decument for use by reguiatory auditers.

5.2.3 The ¥MP should typically inciude at least the fellowing sections:

*  Appreval page and table of cantents

*introduction and objectives

*  Plant and process description

*  Personned, planning and scheduling

*  Responsibilities of committee members

Process confrod aspects

*  Equipment, apparatus, processes and systems (o be validated
Acceptance criteria

Documentation required including reference 0 validation proiocois
SOP's

*  Training requirements

* g L]

=

9.2.4 The Validation Pratocal

9.2.4.1 The Validation pratacal should clearly describe the procedure to be followed for performing
valigation. The protocei should include at least the cbjectives of validation and qualification study, site
of the study, the responsible personnel, description ¢f equipment to be used {including calibration
befare and after validation). 3CF's to be followed, standards and criterig for the relevant products and
processas, the type of validaticn, and time/frequency should be stipulated. The processes andior
parameters 1o be validaled (¢.g. mixing times, drying temperatures, particle size, drying times, physical
characteristics, content uniformity etc.) should be clearly identified.

9.2.4.2 A written report shiould be available after completion of the validation. The results should be
evaluated, analysed and compared with acceptance criteria.  All resuits should mest the criteria of
acceptance and satisfy the stated obiective. |If necessary, further studies should be performed. H
found acceptable, the repart should be approved and authorised {signed and dated).

8 2 4 3 The repoit should include the title and ohjective of the study, refer 1o the pratocol, details of
matenal, equipment, programmes and cycles used and details of procedures and test methods. The
results should be compared with the acceptance criteria.

8.2 4.4 Included in the fina! repert, shouid be recomimendations on the limits and criteria to be applied
to all future production batches and could form part of the basis of a hatch manufacturing document,



84 HNn 24785 GOVERNMEMNT GAZETTE, 2 MAY Z003

9.2.4.5 There should be [evels where validation andYQualification should be perdormed, and the leve!
shauld determine the intensity of these products. It should be least for liquid preparatians (soiutions)
and most for patenteral medicines, and for solid dosage forms it should depend on the criticality of the
praduct as far as the patient is concerned.

8.3 QUALIFICATION

Befare a process can be validated the equipment, facilities, and services used in that process must
themseives be validated. Such an operation is referred 10 as gualification. Qualification is, therefora,
an integral part of process validaticn which, inturn, 's cart of good manufactuing practice,

9.3.1 An installation qualification ([Q} protocol & used to document the specific (static} attributes of
a facilty or tam ot equipment, m crder ta prave that the installation of the unit has been corractly
performed and that the instailation specifications of the manufacturer have been met. The |G protaeal
should be numbersd, dated, and aoproved for issue by appropriately authorised personnel. The
document may comprise the follewing:

introduction and objectives

piant inventary numecer

standard operaiitig procadure Aurnber

purpose of ihe facidity ar egquipmert

design and construchian details

details of services requirad and provided

addenda such as chart recorder traces, technical drawings, eic acceptance criteria

The 12 data should be reviewed antd approved hefore operational qualification commences,

9.3 2 An opperational qualification (CQ) protocel is used to document specific (dynamic)] attributes
of a facility or tem of equipment to prove that it operates as expected throughout its operating range.
As with the [Q pratocal, to O protacol should be numbered, dated and formally approved. The tests
should he designed o demonstrate that the unit perfarms properly at the imits of its operating
conditions, as well ad within its normal operating range. If measurements are made on a statistical
basis, then this must be fully described in the protocal. In addition to the operational tests, an OO
protocol may typically include:
- introduction and abjectives

brief identification information

visual inspection parameters

tunctioning of switches and indicator lights

check and calibration of sensors, prabes, gauges, recorders, air flow ratas, direction, pressures,

lernperatures, eic.

tilter intagrity and efficiency tests .

cleaning procedures

details of gualification instrumentation used

acceptance criteria

actions resulting from the OO0 (what 10 do when aut of spec. resuits are cbiained)

requalification timescales and triggering factors

The OQ data should be formally reviewed and approved before process vaiidation can
commence. '

9.3.3 A performance qualification (PQ} protocel may be used in cases where performance data are
gathéred over a [ong pericd of tima.  Under these circumstances, it is difficult 10 “sign off” the
operational gualification {OQ) as complete. Cne solution is o define and approve lhe CQ at a single
point in time, and 1o create a PC protocoi which is then used as a the vehicte for amassing the ongoing
data.

9.4 FROCESS VALIDATION
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When qualification is complete, process validation (PY) can begin. In some cases, PV may be
conducted concurrently with IQ, for example, where an item of equipment is dedicated to one process
producing one product. Process validation is argarised and administered in the same way as
qualification, by the writing and issuing of process validation protocols and the accumulation and
review of data against agreed acceptance critena.

Yalidation should be considered in the foilowing situations:
Validation should be considerad in the foilowing situaticns:

*  totally new processes

* new equipment

*  processes and equipment which have been aliered to suit changing priorities

*  processes where the end product test if poor and an unrelizble indicater of product quality

4.4.1 Validation 'n Develooment (Prospective Validaticn)

9.4.1.1 When any new manufacturing formula or method of preparation is adopted, steps shoud te
taken to demonstrate its suitability for routine processing. The defined process, using tha materials
and equipment specified, shauld be shown to vield a praduct consistently of the required guality.

In this phase the extent o which deviations from the chosen processing parameters can influence
product quality should also be evaluated.

3.4.1.2 In genera| the final batch size should not be more than ien times the batch size of the
representative development batches.

2.4.2 Validation In Production {Concurrent vakdation)

The validation in the precduction unit mainly comprises the determination and evaluation of the procass
parameters of the facilities applied for the scale-up {o final batch size. The contral of all critical
pracess parameters, the results of the in-process controls, final controls and stabilty tests should
prove the suitability of the impartant individual steps ot a procedure.

At ieast three batches (including at least two production balches in the final batch sizey shouid be
validated, to show consistency. Worst case situations should be considered.

9.4.2.1 When certain processes or products have been validated during the develepment stage, it 's
not always necessary to re-validate the whole process or product if similar equipment i used or
similar products have een produced, provided that the final product conforms to the in-process
control and final product specifications.

9.4.2.2 There shauld be a clear distinction between in-process controls and validation. In-process lests
are perfofimed each ime on a hatch-lo-batch pasis using specifications and methods devised during
the deveiocpment phase. The uhiective is to manitor the process continuously.

9.4.2.3 Validatian of the process can, nowever, be partly based on the processing and evaluation of in-
process dala provided it is evident that the reliability of the process can be unequivocally and
ageurately judged in terms of the results from these in-process control tests and final end product
tests.

9.4.2.4 Validation is a once-off procedure that should only be repeated if major changes to eguipment
or processes have taken place. The objective is to establish a valid process. In-process control and
validation co-exist in Good Manufacturing Practice or Quality Assurance systems. In-process data can
be used (after processing of the data) during the validation study, or it may form the basis of 2
retrospective validation exercise. (See below). Thus, the results of in-process controls can be used to
provide same of the evidence required for validation but are no substitute for validation.



BE Na. 24785 GOVERNMENT GAZETTE, 2 MAY 2003

W,
‘3.4.2:5 Processes and procedures should undergo periodic critteal re-validation to ensure that they
remain capable of achieving the intended results.

9.4.2.6 Ag a rirle re-validation is required under the following circumstances:

change of formuiae, procedures or quality of raw materials

change of equinment, instailation of new equipment, major revisions to machinery or apparatus and
breakdowns

major charges to precess parameters

cnanges to facilities and instaliations which influence tha process

on appearance of negative quality trends

sh appearance of naw findings based on currant knowledge, e.g. sterilisation where the frequency
of checking is dependent on sophistication of in-process methodology

NOTE: The extent of re-validation witl depand cn the rature and significance of the changes.
7.4.3 Betrospective Validation

g.-4h.3.7 The anatysis of in-process and end sioduct testing has been widely used retrospeciively in
orocess validation, Usually statistical packaces as well as manual reviews {ingiuding the menitaring of
trend analysis) are used. In some cases retrospective validation is sufficient to establish a process as
valid,

2.4,1.2 Setrospective validation may be allewed, when the formulation procedure and equipment have
not been altered. A critical examination of the in-process contral data and of the analyvtical results
sroud be cerformed. Whers existing data is net zdecuate, additional tests should be periormed.

9.5 VALIDATION OF FACILITIES AND EQUIFMENT

9.5.1 New facilittes angd equipment wiuch are components of a oroduction process ar are used for in-
orocess control must be qualified before being put inte operation. This is to ensure that thay fulfill the
relevant reguirements and that no negative influence an product quality or measured values arises.

9.5.2 Specification qualification, design qualification, instaliation qualification, operational qualification
and perlormance qualification should be considered when new equipment is acquired. Equipment and
apparatus should ba capable of meeting the original design specifications.

9.5.3 All instrumentation attached 1o equipment should be checked far accuracy, reliability and
reproducibility. Such qualiication studies could be carried out on-site or off-site, either by the user of
the supplier.

9.5.4 Quatified and validated equipment should be monitored from time to time. to ensure that the fixed
processing parameters are being maintained. This could be achieved by suitable instrumentation of
different types, measuring temperatures, pressuras, humidity, fill volumes efc. nternational standards
shouid be used as reference peint and ail calibration data should. be accurately documented.

9.5.5 Retrospective validation of cld facilities and validation arising fram changes should be evaluated
in tarms of criticality and the progesses that are uliimately affected in the production of quality product.

9.6 VALIDATION OF ANALYTICAL METHODS

9.6.1 Analytical testing procedures including stability testing metheds must be vafidated 1o
demonstrate their refiability. This should be dane during predugt design.

9.6.2 Revalidation may be necessary in the following circumstances:

= ghanges in the synthesis of a drug substance;

*  changes in the camposition of a finishea product;

*  ghanges in the analytical procedurg

*  changes in the manutactuting process that will effect the method
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The degree of revalidation regquired depends an the nature of the changes. Certain other changes
may require validation as well.

9.6.3 Method validation should not te confused with system suitability tests. System suitability testing
verified the suitability it an analytical system at the time the test is periormed,

3.6.4 Methods, (other than pharmacopeeal methods), should be validated. Typicai validation
characterrstics which sheuld be considered, inclugde accuracy, precision, (repeatability and
miermediate precisian), speciticity. detection limit, guantitation limi, linearity and rarge. Robustness
should be considered at an aporopriate stage in the development of an analytical pracedurs.

2T CLEAMING ALDATION

3.7.1 There spouid te antien Zizncard Soerating Frocecures, denailing cleaning srocesses for
diferant zeaticns in the manuizowring fzcility, with apprepriately dosumented and sompleted cleaning
1005,

5.7.2 There should be written 2 SCP's datading ine cleaning process for aquipment and apparatus.

9.7.3 There shouid be 3 wnitten S0P detailing how cleaning processes will be validated, referring to
acoountabiiities, accapiance oriend and revalidahion reguirements. Acceptancs iimiis shouid 0@
scientificallv jushiiable. The compiexty and design of the aquipmert, fraining ar operaicrs, size of the
systern, and time delay between and of processing and cleaning should ke keot in mind when
designing the cleaning SCR. Microbioiogical aspects of cleaning (bicburden cantral}, shauld further ke
considered. Written protocols te Se followed during validation should detail sampling nrocedurss
idirect sampling, rinse samples, .n-orocess centrei menitcring), analytical metheds (soecificity 2rc
sensitivity) of analytical methods to be used.

8.7.4 Bvidence snould 2e provided ic ensure that equipment is consistently cleaned from product,
detergent and microbial residues to an accantabie level.

3.7.5 Cieaning valinaiion 15 paracularly relevant in the case of fighly active SUBsIEroas.
2.8 COMPUTER 3¥YSTEM VALIDATION

See Chapter 18.

9.9 GENERAL

The following aspects cauld be cansidered during the validation oi specific dosage forms.

9.3.1 Validation of tabletting: in the case of an oral tablet manufactured by granulation ang
comperassion, the critical progess parameiers may inchude (but not be limitea to):

particte size distribution of the active

blending time far the powder

granulating time and speed

amount of granuiating flug-binder concentration

drying time - finai moisiurs content

granule particie size distribution

granule active content and homogeneity

blending time of externat phase

tablet hardness with respect to water content, {riability, disintegration, and digsolution
lubrication level with respec! tablet hardress, disintegration, dissalution and die-ejection force
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tablet weight and thickness control uniformity of content  ~
If the tablet is film coated, the following additional parameters may require validation:

spray rale of coating solution
infet and outlet air temperatures
coating weight of polymer with respect to table appearance, friabifity, disintegration, and dissolution

9.9.2 Validation of sterile products: The general pattern of process validation is the same as for
nen-sterile, and similar critical process parameters need to be defined and controlied. The key
agdditional requirement is the absence of microbial contamination. This necessitates validation of the
sterilisation process for terminally sterilised products, or of the sterilisation, filling and sealing
processes for aseplically prepared products. Attention should also be given to waler systems and air
handiing systems.

in the case of steam sterilised praducts:

hicburden hefore sterilisation

neat distitbuticn

influence of comamer size {minimum of three batches of each size}

influence of chamber leading patterns (minimum of three batches of each loading pattern)

n the casa of aseptically filled groducts;

assurance that the product and packaging materials are sierie

assuranca thai proguct sterility is maintzined during the filling and sealing precess

flter bubkle point tests (at least on three product batches)

determination of pressure drop, stability time, pressure hold time, and pressure decay before and
after a production rum.
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CHAPTER 10

RETURNED GOOQDS

10.1 PRINCIPLE

10.1:1 A claarly defined policy must be followed to ensure that retumed goods are of an acceptable
quality and hava not expired before they are taken back into stock; otherwise they must be destroyed.

10.2 PROCEDURES

10.2.1 Goods which have been rejected, recalied ar returned should be placed in adequateiy
segregated starage to avaid confusion with other materials and products and to prevent redistribution,
urtil & decision has been reached as o their disposition. Any action tzken should be appropriately
recorded.

10.2.2 A Finished Product returned irom the Manufaciurer's own steres or warehouse {becauss. for
axarmnle, of soiled or damaged fabeis of outer packaging) may be relabeiled or bulked for inclusion in
subseguent batchas, provided that there is no risk 1o product guality and the cperation 's spacifically
authorised and documented. i such products are re-labelled, extra care is necessary o avoid mix-up
or mis-labelling.

10.2.3 Finished Products returned fram the market and which have |eft the control of the manufacturer
shouid be destroyed unless withaut doubt their quality is satistactory; they may be considered for
resale, relabelling or bulking with a subsequent batch only after they have been criticaily assessed by
the person respensible for Quality Controf. The nature of the product, any special storage conditions it
requires, its condition and histary and the tims elapsed since it was issued should ail be taken into
account in this assessment. Where any doubt arises over the quality of the product, it should not be
considered suitabie for re-issue or re-use, aithough basic chemical re-pracessing to recaver the active

ingredient may be possible.
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CHAPTER-11:

COMPLAINTS, ADVERSE EVENTS, RECALLS AND WITHDRAWALS

11.1 PRINCIPLES

11.1.1 The full significance of a complaint may only be aporeciated by certain responsibla persons and

then possibly anly with the knowledge of cther related complaints. A procedure must therefaore exist o
channel comelaint repoits appropriately,

11.1.2 A compaint, [or otherwise] reported product defect. or adverse event* may lead to the reed for
a recall. Any action taken o recall a product suspected ar known to be defective or hazardous. shouid
be promet ard in accordance with & pre-determined olan. The orocedures to be foilowed should be
specified In wnting and made known to all who may be concerned.

11.1.3 Definitions

Adverse event” or expensnce:

Any untoward medical occurrerce in a 2atient treated with 4 pharmaceutical orodusaridavice, seporiad
from any scurce. This dees not imely that a calsal relationship 2xists with ihis reatment.

Adversa Drug Heaction:

A response 1o a drug which is noxicus or unintended, and which occurs at dosss normally used in man
ior prophylaxis, diagnosis, or therapy ot disease or for the modification of physiclogical function i.e. an
adverse event for which a causal reiationship is suspected between drug and event.

uUnexpecied Adverse Orug Reaction
An adverse reaction, the nature or severity of which 1s not consistent with applicanie product
informaticn or iakelling i.e. those recorded on the Package Insart (P1]

11.2 COMPLAINTS

11.2.1 A system should be established for dealing with complaints which should include written
procedures indicating the responsible personis) { e.g.pharmacist and/or deputy pharmacist) through
wham the comgplairts are tc be channeled. Tha responsible person must have appropriate knowledge
and experance and the recessary authority 1o decide the action to be taken.

11.2.2 All complaints concerning a product defect shouid be recorded with all the criginal deiails and
thoroughly investigated. The responsible person should decide whether, and what, suhsequent action
is necessary.

11.2.3 Complaint records shouid be regularly reviewed for any indication of spec:'ﬂc recureng prodlems
requiring attention and possibly the recall of marketed products,

11.2.4 Written recards involving a medicine shall be maimained until at least one year after the

expiration date of the medising, or one year after the date that the complaint was received, whichever
is langer.

11.2.5 The written record shall include the following infarmation, where knowr:

-date of receiving complaint

‘the name and strength of the medicing and ot number

-name of carmplainant, nature of complaing

-Hetailed record of the investigation

-details of the action faken to prevent recwrrence of the probiem thaf led to the negaiive effect on the
produst

‘reply to complainant.
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11.2.8 If a product defect is discoverad ar suspected in a batch, consideration shouid be given o
whether other batches should be checked in order to determine whether they are also affected. In
particular, other batches which may contain reworks of tha defective batch should be investigated.

11.2.7 All the decisions and measures taken as a result of 2 complaint should be recorded and
referenced in the corresponding batch records,

11.2.8 Where an investigation is not conducted, the written record shall include the reasan that an
investigation was found not to be necessary and the name of the respansible person making such a
determination.

11.2.8 Trend analysis should be petformed in an event to identify posaible recurrent causes leading to
a negative effect on a product.

11.3 ADVERSE EVENTS

11.3.1 A system shouid ne estabiished for dealing with adverse events -whict zhould inciude wntler
srecadures indicating the respensibie cersonis) (mhasmacist andfor deputy charmacist) thresgn whom
ihe reperts and aciivifies ar 6 Us Shannedec. The resgonsible sersen must rave approgrizio
«newigdge and experience and the necessary authonty o gec:de the actcn io oe aker.

11.3.2 All adverse events concerning croduct guality must be thoroughly invastigated. The respensibie
nerson should decide whether. and what, subsequent action is necessary. This aotion should te
recorded and the record filed with the details of the ariginai adverse eveni recort.

11.3.3 Adverse event records shoud be regularty reviewed ‘or any ndication of a trend mat may
warrant a recall or withdrawal.

11.4 RECALLS
11.4.1 WITHCBAWAL imples the rotal withdrawal of the product fram the markst.
11.4.2 RECALL refers to the removal from the market of a specific batch or batches of the product.

11.4.3 The recalt of 2 particular batch or batches of a product from the market may be occasioned by
the manutacturer or distributor, eilher lollowing reports af adverse reacticns te a nariicular batch of a
preduct, or as the result of on-geing stabidity studies, or by the authoriies (Depanment of
Health/Medicines Centrol Council) as a result of adverse reaction reperts or for other reasons such as
farmulation, labeling cr other errcrs.

11.4.4 The managing director or nominated deputy should initiate and co-ordinate all recalt activities
which should invalve the head of Quality Managemert, In the event of an agdverse event a Crsis
Committee invalving key personnel should be set up and involved.

11.4.5 There should be a written recail procedure which is capable of being initiated promptly and put
inta operation at any time, inside ur outside normal werking hours, 1t should inglude emergancy and
‘out of hours' contacts and telephone numbers,

11.4.6 The recall orocedure should be shown to be practicable and operable within reascnanle time
te.g. by conducting internal 'dummy runs’). It should be revised as negessary (o 1ake account of
changes in procedures or rasponsibie personisy.

11.4,7 The notification of recall should include:

{a} the name of the product, including the INN and Trade Names, its strength and pack size, and main
therapeutic class

{b} the product batch number(s)

{c} the nature of the defect and the reason for the recall or withdrawal decisicn [including the discovery
of counterfeit medicines®}
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{d) the action to be taken -
(e} the urgency of the actian (with reasons, indication of health sk, as appropriate)
() the date of the recall or withdrawal

11.4.8 Account should be takan of any gacds which may be in transit when the recall is initiated.

11.4.9 The distribution records shauld be readily available to the person(s) responsible for recails and
cantain sufficient infermation on whelesalers and customers {e.q. addresses, telepione numbers
inside or outside working hours, batches and amounts delivered) including exported products and
medical samples.

*In the case of counterfeit medicines the MCC should be informed immediately as well as the
aparoariate Industry Action Committee.

11.4.77] Recalled products should be identified and stored separately in 3 secure area while awaiting a
gecisicn an tneir fate.

11411 A Regulatory Autharities of ail countries 10 whicn preducts may nave heen distributed should
oz promptly nicrmed if products arg intended 1o Se recailed Decauss they are, o are sUSERCRA of
oeing defectiva.

11.4.12 The progress of the recali process should be recorded and a final repert issued, inciuding a
reconciiation between the delivered and recovered quantities of ihe preducts,

Enclosure:
Manuiagturers Post-Withdrawal Cecision Thechklist
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CHAPTER 12

CONTRACT MANUFACTURE ANALYSIS AND SERVICING

12.1 PRINCIPLES

12.1.1 The relative responsibilities of the Contract Giver and the Contract Acceptor relating to specific
activities in manufacture, analysis and the provision of sernces should be clearly undersiood and
agreed, with the object of avoiding misunderstandings which could result in a preduct or work of
unsatisfactory quality. The Contract Giver (the Applicant) bears the ultimate responsibility tor ensuring
that the product specification complies with relevant lagal requiremeénts, that the praduct as
manufactured meets its specification, and that the specified quality 's maintained during storage,
fransport and distribution.

12.2 MANUFACTURE AND/OR PACKAGING

12.2.1 A Contract Giver should assure himsedf that the Centract Acceptar has adeguate premises.
aquinment, and staif with sufficient knowledge and experience, to carry cut satisfactorily the work
placad with nim, Int orier 1o do this the Contract Giver should audit the Contracter Acgeptor's
premises, equipment and systerns both before the cantract is given and at regular intervals thersafter
Audit reports should be issued and kept on record. A contract Giver may only use the contract
manufacturer ar packer as approved in the registration dossier. A Contract Giver shall not authorise a
Contract Acceptor 1o commence manuifaciure/packagingiesting of a medicine, untl he has assured
himself, and authorised 1n his own handwiiting, that ali the necessary master documents andicr
specifications, generated by the Cantract Acceptor for use in his own facility, are in accordance with
the particulars contained in the Contract Giver's {applicant or holder of a regisiration certificate; master
docurmentation and registration dossier. The specification/master doecuments shouid be in compliance
with the requirements as stipulated in Chapter 8. The Contract Acceptor shall not commence
manufacture/packaqingAesting of 2 madicine until ha is in possession of specificationimaster
documents that have been autharised by the Contract Giver.

12.2.2 The Contract Acceptor shauld refrain from any activity which may adversely affect products
manufactured for a Contract Giver, A Contract ACceptar must ensure that all legal requiremems of the
refative Acts are met, prior to accepting contract waork (e.g. registerability of medicines).

12.2.3 The technical arrangements made in conneclion with a contract should be in writing. The limits
of the responsibilities actepted by each of the parties should be ctearly laid down in a Technical
Agreement which ¢an be included in the body of the contract or as an Addendum to the contract. The
technical agreement should cover all aspects relating to responsibifities w.r.t setting of specifications,
acquisition of material (e.g. raw or starting material, packaging components, printed packaging
materiall, as wall as the lines af reporting and communicaticn.

This should te in compliance with the organcgram, job descriptions and standard operating
naraceduras,

The technical agreement should address all aspects relating ta change control. The Technical
agreement may refer to standard operating procedures agreed o by both parties, agresmng to the
process to be followed should any changes 1ake place during the manufacturing process. These
changes should be controllad in accordance with the minor/major change policy of the Medicines
Contral Council, a5 communicated to the industry. The applicant or holder of a registration certificate
must be informed of any change that took place, as wed as the Registrar of Medicines. Where
relevant, permission must be obtained from the Medicines Contral Council, prior to implementatian of
the change. .Where necessary, master documentation and registration dossiers should be updated in
accordance with standard cperating procedures and poficy.

Whare changes took place during manufacture/packagingstesting, a detailed deviation report shauld
be written, describing the change, the reasons for the change, who was responsible or managed the
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change, the implication of the ¢hange and the effect the change will have on the product, approval of
the change etc. and be discussed with the appiicant or hoider of 3 registration certificate,

12.2.4 Any change in technical arrangements should be agreed upan by hoth parties and should ke
laid dawn in writing.

12.2.5 The parties to a manufacturing cantract should each appoint competent persons to:

-draw up the Technica! Agreement for manufaciure

-agree upan arrangements for in-precess controd tests, for testing of raw materials, components and,
Finished Products and for reworking it necessary

-define the mechanism by which a batch is released for sale after review of the manufacturing,
packaging and analytical racards.

12.2.6 A Contract Acceptor should not pass 1o a thivd party any of the work entrusied to him by a
Contract Giver without the latter naving evaluated the arrangements and given his consent,

1227 Arrangements made with & third sany should ensure that the sxchange of information is an the
same hasis as betwean the Contract Giver and the original Contrast Agceptor.

12.2.8 I a Contract Giver supplies materials, the Contract Acgeptor should be given a signed
statement fram the Coniract Giver that the Vendor has been audited and is approved, as welf as a
capy of the Certificate of Analysis of the rawsstarting material {at leasi the active raw/starting matenal).
The Contract Giver shauild supply the Contract Acceptor with specifications/master doocumentation for
ail materials handled by the Cantract Acceptar, If this is not possible for reasons of commercial or
rasearch confidentiality, he snould be given sufficient information ko enakbie him ta pracess the matenal
sorrectly, and details of:

-any potential hazard to premises, plant, personnel. or lo other materials or preducts

the legal status of tha materials and resuhtant products.

12.2.9 i a Contract Acceptor supplies matenials, the Contract Giver shauld specify the quality required
in the specification/master dacument.

12.2.10 A Contract Acteptor should check that all products or materials delivered to him are suitable
for the purpose intended.

12.2.11 A Centract Giver shodld ensure that all products or materials delivered to him by the Gonrract
Acceptor comply with the specifications. It products are deliverad directly from a Contract Acceptor to
the market, the Contract Giver should provide for this check to e made befare they are reteasad for
sale. Nate: The Contract Giver is legally responsible for the final release of each batch for sale.

12.2.12 Manufacturing and anaiytical records and reference samples should be kept by, or be readily
available to the Contract Giver. The doguments kept should fagilitate recall from sale of any baich of
the product. The respansibility for arranging and managing a recall or withdrawal of any hatch of a
product must be clearly specified in the Technical Agreement as well as the management of adverse
event reporting.

12.2.13 The ahave quidalines should also be used for sale/distribution contracts where applicable. A
Contract Acceptar, should on receipt of materials, take all materfal into his own system of receivai of
gocds in accordance with the requirements of GMP.

12.2.14 Contract Givers must ensure that all the necegsary documentation accompanigs all material
delivered to Contract Acceptors, as stock should not be regeived withaut the relevant and/or
necessary documentation, .q. invoices, delivery notes, instructions ete. Cantract Acceptors may
return goods delivered, should the necessary documentation not be included.

12.2.15 All containers delivered to Contract Acceptars, should be property ‘abelled in accordance with
GMP requirements.
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12.2.16 The quidelines under 12.2 shouid also be used for sale/distribution contracts where applicable,
as well as the requirements in Chapter 18,

12.3 CONTRACT ANALYSIS
12.3.1 As appropriate, the above provisions may apply also to contract analysis.,

12.3.2 Aithough analysis and testing may be undertaken by a Contract Analyst, the respensibility for
Cluality Control cannot be delegated te him.

12.3.3 The nature and extent of any contract analysis 0 be undertaken should be agreed upon and
tleary defined in writing, and procedures for taking samples shouid be as set out.

W
12.3.4 The Contract Analyst should be supplied with full specifications/master documents of the
materials to be tested as wall as full details of the test methods relevant to the material under
examination. These will need to be confirmed as suitable for use in the context of the contract
laboratory,

12.3.5 Formal written arrangements should be made for the retention of samples and af records of test
resuiis.

12.3.6 Peradic audits should be carried out on the work performed by the contract faboratory. Audit
reports should be zept on record,

12.3.7 The requirements of Chapter 7 apolies.
12.4 SERVICE CONTRACTS

12.4.1 Where service or maimenance work is performed {e.g, on manufacturing or test equipment,
sterilisers, controlled air supply systems} the Contract Giver should assure himself that the Cantract
Acceptor has sufficient equipment, staff, knowledge and experience ta carry qut the work comectly.

12.4.2 There should be a written contract which shouid clearly specify the work to be camied out and
the form and detail of the report or centification required. The repart or certificate should state clearly
what work was done and the result achieved, and declare whether or not the equipment performs in
compliance with specification.

12.4.3 A Standard Qperating Procedure should specify the acceptable limits between services or
maintenance of equipment, systams atg.
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CHAPTER 13:
VETERINARY MEDICINES
13.1 PRINCIFLE

13.1.1 Medicinal products for veterinary use should be manufactured in accordance with the principles
outlined in this Guide.

13.2 GENERAL REQUIREMENTS

13.2.1 Some velerinary medicines such as those used far mass external treatment of animais {e.g.
sheep dips), have no direct equivalent amangst products for human use and the recommendations on
manufacturing premises and equipment given elsewhera in the Guide may not be appropriate.
Sufficient order. tidiness, cleanliness and product security is however always reqlired in order to
minimise the risk of forruiation error, mix-up and contamination. In addition, the general systems and
procadures in this guide still apely ‘o vetsrinary medicines, '

12.2.2 Inthe manufaciure and filting of termirally sterlised parenteral veterinary madicines, particular
attention shouid be given to the need to minimise micreiclogical contamination of the product betore
sterilisation. Pyrogen cantamination {endatoxin level} shoyid be controlied to the same limits as for
human medicines.

$3.3 SPECIAL REGUIREMENT

13.3.1 Manufacture of premixes for medicated feedingstuffs

- a medicated teeding stuff is any mixture of a veterinary product or products and feag ar feeds which
is ready prepared for marketing and intended to Be fed to animals withcut further processing because
of its curative or preventative properties or other properties as a medicinal product.

- a premix for medicated feedingstufis 15 any veterinary medicinal product prepared in advance with a
view to the subsequent manufacture of medicated feedingstuffs.

13.3.1.1 The manufacture of premixes for medidated {eedingstufis requires the use of large quantities
of vegetable matter which is likely to attract ingects and rodents. Premises should be daesigned,
eguipped and operated to minimize this risk and should also be subject to a regular pest control
programme,

13.3.1.2 Because of the large volums of dust generated during the production of bulk material for
premixas, specific attention should be given to the need to avaid cross comtamination and facilitaie
cleaning, for example the installation of sealed transpart systems and dust extraction, whenaver
passible. The instaliation of such systems does nol, however, eliminate the need for regular cleaning
of production areas.

13.2.1.3 Parts of the process likely 1o have significant adverse influence on the stability of the active
ingredients(s) (e.g. use of steam in pellet manulacture) should be carried out in a unifcrm manner from
tatch to batch.

13.2.1.4 Consideration should be given to undertake the manufacture of premixes in dedicated areas
which, if at all possible, do not farm part of a main manutacturing plant. Alternatively, such dedicaled
areas should be surrounded by a buffer zane in arder to minimize the risk of contamination of other
manufacturing areas.

13.3.2 Thke manufacture of ectoparasiticides

24785—3
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13.3.2.1 Ectoparasiticides for external application to animals which are veterinary medicinal products,
and subject to registration, may be produced and filled on campaign basis in pesticide specific areas.
Hawever, other calegories of veterinary medicinal preducts should not be produced in such areas.

13.3.2.2 Adeqguate validaled cleaning procedures should be employed to prevent cross
centamination, and staps should be taken to ensure the secure storage of the veterinary medicinal
product in accordance with the guide.

13.3.3 The manufacture of veterinary medicinal products containing penicilling

12.3.3.1 The use of penicilling in veterinary medicine does not present the same risks cf
hypersensitivity in animais as in humans. Although incidents of hypersensitivity have been recorded in
horses and dogs, there are other materials which are toxic in certain species e.q. the ionophore
antibigtics in horses. Although desirable, the requirements that such producis be manufacturad in
dedicated, self-contained facidities may be dispensed with in the case of facilities dedicated to the
manufactere of vetertinary medicinai products only. However, all necessary measuras should be taken
¢ aveid cross-contamination and any risk to operator safety in accordance with the guids. In such
sroumstances, cenicilin-containing nraducts should be manuizctured en a campaign basis an

should be foilowed by appropriate, validated decontamination and cleaning procedures,

13.3.4 Retention of samples

13.3.4.% !tis recognized that because of the large votume of certain veterinary medicinal products in
their final packaging, in particuiar premixes, it may not be feasible fur manufacturars to retain samples
from each bateh in its final packaging. However, manutacturers should ensure that sufticient
representative sampies of sach baicn are retained ang stored in accordancs with the guide.

+3.3.4.2 In all cases, the container used for storage should be composed of the same matenal as the
market primary container in which the product is marketed.

13.35 Sterle veterinary medicinal products
13.3.5.1 Where this has been accepled by the compeignt autharities, terminally sterilised veterinary

medicinal products may be manufaciured in a clean area of a lawer grade than specified for “Starie
preparatiens”, but at least in a grade D environment,

DA382083—4 24785—4
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CHAPTER 14:

RADIOPHARMACEUTICALS

Radiompharmaceutical products shoutd be manufactured in accordance with the principles outiined in
this guide.

14.1 PRINCIPLES

14.1.1 Radiopharmaceutical preparations are preparations containing one or more radionuclides. They
may be formulated in any of the pharmaceutical formulations covered in this guide and the general and
specific guidance should be foilowed at all times, but considerations must be given (o the special
requiraments of radiation work.

14.1.2 The manufacturing and handling of radiopharmaceuticals is potentially hazardous. The level of
risk depends in particular on the types of radiation emitted and the half-Tives of the radioactive
isotopes. Particular attenticn must de paid to the prevention of cross-contamination, e the retention, of
radionuclide contaminants and to waste disposal. Speciai consideration may be necessary with
reference to small batch sizes made frequently far many radiopharmaceuticals. Due {o their shon half-
life, some radiopharmaceuticals are released before completion of certain Quality Control tests, In this
case, the continuous assessment of the effectiveness of the Quality Assurance system becomes very
important.

14.2 REGISTRATION REQUIREMENTS

14.2.1 Care should be taken to comply with national and loca! reguiations concerning praduction,
supply, storage, use and disposal of radioactive praducts.

14.2.2 Premises in which radicactive work is conducted must be licensed by the Department of Health.

14.2.3 Radiopharmaceuticals, produced by a nuclear reactor or cyclotron, may only be used by
physicians who are qualified by specific training in the safe use and handling of radigisctopas, and
whose experience and raining have been approved by an appropriate governmental agency
authorised to licence the use of radionuclides.

14.2.4 Al people engaged io radicactive work are required by law to be registered as radiatian
workers. Maximum permitted radiation doses for radiation workers are prescribed by the Intematicnal
Atomic Energy Agency and are manitored by film badges and pocket dosimeters or TLD. At all tmes
the ALARA principle (i.e. as low as reascnably attainable dose) applies to any gersan warking with
radioactivity.

14.3 PERSONNEL

14.3.1 Al parsonnel (including those concerned with cleaning and maintenanca) emplayed in areas
where radicactive products are manufactured should receive additional training specific to this class of
products. In particular, they should be given detailed information and appropriate training on radiation
protection,

14.4 PREMISES AND EQUIPMENT
14.4.1 Radicactive products should be stored, processed, packaged and controlled in dedicated and

seff-contained facilities. The eguipment used for manufacturing operations should be reserved
exclusively tar radiopharmaceuticals.
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14.4.2 In ordar to contain the radicactive particles, it may be necessary for the air pressure to he
lower where products are exposed than in the surrounding areas. However, it is stili necessary 1o
protect the product from environmantal contaminaticn,

14.4.3 For swerile products, the working zone where products or cantainers may be exposed should
comply with the environmental requirements described for Sterile Products. This may be achieved by
the provision within the work station of a laminar fow of HEPA-filiered air and by fitting air-iocks ta
entry ports. Total containment work stations may orovide these requirements. They should ke in an
environment conforming ta at 'east a grade O

14.4.4 Air extracted frem areas where radicactive products are handled should not be recirculated:
air autlats should be designed o aveid possible shvircnmental cantaminatian by radicactive particies
and gasas.

14.4.5 There shouid be a system to Jrevent air ertermg the clean area through extraction ducts 2 9.
when the axaraction 1ar is cosrating.,

148 FROCUCTION AND HANDLING CF RADICACTIVE PREFARATICMNS

14.5.1 Each isotcpe shouid be worked in 2 secarate specially shielded, contained work siahon io
prevent crass-cantamination of the radicnucide. Production of different radicactive producers inthe
same workstations and at the same shouid e avoided in order 1o minimize the risk of cross-
cortamination of mix-up, Tha operator must be shielted from the radiation which must be contained =n
the waork station.

14.5.2 Radivactive materials sncula e nanaled in 2 contaned work staton cparated at an 2ir-
pressura helow that of the raom 0 which it is sited. Air 2dmitted to the werk station should stilf have
passed through terminal filters of aporopriate porosity so that the required class conditions are
maintained at the point of greatest risk. where oreducts are exposed.

14.5.3 All operations shouid he carried out in such a manner as to minimize the risk of microbial or
particutate cantaminaticn.

14.5.4 Al sterile products are terminaily sieniised before despateh either oy autaciave or filtration,
NOTE: The radiation in the radicpharmacautcal s not sufficient to effect sterilisation.

14.5.5 Process validation, in-process contrals and monitonng oF DIOCcess parameters and envirgnment
assume Garticular importance in cases whera it necessary 1o take the decision 1o release or reject a
batch or a praduct betore all the tests zre compieted.

14.6 QUALITY CCNTROL

14 8.1 When products have to ke gispatcned before all the tests are completed, this dees not chwiate
the need for a formal recarded decisica ta be taken by the Qualified Person on the canformity of the
bateh. In this case there should Ee 5 written procedure detallfng ail production and Quality Controi
data which would be considered heigre the batch is dispatched. A procedurs shauld also describe the
measuras ta be taken by the Cualifed Person if unsatisfaciory test results are obtained after dispatch.

14.6.2 Unless otherwise specified in the marketing authorization, reference samples of each bateh
shouid be refained,
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14.7 PACKAGING OF RADIOPHARMACEUTICALS™ -

14.7 1 Due to the short hal-life of certain radiopharmaceuticals it may be necessary to despatch the
products tetore ail the tests are completed. This does not reduce the need for a formal recorded
decisian to be taken by an authorized person as to whether or not the product shovid be released
based on the production and guality control data available at the time, Specifications should define at
which stage of testing a decisian an release may be taken.

14.7.2 All containers must be checked by a Health Physfcist for radicactive cantamination before
packaging and the radiation levets emanating from the package monitored by a Health Physicist.

14.7.3 VAEA transpon regulations prescribe the maximum acceptabile levels of radiation measured at
the surface of the package and cne metre from the package permitted on road and air transport. The
conditions under which the packages may be transported are also prescribad,

14.8 NCN-RABIOACTIVE KITS

14.8.1 Non-radioactive chemicals are supplied as kits to be reconstituted with the radioactive siuate
from & radionuciide generator such as a Molybdenum-88 / Technetium-98m generator at the hospital.
These kits must conform 1o the requirements of pharmaceuticals as listed in the chaptet on guidelines
for small volume parenterals.

14 8.2 The preparation of these radiopharmaceuticais at the hospital must be carried out using aseptic
technigue. It may be acceptabie to carry gut this work under environmental conditions of a lower grade
than those prescribed tor aseptic work when the {olfowing situation pertains:

-the preparation is done entirely by transfarence of materiais hetween closed containers, for example
by use of syringe and hypodermic needle penetrating a rubber closure (so-called ‘closed procedures')
-manipulations ara performed within a contained work station which, whilst giving the required degree
of aperator protection, also maintzins the critical working 2one at the standard of Class 1

-+the product is administsred within 2 few hours of preparation.

14.9 DISTAIBUTION AND RECALLS
14.3.1 Detailed distribution records should be mainmained and there should be procedures which

describe the measures to be taken for stopping the use of defective radiopharmaceutizals. Recall
procedures should be shown to be operable within a very short time,
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CHAPTER 15:

BIOLOGICAL MEDICINES

15.1 PRINCIPLES

15.1.1 Biclogical medicines comprise those derived or extracted from living organisms or tissues and
those which contain living of inactivated organisms in the end preduct.

15.1.2 There are 4 sub-categories, namely:
ANTIGENS: These include vaccines, taxoids, allargens, venoms, etc,

ANTIBODIES: These include antitaxins, antizara, immunoglabuling, ete.

BLOOD FRACTIONS: These include all preparations and compenents of human tlood, made from
doner pocls exceeding 12 donors.

OTHER: This includes in-vivo diagnostics, venam, ate,

15.1.3 The methods employed in the manufacture of biotogical medicinal products are a critical factar
in shaping the appropriate regulatory control. Biological medicinal products can be dsfined therefore
largely by reference to their methed of manuiacture. Biclogical medicinal products prepared by the
following methods of manufacture will fall under this chapter.

@) Microbial cultures, excluding these resulting frem r-DNA technigues.

(bl Microbial and el cultures, including those resulting from recombinant DNA or hybridema
techniques.

{c) Extraction from biological fissues.
{d) Propagation of live agents in embryos ar animals.
(Mct alt aspects of this chapter may necessarily apply 10 preducers in category {a).

15.1.4 The manufacture of biclogical medicinal products invoives certain specific considerations
arising from the nature of the products and processes. The way in which biclogical medicinal products
are produced, controfled and administered make some particuiar precautions necessary.

Urilike conventional medicinal praducts, which are reproduced using chemical and physical techniques
capable of a high degree of consistency, the production of biological medicinal products involves
biological processes and materials, such as cultivation of cells or extraction of material from living
organisms. These biclogical grocesses may display inherant variability, $o that the range and nalura
of by-products are variable. Moreover, the materials used in these cultivation processes provide good
substrates for growth of microbial contaminants.

Controi of binlogical medicingl produsts usually involves bioicgical analytical techniques which have a
greater variabiity than physico-chemical deferminations. [n-process controis therefore take on a
greater irnportance m the manufacture of biological medicinal products.

15.1.5 The principles of good manufacturing practice still apply, but it is important to be aware of the
difficulties posed by the different nature of biclogical materials. The use of material from fiving
organisms requires increased emphasis on seme aspects of manufacturing different from those of
other pharmaceuticals.
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15.2 PERSONNEL = -

15.2.1 Al personnel {including those concerned with cleaning, maintenance or guality contral)
empioyed in areas where biological medicinal products are manufactured should receive additional
training specific to the preducts manufactured and to their work. Parsonnel should be given relevant
information and training in hygiene and microbiclagy.

15.2.2 Persons responsible far preduction and guality control should have an adequate background in
relevant scientific disciplines, such as bactericlogy, biclogy, biometry, chemistry, medicing, pharmacy,
pharmacolagy, wirclogy, immunglegy and veterinary medicing, together with sufficient practical
experience 1o enabie them f¢ exergise their management function for the processes concerned.

15.2.3 The mmunolcgical status of persannel may have to be taken into consideration for product
satety. All persornei engaged in production, maintenance, testing and animat care (and inspectors)
should be vaccinated whera necessary with appropriate specific vaceines and have requiar heatth
checks. Apart from the cbvious problem of exposure of staff to infectious agents, potent toxins or
allergens, it is necassary 'o avoid the risk of contamination of a preduction bateh with infectious
agents. Misitors snould gereraily Se excluded frem oroduction arsas.

18.2.4 Any changes in the immunclogical s1atus of personnel which could adversely affect the quality
of the product should preclude work in the production area. Production of BCG vaceing and tuberculin
products shoutd be restricted to staff who are carefully maonitcred by regular checks of immunolegical
status and chest -ray.

15.2.5 Inthe courze of a working day, personnet should not pass from areas where exposure to live
arganisms or animais i3 sossible to areas where other praducts are handled. If such passage is
unavoidable, clearly defined decontamination measures, including changes of clothing and shoes and,
where necessary, showering should be followead by staff invelved in any such production.

15.3 PREMISES AND EQUIPMENT

15.3.1 The degree of environmental contrel of particuiate and microbiat contamination af the
praduction premises should be adapted to the product and the production step bearing in mind the
level of contamination of the starting materials and the risk to the finished product.

15.3.2 The risk of cross-contamination between biglogical medicinal products, especially during those
stages of the manufactwing process in which live organisms are used, may require additional
precadtions with respect to facilities and equipment, such as the use of dedicated equipment,
production on & campaign basis and the use of closed systems, The nature of the product as well as
the equipment used will determine the level of segregation needed o avoid crpss-contamination.

15.3.3 In princinle, dedicated facilities should be used for the production of BCG vaccine and for the
handling of live crganisms used in production of tuberculin products.

15.3.4 Dedicated facilities should be used for the handfing of Bacillus anthracis, Clostridium botulinum
and Clostridium tetani until the inactivation pracess is accompilished.

15.3.5 Production on a campaign basis may be acceptable for other spore forming organisms
provided that the fadilities are dedicated ta this group of praducts and not maore than one product is
processed at any one time.

15.3.8 Simulfanecys preduction in the same area using closed systems of biofermenters may be
acceptable for products such as monoclonal antibodies and products prepared by DNA technigues.

15.3.7 Processing steps after harvesting may be carried aut simultaneously in the same production
area provided that adequate precautions are taken to prevens cross-contamination. For killed
vaccines and oxoids, such parallel processing should only he performed after inactivation of the
culture or after detoxification.
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15.3.8 Positive pressure areas shauld be used to process sterile products but negative pressure in
specific areas at point of exposure of pathogens is acceptable for containment reasons. Where
negative pressure areas aor cabinets are used for aseptic processing of pathogens, they shauld be
surrounded by a positive pressure sterile zone.

15.3.9 All filtration units should be specific to the processing area concerned and recireulation of air
should not oocur fram areas handling live pathogenic organisms.

15.3.10 The layeut and design of production areas and equipment should permit effective cleaning
and decontamination {e.9. by fumigation). The adequacy of cleaning and decentamination procedures
shaould be validated.

16.3.11 Eguipment used during handiing of five organisms should be designed to maintain cuitures in
2 pure state and uncontaminated by external sgurces during processing.

15.3.12 Pipawork systems, valves and vent filters should be properly designed ta facilitate cleaning
and sterilization. The use of 'slear of place” and ‘sierilize in place’ sysiems should be encolraged.
Yalves an fermentation vessels shaould be completely steam sterilizable. Air vent iters should ta
hydrophekic and validated for their schedulad life span.

15.3.13 Efluents which may contain pathogenic microorganisins should be effectively
decontaminated.

15.3.14 Due to the variability of biofogical products or processes, some additives ar ingredients have
to be measured or weighed during the production processes (e.g. buffers), In these cases, small
stocks of these substances may be kept in the preduction area.

15.4. ANIMAL QUARTERS AND CARE

15.4.1 Animals are used for the manufaciure of a number of bigiogical praducts, for example polio
vaccine (mankeys), snake antivenoms (horses and goats}, rables vaccine (rabbits, mice and
hamsters) and serum gonadatrophin (horses). In addition, animals may aiso be used in the quality

control of most sera and vaccines e.g. pertussis vaccine {mice), pyrogenicity (rabbits), BCG vaccine
{guinea-pigs).

15.4.2 Quarters far anirmals used in production and cantrel of biclogical products should be separated
from production and contral areas. The health status of animals frarm which some starting materials

are derived and of thase used for quality cantrol and safety testing should be monitored and recorded.
Stafi employed in such areas must be provided with special clothing and changing facilities.

15.5 DOCUMENTATION

15.5.1 Specifications for hiclogical starting materiais may need additioral documeritation on the
gources, arngin, method of manufacture and controls applied, particularly microbiologicai contrals.

15.5.2 Specifications are routinely required for imermediate and buik biological medicinal products.

156 PRODUCTION

1551 THE POSSIBILITY OF CONTAMINATION

15.5.1.1 Due to the inherent characteristics of biological material special care should be taken during
collection and processing to avoid micrabial growth and contamination, which could lead to sub-
standard or hazardous products or substantial losses.

15.6.2 THE POSSIBILITY OF INFECTICN
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15.6.2.1 A particular hazard associated with biologigal materials is that an element of a poof of starting
material may contain an infectious agent. This is a hazard to staff who will have 1o process the
material and appropriate precautions must be t2ken, Progessing steps must be designed to inactivate
and aliminate bath the known and the potential infectious agents which may be present in ihe material,
No compietely reliable test axists for the presence of any pathogenic bacteria or virus so that good
manufacturing practices are essential to reduce the chances of this hazard.

15.6.3 WHERE THE PRODUCT ITSELF 15 AN INFECTIQOUS AGENT

15.6.3.1 Many highly effective vaccines consist of living organisms which have been seiected for
minimal pathogenicity and maximal immunogenicity (attenuated). Faciliies and staif for propagating,
precessing and filling each product must be physically separated from those used for other products.

15.6.3.2 Similarly, as these products do not undergo a terminal sterilization procedure and do not
usuaily contain preservative materials, it is extremely important that premises and staff are isolated
fram facilities handling or testing infectious viruient materiais (e.g. challenge straing or diagnostic
facilitigs}. The checks on the health of staff in these production areas must also be mare stringant
than those for ather production staff.

15.8.3.3 For products containing living organisms, tests for the absence of contaminants are more
complex and must include tests to demonstrate the maintenance of attenuation.

15.6.3.4 Where an inactivated infectious agent /s included in a product, it is impossible to rediably
detect extremely low levels of infectivity, thus ft is necessary to estimate the infectivity of the
preparation at varicus times during inactivation, and to use this data ‘o calculate a time when the
thearetical infectivity of the preparation reaches an acceptable level,

15.6.4 STARTING MATERIALS

15.6.4.1 The source, arigin and suitability of starting matarials shoyld be clearly defined. Where the
necegsary tests take a long time, it may be permissible 10 process starting materials belore the results
of the tests are available. In such cases, release of a finished product is conditional on satisfactory
resufts of these tests.

15.6.4.2 Where sterilization of starting materials is required, it should be carried out whers passible by
heat. Whera necessary, other appropriate methods may also be sued for inactivation of biological
materizals (g.q. irradiation).

15.6.4.3 Where a hiplogical medicine is derived or extracted from living organisms or tissues, thera is
always the probability of batch to batch variation of the starting materiai. Genefic variation in a pool of
materiai from a numbar of individuals or organisms, can occur. This may be prevented through strict
gontrols over each seed lot. |t may be necessary fo ensure purity of the seed Iot prior to each
praduction seauence through finger-orinting meathods such as DNA saguencing.

15.6.4.4 The yieid and / or quality may alsa be affected by e.g. minor differences in growth conditions
of a cuftivated starting material.

15.6.4.5 Due to deterioration of material guring collection, siorage or processing, aberrant forms of
the preducts can result and the yigld can vary from bateh to batch,

15.6.5 SEED LOT AND CELL BANK SYSTEM

15.8.5.1 In order to prevent the unwanted drift of properties which might ensue frem repeated
subcultures ar multiple generations, the production of biclogical medicinal products obtained by
microbiclogical culture, cell cuiture or propagation in embryos and animals should be based on a
system of master and working seed lats and/or cell banks.
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15.6.5.2 T_he number of generations (doublings, passages} between the seed lot and the cell bank
and the finished product shouid be consistent with the registration dossier. Scaling up of the process
shauld nat change this fundamentai refatienship.

15.6.5.3 Seed lots and cell banks should be adequately characterized and tested for contaminants.

Their suitability for use should be further demonstrated by the consistency of the charagteristics and
the quaiity of tha successive batches of the product. Seed lots and cell banks shauld be established,
stored and used in such a way as to minimize the risks of contamination or alteration.

158.3.4 Establishment of the seed ot and cell bank should be performed in a suitably cantrofled
environment to protect the seed ‘ot and the cell bank and, i applicable, the personnel handling .
Buring the establishmert of the seed lot and celi bank, no other living or infectious material (e.g. virus,
cell lines or 2ell strains; should be handled simuitaneausly in the same area or by the same persans.

15.4.5.5 Evidencs of the stanllity and recovery of the seeds and the banks should be docurmentead.
Slorage containers should be hermetically sealed, zlearly labelled and kept at an apprepriate
temnperatura. An inventery snauld be meticuloustly kept. Storage temperature should he recorded
sontinuousty for freezers and properfy monitored for gud nitrogen, Any deviation from set limits and
anv carreciive action taken showd be recorded.

15.6.5.6 Only authorized personnel should be allowed to handte the material znd this handling should
ke done under the supervision of 3 resporsible person. Access to stored material should be
contrclled. Different seed lots or cell banks shoud be stored in such 2 way o avaid canfusion or
cross-contamination. 1t is desirable to split the seed lots and cedl banks and 1o stare the paris at
differerce \ccations so as o minimize the risks of total loss.

15.8.5.7 All comainers of masier or working cell banks and seed lots shauld be treated identically
during storage. Once remaved irom storage, the containers should not be returnad to stock.

16.8.6 CPERATING PRINCIPLES
15.8.6.1 The growth promoting properties of culture media shauld be demanstrated,

15.6.6.2 Addition of materials or cultures o fermenters and other vessels and the taking of samples
should be camed out under carefuidy controied corditions o ensure that absence of contamination is
maintained. Care should be taken 1o ensure that vesseis are correctly connected when additicn or
sampling takes place.

15.6.6.3 Centrifugaticn and blending of oroducts can lead to aerosal [ormaticn and cantainment oi
such activities to orevent transfer of live microorganisms 15 Necessary.

156.6.4 ' possible, media should be sterlized in situ. In-lina sterilizing filters for routing addition of
gases, media, acids or alkalis, defoaming agents eic. o fermenters should be used where possible.

15.6.68.56 Careful consideration shouid be given to the validation of the necessary virus remaoval or
inactivation ungerizken.

16.6.6.5 In cases where the virus inactivation or remgcval process 1s performad during the
manufacture, measures should be taken to avaid the risk of recantamination of treated products by
non-treated groducts.

15.6.6.7 A wide variety of equipment is used for chromatagraphy, and in general such equipment
should be dedicated 1o the purification of one product and should be sterilized or sanitized between
batches. The use of the same equipment at difference stages of processing should be discouraged.
Acceptance criteria, life span and sanitization or sterilization method of columns shauld be defined.

16,7 QUALITY CONTROL
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15.7.1 in-process controls pfay an especially important role in gnsuring the consistency of the guality
of biclogica! medicinail products. Those controls which are crucial for quaiity (e.q. virus removal) but
which cannot be carried out an the finished product, should be performed at an appropriate stage of
production.

15.7.2 It may be necessary to retain samples of the inlermediate products in sufficient quantities and
under appropriate storage canditions to allow the repetition or confirmation of hatch contral.

15.7.3 Continuous monitoring of certain production processes is necessary, for exampla fermentation,
Such data should form part of the batch recard.,

15.7.4 Where continuous culture is used, spacial consideration shauld be given to the quality control
requirements arising from this {ype of production method.

15.7.5 BPECIAL REQUIREMENTS FOR FINAL TESTING

15.7.5.1 Biclogical medicines require bivlogical tests {0 ensure eflicacy and safety. In-vitro tests are
not sufticient and in-viva animal testing is required. Animal testing shouid be conducted in aceordance
with reguiations.

15,7.6 WASTE DISPOSAL

15.7.6.1 Infectious material and toxins must be adequately inactivated before disposal. The
inactivation systemn used must be validated,
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CHAPTER 16

MANUFACTURE OF HERBAL MEDICINAL PRODUCTS
INCLLIDING HOMEOQPATHIC PRODUCTS

16.1 PRINCIPLE

Eet_:au_se of thejr often complex and variable nature, and the number and small quantity of defined
active ingrecients, cc_-nirt:l ot starting materials, storage and proeessing assume patticlar importance
il ihe manufacture of Kersal mediginai oroducts,

16.2 PREMISES
1E.21 STCRAGE AREAS

1§.2.1 Crude «l3. unorcoassed) cians should e siored in separate areas. The starage areas should
Se weidl ventilaied and e sguicped (0 SUch a way a5 io give profecticn against the antry of ingects or
other animais, saceciaily rodents. Sifective measuras should be taken o prevent the spread of any
such animals and micreerganisms brought in with the crude plant and to prevent cross-contamination,
Containers shauld te iccated in such a way as to allow free air circulation,

16.2.1.2 Special attentior ahould te said to the cleantiness and good mainienance of the storage
areas particularly when dust is generated.

16.2.1.3 Storage of sants, sxtracts, linctures and other preparations may requirg special conditions af
numidity, temperaiure cr Qi oroiection:; these conditions shouid be provided ang monitorad.

16.2.2 PRCOUCTICN AREAS

16.2.2.1 Specific provisions should be taken during sampling, weighing, mixing and processing
aperations of crude plants whenaver dust s generated, to facilftate cleaning and to avoid crass-
contamination. as for example, dust extraction, dedicated premises, etc.

6.2 CCCUMENTATICN
18.3.1 SPECIFICATIONS FOR STARTING MATERIALS

16.3.1.1 Apart from the cata described in General Guide, specitications for medicinal crude nlants
should include, as far a3 possible:

- the botanical name (with,  appropriate, the name of the originator cf the classification, =.q.
Linnasus;

. the details of the sourca of the plant (country of region, and where applicable, cultivation, tme of
harvesting, sodlection procadures. passibie pesticides used. ate.),

- whether the whoie plant or only a part is used;

- wnen 3 dried plant is purchased, the diving system should be specified;

- the description of the plant and its macro and microscopical examination;

- the suitable ‘dentification tests inciuding, where appropriaie, identification tests Tor known active
ingrediants, or markers. A reference authentic specimen should be available for identification
PUIPASES.

- the assay, where appropriate of constituents of know therapeutic activity or of markers;

- the methods suitable to determine possible pesiicide contamination and limits accepted;

- the tests to determine funga! andtar microbiat contamination, including aflatoxins and pest-
iniesiations, and limits accepted;

- the tests for taxic metals and for likely contaminants and adulterants;

- the tests for foreiqn materials.
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16.3.1.2 Any treatment used ta reduce fungal/micttibial contgmination or other infestation should be
documented, Specifications tor such procedures should be available and should include details of
process, tests and limits for residues,

16.3.2 PROCESSING INSTRUCTIONS

15.3.2.1 The processing ingtructions should describe the different operations carried out upon the
crude plant such as drying, crushing and sifting, and include drying time and temparatures, and
methods used to control fragment or particle size. It should also describe security sieving or other
methods of remeving foreign matarials.

16.3.2.2 For the production of 3 vegetabie drug prepgaration, instructions should include detaiis of
base or solvent, time and temperatures of exdraction, details of any concentration stages and methods
used.

16.3.3 SAMPLING

16.3.3.1 Due io the fact that crude drugs are an aggrecate of ndividual piants and conain an element
of neterogeneity, their sampiing has 1© be camied out with special care by personnel with particuiar
expertise. Each batch should be idemtffied by its own documenrtation.

16.3.4 QUALITY CONTRCL

16.3.4.1 Quality Contral personnel should have particuiar expertisa in herbal medicinal products in
order to be able to carry out identification tests and recognize aduiteration, the presence of fungat
growth, infestations, nen-uniformity within a delivery of crude plants, ste.

16.3.4.2 The identity and quality of vegetabie drug preparations and of finished product should be
tested as described in the note for guidangs “Quality of herbal remedies”.
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CHAFTER 17:

MEDICAL GASES

17.1 PRINCIPLE

17.1.1 Gases, sither in compressed or liquefied form, intended for medical use should be
manufactured, filled, stared, distributed and decumented in accordanca with the general principfes
outlined in this Guide, appropriately interpreted ta suit the special context of gaseous products.

17.2 GENERAL REQUIREMENTS

17.2.1 Although order, tidiness, cleaniness ang secunty sufficient 1o aveid the risk of arror, mix-up of
contamination are required, certain recommendaticns given elsewhers in ihe Guice (for exampie on
premises and squipment} may nor awwavs e applicakle o a product whicn s never in direct contact
with the factory snvircnmert. Mevenhesss, sarticuiary '0 encourage desirzsbie atitudeas owards
medicinag! sroducts, areas where megical jases are e snculd be maiktanNed at an acproopriate
standard of cleanliness and order.

17.2.2 The gas production plant snegid De cantinually monitored for the quality and impurity levels of
the gas preduced, and similar les!s should oe carried cut on bulk storage vesseds at speciied ragular
intervals,

17.2.3 The gas production, treatment ard filing plart should be designed, insiaied and maintanad 36
as to aveid contaminaticn of the gas. Fiters are necssgary after driers (o orevent contamination with
particies of desiccant.

17.2.4 The areas used for filing of medicat gases shauld be segregated fram areas uged for filling
gases for othar (e.q. industrial) purposes. The "medical” nature of such areas should te amphasized.

17.2.5 Staff employed in the production, filling and testing of medical gases should be mage aware of
the special importance of their work and the patential hazards o patients.

17.3 FIPELINES

17.3.1 Gas pipelines shoud be carcur coded to 88 1710 {Identification of Pipelines) and HTM 22
{Piped Medicai Gasas, etc.). All gas cutlets snould be conspicuously marked to indicate the name of
the gas suppiied to the cutiet, Cleaning ang purng of pipelines should fotdow writtenr procedures, and
checks for the absence of cleaning agents or other contaminants should be carried out before the line
i5 reieased for use.

174 FILLING AREAS
17.4.1 Filling areas should be of sufficient size, and have an crderly lay-oui wnich will permit

-allocation of separate marked areas for different gases and different cylinder sizes

-claarly identifiable segregation of empty cylinders fram full sylinders

clear distinguishing of the stage reached by given cylinders {e.g. "awaiting filling™, "filled”, "awaiting
test andfor inspection”, "refeased™.

17.4.2 The method used to achieve these various levels of segregation will depend on the nature,
extert or complexity of the over-all creration, hut marked-out floor areas, partitions, barriers, labels
and signs should be used, as aporopriate.
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17.5 PREPARATION OF RETURNED CYLINDERS™ -
17.5.1 New cylinders and cylinders returned for re-filling should be checked as clean and suitable
before re-use. Cylinders returned from customers should be preparad lor re-filing as foflows:
cylinders due for statutory hydraulic testing, or which require repainting, or which are damaged in any
way must receive the appropriate treatment before filling. If a cyfinder is to be re-painted in a different
colour, for use with a different gas, the old paint must be completely remeved before re-pairting

-old date / batch labels, and any markings applied by the customer, must be removed

any water or debris in the valve outlets must be removed by an airjet or other suitable means before
the eylinder valve is ocpened.

1 7.6 FILLING

17.6.1 Before a cyfinder is filled, steps should be taken to avoid the risk of contamination of the new
gas with any possibly contaminated gas remaining in the cyfinder, by employing appropriate blow-
down, purging and svacuation procedures. Ghecks should be made o ensure comptiance with points
under 17.5.1 above, and in paricular o ensure that the cylnder is salour-coded (ref, BS 1319 1976,
labeiled, stenciled or otherwise marked in accardance with the nature of the gas to be filled.

17.7 LOT IDENTIFICATION

17.7.1 In additian to identification labeiling or marking, all filled cylinders should have attached a lot
identifying fabed. If, because of the continuous nature of gas praduction, it is not possible to refate this
directly t0 a bulk batch of gas, it should at least be indicative of date, time and place of filling, and
permit access to a relevant iest record.

17.8B RELEASE

17.8.1 Fallowing filling, all cylinders should be leak-tested by an appropriate method, and held in
quarantine until released by Quaiity Control, after checks have been made to ensure;

‘that all necessary tests have been carried out. and that the recorded results are within specification
‘that the cylinders have not exceeded the hydraulic test date, are in good condition and correctly
painted and are properly identity- and batch-labelled and stencilad

-that the ¢yiinder valve is in goad candition and the protective cap or slesve aver the outlet has been
properiy applied,

17.8.2 it is not pormally necessary or appropriate 1o retain finished product sampies.
17.8 STOHAGE

17.91 Gas cylinders should be stored under cover, and not subjected to extremnes of temperatura,
Areas where they are stored should be clean, dry, well ventilated and free from combustible materials,

17.9.2 Storage arrangements should permit segregation of different gases and of full / empty cylinders
and permit rotation of stock. '

17.8.3 Cylinders should be stored sa that they remain clean, dry and with their markings unobscured.

17.2.4 Storage arrangements for gas-mixtures should be such so as o avoid separation of the mixture
into its component gases.
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CHAPTER 1&:

GOOD PHARMACEUTICAL WHOLESALING PRACTICE

18.1 PRINCIPLES

18.1.1 Good wholesaling practices should be seen as an extengion of the manufacturer's endeavars tg
assure the maintenance of product quality by having adequate starage cenditions, record keeping and
campliance with legal requiremants. The recommendations of relevant sections of this Guide in
redation to buildings, pest contral, stock records and stock rotation should be iollowed.

1B 2 GENEMAL REQUIREMENTS

18.2.1 Key perscnnel invchved in the warehaousing of medicinal products should have the ability and
experience apprapriate to the respaonsibility of ensuring that the products or materials are property
handled.

18.2.2 The area should He proiected against unauthorized antry.

During operating hours, the business must at all times be cenducted under the continuous personal
supervision of 2 pharmagcist.

Proper fraining relating to quality, handiing, guantity relations, storage requirements, distribution and
safety must be provided for all personnel.

Sufficient security must be provided to prevent pilferage andior unauthonided entry.

18.3 STORAGE

18.3.1 The warshouse, storage areas and surroundings shauid be maintaired in a clean and lidy
condition, free from accumulated waste, Spilled substance should be promptly cleaned up and
randered safe.

All waste material should be removed on a regular basis.

Programmes for regular cleaning must be drawn up and followed.

18.3.2 Stocks should he receivedt in a separate reception area, and examined for carrectness against
crder and for absence of damaged containers.

18.3.3 Medicinal products shouid be stored apart from other goods which could cause harmiul cross-
contaminatian.

Sufficient lighting shauwld be provided to enable all operations 1o be carmied cut accurately and safely.
Al products shauld be stored off the floor.

18.3.4 A\l preducts should be protected from excessive local heating, and from undug exposure to
direct sunlight, and (uniess they are known 1o be unaftected) from freezing, Minimuym and maximum

temparatures should be monitored.

18.3.5 Special storage facilities should be provided as necessary to protect products from deterioration
and to cempiy with the manuiacturer's directions and with legal requirements,

18.3.6 Refrigerated storage areas shauld be equipped with temperature recorders or other
temperaturs monitoring devices. Control should be adequate 1o maintain all parts of the storage area
within the specified temperature range.
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Temperature should be momtared and recarded pesiedically. ﬁecards of temperature shaoyld be
reviewed regqularhy.

Written pracedures must be available detailling the action 1o be taken in the evenl of a temperature
walation ccourring.

Ail thermaliable products must be distributed under temperature-controlled conditions to maintain the
cald cham.,

18.3.7 There should be a systerm o ensura stock rotation, with regular and frequent checks that the
system is ooerating correctly. Products beyond their expiry date or shelf-life should be removed from
usabie stock and nesther sold nor supplied.

18.3.8 Stock which is damaged or withheld #rom supply, and which is not immediately destroyed,
shouid be kept aparn from saieable stock, so that it cannot be sold in error, and so that leakage fram
any broken package cannct contaminate other goods,

18.3.9 Stocks of steriie products witk broken seals, damaged packanoing, or suspected of passile
contaminaiion must not oe sold or supphed.

18.4 TRANSPCRT

The sale of medicine shall only 1ake placa 10 persons legally entitled thereio. Deliveries should be
mace only to ather authorised wnolesalers of to persons authorised 1o supply medicinal products.

18.4.1 Products shouid be transported in such a way that:

‘the identification of the preduct is not lost

‘the product does not contaminate, and is not contaminated by, other products ar materials
-adequate precautions are taken against spillage or breakage

‘lhe cold chain, if required, is preserved

‘the specific storage conditions of the product are not grossly exceeded or exceeded for an
unacceptable length of time

-medicinal products requirng controiied lemperature storage shauld also be transported by
aporopriate specialized means,

18.5 DOCUMENTATION AND CONTROL

18.5.1 Goods which have been rejected, recalled or returned should be placed in adequately
segregated storage to avoid confusion with olher materials and producis and orevent redistribution,
until a decisien has been reached as to their dispasition. Recards of all goods returned should be
kept.

18.5.2 There should be a written procedure for implementing a manufacturer's product recall, and
records of any recalled products received into the warehouse should be kept. Itis useful to have a
recard keeping system by batch which wauid assist with effective recall from the retailer. A person
should be designated as responsible for execution and co-ordination of recalls.

18.5.3 There should be a wntten procedure for the handling of spillages of harmiul Products {e.g.
gytotoxics, hormones, peniciilins).

18.5.4 There should be a wntten procedure for the hangling of product complaints.

18.5.5 Legal requirements regarding the documertation and contral of scheduled medicines should be
adhered to.

There must 2 system for the recognition of and prompt and correct handling by the pharmacist of
Schedule 6 or 7 substances and for those products requiring storage at specific temperature ranges.
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Schedule substances should only Be purchased from manufacturers or distributors registered as such
with the South African Pharmacy Coungil,

All applicable documentation and receipts for Scheduied substances should be retained on the
premises for the statutory pariod of time,

Records should be kept of each purchase and sale. Records should ensure the traceability of the
origin and destination of groducts,

All documentation should be made available on requast to the authorities,

Accurate and accessibie records of all sales of Scheduled substances must be made, ingicating the
date oft supply, customer, customer address, product name and quantity.

A valid written arder must be abtained prior to sale and/or daspatch of Schedule € or Scheduie 7
sunstances. The order must comply with statutory reguiations.

All records must be kept for lhe slatutory period of ims.

The sale of medicines should anly take place to persons legaily entitted thereto, Proof of registration
of the purchaser with the relevant statutory body must be in possession of the wholesaler befora
medicines are sold.

Stock that can no langer be used must be destroyed in an appropriate manner, such as not lo cause a
harmful or potentially harmful hazard, and to prevent accidental usage.

18.5.68 (Gacds which have left the care of the whaolesaler should only be returned to saleable stack if:

héa goods arg in their ariginal unopened containers and in good condition and bear the vaiid
registratian numbers

it is known that the goods have not been subject to adverse conditions

-they have been examined and assessed by a person authorized to do so. This assessment showd
take into account the nature of the product, any special storage conditions it requires, and the time
elapsed since it was issued. if neceszary, advica should be sought from the person respersible for
lne Quality Cantral of the manufactured product.

18.5.7 It is useful to employ a batch-tracking systern which enables the supply of specific batchas to
be traced.
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CHAPTER 19

—

ELECTRONIC DATA PROCESSING

18.7 PRINCIPLES

19.1.1 The introduction of Electronic Data Processing into systems of manufacturing, storage and
distribution does not alter the need to abserve the relevant principles, given elsewhere in the Guide.
Where Electranic Data Processing replaces a manual operation in a system there should be no
adversa impact on product quaiity or Good Manufaciuring Practics.

19.2 RESPONSIBILITIES

19.2.1 The responsibilities of key personnel described in the Guide are not changed by the use of
computers, and it is essential that there is the clgsest co-operation between Production, Guality
Control and Electronic Data Processing Departments.

19.2.2 Persans with appropriate expertise should be responsible for the design and intraduction of a
proposed computer system. These ar other expert gersans should be retained 1o review the systam at
approoriate intervals,

_19.2.3 Employees whaose duties involve the use of a computer system should be appropriately trained
in its correct use. Written aperating procedures should be readily available 1o these employees. On-
fine heip sereens could be used for this purpose. Records of aperater training shouid be kept.

18.3 VALIDATION

18.3.1 The development, implementation and operation of 4 computer system should be carefully
documentad at all stages and each step proven 1o achieve its written abjective under challenging test
conditions.

19.3.2 The extent of validation necessary will depend on a number of factors:

i} the use 10 which the system is to be put.
i) whether the validation is to be prospective or retrospective
i) whether nove! elements are incorporated

Vaiidation should be considered as part of the complets e cycle of a computer systeam. The cycle
inciudes the stages of planning, specification, programming, testing, commissioning, document
gparation, monitoring and modifying.

18.3.3 A control document (system specification) should be prepared specifying the abjectives of a
proposed computer system, the data to be entered and stored, the flow of data, how it interacts with
otner systems and procedures, the information to be produced, the limits of any variable and the
operating programis) and test programs. Examples of each document produced by the pragram
should be inclutied. A functional specification should also be prepared ta provide instructions for
testing, operating and maintaining the system and the names of the person or persons responsible for
its developmetit and operation.

19.3.4 Computers should be protected from disturbances caused by fiuctuaticns in the eiectrical
supply and from loss of memory due to suppily failure, slectrical / magnetic disturbances or high
temperatures,

19.3.5 Before a system using a compuier is brought into use it should be tested and confirmed as
heing capable of achieving desired results. If a manual system is being replaced it is advisable to run
the two in parallel far a ime, as part of this testing and validation. .
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19.3.6 At installation and afier a suitakle pericd of running a new system, it should be independently
reviewed and compared with the system specification and functional specification to ascertain whether
it is meeting all of its requirements.

1 9.3.7 Alterations to a system or 1o a computer programme should ordy be made in accordance with a
defined procedure which should including prowision for checking, approving and implementing the
change. Such an alteration should be mplemanted with the agreement of the person responsible for
the part of the system concerned, and the alteratian should be recarded.

1 8.3.5 Data collected directly from manufacturing or manitaring equipment should be checked
periodically to confirm that it has been accurately and refiably transferred. Simitarly, data or control
signals transmitted from a computer o equipment inveived in the manufacturing process should fe
checkad periodically to ensure accuracy and reliability.

1 9.4 SECURITY

1 3.4.1 Data snould only be entered or amended Dy persens authorized to do so. Suitabte methods of
detarring unauthorized entry of data include the use of xeys, pass cards, personai cades and
restricted access to computer terminais. The mathod of final release by computer of a batch for saie or
supply should uniquely identify the person effecting the release, There shouid be a defined procedure
for the issus, cancellation and alteration of authorization 0 amend data, including the changing of
personai codes,

1 8.4.2 The entry of critical data into a computer by an authorized person (2.9, entering a master
processing formula) sheuld require independent verification and release of use by a second authorized
RErSG,

1 9.4.3 The computer program should create a cemplete recard ("audit trail”™) of all entries and
amendments to the data base.

19.4.4 Adeguate alternative arrangements should be available, i.e. disaster recovery procedure, for
systamns which need {0 be operated in the event of 4 break-down. The procedures to be followed if the
systern fails or breaks down, shauld be defined and tested. Regular backups of all files should be
stored in a secure location to prevent willful or accidental damage. Any tailure and remedial action
taren should be recorded.

19.4.5 It should he possibile to abtain printed copies of electronically stored data.

1 8.4.6 Stored data shiould be checked for aceassibiiity, durability and acguracy, especially after any
relevant changes have been made to the computer equipment or its programmes.

1 9.4.7 Care should be taken 1o ensure that computer systems are not contarminated by computer
viruses.
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CHAPTER 20 -
SECURITY GUIDELINES
20.1 PRINCIPLE

20.1.3 Adequate securlly measures are essential io protect pharmaceutica! installations against
unauthorized entry or deliberate adulteration of products,

20.1.2 lLegitimate procedures should be iohewed for the remavalitranspomation of stock and materials
to prevant pilferage ar theft,

20.2 SECURITY PERSONNEL

20.2.1 Sufficiert rescurces should be provided to astablish an adequate security ferce on a 24 hour, 7
days per week Lasis.

20,2.7 A secunity manacer shovid bie apoeinted -0 weiting 1o derttfy, evaiyate and orooose corractive
Measuras o -aducs risk o acceplakie levels. He should Ge conversant with the Zhiminal Procedurss
At and Lakour Lagisiatian.

20.2.3 Security 3137 should be securily vetted and should be sdequately trained and knowiedgeabie
abeut Company crocedures and practices as they impact an security operations,

20.3 ENTRY TC SITE

20.2.1 A risk evatuation is recommended to identify potential means of unauthorized entry during
daylight as well as after hours.

20.3.2 The following security measures may be appropriate:

-a perimeter fence of good guality

-adequate security lighting

Yimitedd and rastricted access to all production and storage areas (especially scheduled) medicines
-adecuate gates of scund construction, that are lockabte

‘gecunty quards patralling the grounds during the day and night, A telephone for the use of night
security staff to use in the avent of unlawful entry or fire, or an adequate electronic alarm system
-guard dogs and handlers for night patrol.

20.4 ENTRY TC BUNLDINGS .

20.4.1 The canterts of the building are important in determining the level of pratection reguired, The
fallowing securty measures may be appropriate:

-robust outside doors

-good quality locks

-inaccessible windows

instaltations of burglar alarms which should elicit a response and be regularly tested.

20.4.2 Cansideration should he given to restricting and controlling entry to vital areas within buiidings
where high risk items are kept and the use of high security rooms and alarms.

20.5 INTERNAL SECURITY
20.5.1 There should be astablished procedures covering a number of secyrily related activities, e.g.

-Locking of areas, control and storage of keys including the use of a key register
-Autharization of personnel who need access to vital or high-risk areas
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Listing certain areas as "Restricted area - for authorized personne! only®

-control of all unnecessary staff movement between departments including personnel who are
authorized io be in one area from moving freely to other high-risk areas

-controf over the movernent of customers and visitors

‘contred of the movement of stock ensuring that there is no opperunity for piiferage in transit. This also
applies between the factory and the customer

-random physical checking of inveniories

-the checking of waste as it is remaved from productian areas and the independent checking of
cleaning and security staff where outside contractors are used

-checking of batch yields by a responsible persen during processing and immediately on completion in
case low yields may be the result of pilferage

-the searching of staff on leaving the premises ar at any other time. Refer to Criminal Procedures Act
-screening of staff on emploeyment, including careful checking of references

-particular attention should be paid o delivery senvices and other vehicles entering and leaving the
premises.
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CHAPTER21:

SAFETY AMD ENVIROMMENTAL PROTECTION

21,1 PRINCIFLES

21.1.1 The purpese of safery guidedines is o provide ior the safety of persons at a workpiace or in the
course of their employment or in connection with the use of machinery.

21.1.2 Good Envircnmental Practice entails the minimizatien of waste at sourca and the disposal ot
wasie in @ manrer narmiess to the envircnmeant,

2113 This chapter arovides guidelines for practices and precadures which constituta Good
Envircnmental Practice.

21.2 5AFZTY

2151 itis important {c mainiain a nigh level of safety awareness in pnarmaceutical factaries. Ta this
end the importance of training canno! be aver-amphasized.

21 2.2 Salety in the workplace is controfled by the Cocupational Safety and Health Act (85 of 1893).

21.2.3 Factories are inspected an an annual basis by the Ccocupational Safety Associaticn (NOSA).
Heqgular satety self-inspections shouid aiso ke undertaken.

21.2.4 The following shou aways be considierad:

-ouitdings. machinery, vehicles, equipment etc. should be kept in a good state cf rapair

{irg preventative measures, as well as action steps in case of fire shauld be in place

‘the dangers associated with electricity shatid be highlighted

‘the nature of work/material will determine the level of perscnal protection necessary (helmets, safety
glasses, headcovers, masks, respirators, ear protection, overalls, gioves, safety shoes etc.)

-first aid equipment and medicine should be availabie and gocessible ior the treatment of iniured
zersons. Qualified 4irst aid zercornel should Se available.

21.2.5 Special attentien should be given to the manufacture, storage, use and handling of, and the
exposure of emplayees and clher persans to, hazardous materials; and the performance of work in
hazardous or potentially hazardows conditions or cirgumstances.

21.3 ENVIRONMENTAL FROCEDURES

21.3.1 In additicn to all applicable iegal requirements, pharmaceutical companias may institute
additional in-house requirements.

21.3.2 Precedures and contrels to minimize the discharge tg the environment of nazardous
substances may include the tollowing:

-procedures and sonirols regarding the discharge of hazardous substances into sewage and storm
water drains where the material could accumulate or interfere with treatment processes

‘Bmission ta the atmosphere from process vents, storage vessels, area ventiating systems, incinerator
stacks and fugitive emissions

-contamination of soil, water or the atmosphere due to spill, leakage from any source {storage tanks
etc.), malfunction of control equipment, fire ar explosion or from inadequate or impraper treatment,
storage or disposal practices.
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21.3.3 Where possible, the company should have methods of rendering waste substances harmiess to
the environment,

21.3.4 Thete should be procedures o controt the generation, transportatian, storage, treatment ar
dispesal of hazardous wastes. The most eflective control of hazardous waste is the reduction or
eliminztian of the waste. Te that end, re-use, recyciing, reclamation, inactivation or destruction is mare
dasirabie than land disposal of desp well injection. Gther technigues shouid be tharoughly investigated
before land disposal is selected.

21.3.5 Emergercy procedurss to minimize hazards associated with discharges to the environment
should be developed. Procedures to co-ordinate internal and external emergency groups should he
cansidered,

21.3.6 The capabilities of vendor suppiiers and contract-acceptors should aiso be evaluated from an
anyiranmental point of view.

21.3.7 Monitoring programs should be developed to determine that complfance with leqal and/or n-
house specificaticns is maintained.

21.3.8 Procedures should be developed for the coeration and maintenance of poillution control ard
manitoring equipment and should inciude preventative maintenance and training programmes.

21.3.9 Becords should be retained in accordance with legal and/or m-house requirements,
21.3.10 The integrity of underground sterage tanks and assoctated piping and eguipment should be
routinaty verified. Alternatives 1 uriderground storage of potentially hazardous substances should e

considered.

21.3.11 The preferred strategy for all waste management is reduction of waste at source.
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CHAPTER 22:

TERILE PRODUCTS

22.1 INTRODUCTION

These standards do not replace any of the general GMP standards but must be seen as supplementary to
them, the focus being on smail volume injectable manutaciure by aseptic process or terminal sterilization.
The manufacture af sterile oreparations has special requirements in arder to minimise risks of
micrab:olcgicat comamination, and of particuiate and pyrogen comtamination. Terminal sterilization is
generally achieved on one of three ways:

- ethylens oxide fumigation
gamma irradiation
steam sterilization (Autociaving)
while asentically srepared preducts are rendered sterile in bulk form through filtration and then processed
imo pre-steriized confainers cnder conditions which minimise the potertial for change microbial
contaminaticn.

The major elements to be considered in aseptic provessing inchude:
1 training of persannel;

layout and specifications for buildings and iacilities;

particulate and microbial enviranmental monitoring programs,

swstems for water, steam, air and other process gases,

descriptions of and progedures for manufacturing aperations include pecele, materials, material
ffow, solution preparation and associated acceptance criteria;

use and validation of sterflization processes, including sanitization practices:

vaiidation methods and data reguitemenis for medial fills and container/closure systams;
gperating practices for dispesition of product, investigation raviews, and releasefreject decisions.

noa Lo -

o ®

22.2 DEFINITIONS

AIRBORNE PARTICULATE CLEANLINESS CLASSES

The airborns particulate 4 classes or grades shown bejow apply to the manufacture of sterile products.
Grade A: The local zone for high risk operations, e.q, filling zone, stopper powis, open ampoules
and vials, aseptic connections. Narmally sush canditions are provided by a laminar air How work
station. Laminar air flow systems should provide an homageneous air speed of .30 mfs for
vertical flow and 0.45 my/s for horizontal flow.

Grade B: in case of aseptic preparation and filling the background anvironment for grade A zone,

Grade C and D Clean areas for carrying out less critical stagas in the manufacture of sterile
products. :

The airborne particulate classifications for these grades are given in the following iable.
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ENVIRONMENTAL GRADES FOR CLEAN ZONES/AREA:

at rest in operation{c)
GRADE Maximum permitted number of particles/m? equal lo or above
0,5um 5um 0.5um fum
A 3500 3 500 -
B(a} 3500 350 000 2 000
Cia) 350000 2000 3 500 000 20 000
Dia) 3 500 000 20 000 i-
Motes:
al 'n order to reach B, € and D air grades, the number cf air changes should generally be higher
than 20 per hour in a rcom with a good air fiow pattern and appropriate fitters; HEPA for grades A,
BandC.
b} Apprapriate alert and action limits shayld be set for the particular aperation.

The guidance given for the maximurn permitted number of partictes inthe "at rest” candition corresponds
approximataly to the US Federal standard 209 E as follows: Class 100 (grades A and B}. Class 10000
{grade C) and Ctass 100000 {grade D).

cl Recommended limits for contamination may be exceedad on isolated oceasions and reguire only
an examination of the praduction conditions and the control system. If frequency is high or shows
an upward trend then action shouid be taken.

ASEPTIC AREA

A room or suite of rooms or special area within a clean area, dasigned, constructed, serviced and used
with the intention ot preventing mictobial contamination of the product.

ASEPTIC FILLING

That part of aseptic processing wheraby the produst is sterilised separately, ther: filled and packaged
using sterilised containers and closures in gritical processing zones.

ASEPTIC PROCESSING AREA (APA)

Cantrolled environment, consisting of several zones, in which the air supply, equipment and personnel are
regutated to control microbial and particulate contamination 1o acceptable leveis.

BATCH

A defined quantity of material, or bulk, intermediate or finished product that is intended or purported ta be
uniform I ¢haracter and quality, and which has been produced during a defined cycle of manufacture. To
complete certain stages of manufacture it may be necessary to divide a batch into a number of sub-
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balltches. which are later brought together to form a fial uniform batch, A batch is sometimes described as
a'on

For the purpose n_:;f a sterility test, a batch is a collection of sealed containers prepared in sugh a manner
that the risk of microbial Gontamination may be considered the same far each of the units in it it may be
defined as cne of the following:

ta) one sterllizer load

i) the quantity ¢f containers flled aseptically in one working session at one work station. A werking
sesgion should be deemed to terminate whenaver there is a significant change in circumstancas
which could affect the risk of product contamination (for example, a change of filling equipment, a
change in the team of operalors or a machine break-down). What in fact constitutes 'a significant
change' shoutd be documented and agreed upon in advance by the parsons responsible for
Preduction and Quality Cantral.

ol in the case of zsepticaily fiiled products which are subsequeantly freeze-dried, a batch should be
cre frgeze-drior zad if this is Jess than in (B) above,

BIOBURDEN
The totat numper of viabie microorganisms Gn or in healih care product price to sterilization.
SIOLOGICAL INDICATOR MICRG-ORGANISM

Micro-organism of a known sterilization resistance, that is used fo develop and/or validate a sterilization
process, The micro-organisms are frequently used an a carrier, which is supporiing material on which test
argahisms are deposited.

BLOW/FILL/'SEAL TECHNOLOGY

Blowfill'seal units are specialist purpose built equipment inwhich, in one continuous operation, containers
are farmed from thermoplastic granule, filled and then sealed.

BUBBLE PONT PRESSURE TEST

Membrane filters have discrete pores of capillaries peretrating from ane side of the membrane to the
other. When a membrane has been complstely wetted, liquid is held in these ogpillary pores by surface
tension. The Bubble Point of a membrane is defined as the minimum gas pressure required to break this
suriace tension and force the liquid out of the capillaries. Bubble point is a measure of relative pore size.

CHANGING ROOM

A room or suite of rooms designed for the changing of slothes and from which a clean or aseptic area is
antered.

CHEMICAL DISINFECTANT

A chemical or chemical solution capahle of destroying micro-crganisms through dehydration (alcabhois),
aikylation {aldehydss), protein denaturation (phanols), oxidation (indine/chiorine} and wall permeability
{quatemary ammaoruum compounds),

CLEAN ROOM

A room with defined environmental cantral of particulate and micrabial contamination, construcied in such
3 way as to reduce the generation and retention of contaminants within the area.
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CRITICAL AREAS

Areas where sterilized products or containersiclosures are expused to the environment.

CRITICAL SURFACES

Surfaces which come into contagt with sterilized product or cantainersiclosures that may lead to
contamination of product contact surfaces o net appropriately controlied.

D VALUE

Sterilization exposure under 2 deiined set of conditions that result in one lagarithmic ito the base 10) or
80% reduction in the population of a particular micro-organism.

DECONTAMINATION
The process of remaving organisme and rencering the object safe for randling,
DISINFECTION

A orocess that kills or destroys most disease produging micro-organisms but rarely Kills all spores:
Disinfectants are used on inanimate objec's as spposed W antiseptics which are used on ‘iving tissue.

FOGGING

Cecontamination process performed by generating an 2eresdl or vapaur af 5 disinfaciant,

INTEGRITY TEST

Test to determing the tunctional performarnce of a filter system.

LAMINAR AIRFLOW

Air flowing in a singie pass in a sirgle direction, through a clean raom or clean room area with uniform
velocity along parallel llow-lings. Laminar air Jicw systems should Srovide & homogeneous aw scaed o
0.20mis for vertical flow and 0.48mys for norizonial How, -

LARGE VCOLUME FPARENTERALS

A sterile single dose injectanle product intended for administration through the skin with a nominal 4l
valume of more than 100md. It may be packed in glass or suilable plastic material.

MEDIA FILLS

Method of evaluating an aseplic process using a microbial growth medium. (Media fills are understood to
be synonymous to simulated product fills, simulated fling sperations, broth tfals, broth fills, etc.)

POSITIVE PRESSURE

Atmospheric pressure which 1s higher than the immediate surrcunding areas usually measured ininches
ot water or Pa.
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QUALIFICATION P
INSTALLATION QUALIFICATION (I1Q)

Instailation quafification (Q} demonstrates that the unit under test is in compliance with all relevant criteria
and safety standards, and is calibrated and regularly scheduled for preventive maintenance.

OPERATICHNAL QUALIFICATION (OQ)

Operational qualitication {OQ) lesting demanstrates that the squipment functions as intended, that
progadures exist describing operation of the eguipment, and that personnel have been trained to set- up,
operate and maintain the equipment,

PERFORMANCE QUALIFICATION (PQ)

Performance qualification (PQ) testing invalves actual challenges to the system to substantiale its
effectiveness and raproducibility.

SANITIZING

A process which results in a reduction in micrabial poputation on an inanimate object to a relatively safe
level,

SMALL VOLUME PAAENTERAL

A sterile injeciable preduct intended for administration undar or through the skin with a nominat fill volume
of 100 ml or less. it may be packaged in glass or sujtable plastic material.

STEAM-IN-PLACE
Steam-in-place allows the entire heaithcare product processing system to be steam sierilized as a single

entity, eliminating or reducing the need for aseptic connections. Examples include tanks, filling lines,
transfar lines, fillration systems and water for injection systems,

STERILE PRODUCTS
These may be classified breadly into two caiegories according to their manner of produstion, those that

must be processed by aseptic means at some or all stages, and those which are sterilized when sealed in
their final contairer {terminally sterilized) which are in a state free of viable micre-organisms.

STERILIZING FILTER ot

A appropriate sterifizer iz ta be used from an approved vendor who has the necessary supporting data on
file.

STERILITY

The complete absence of living organisms.

NQOTE:- The state of sterifity is an absolute. There are ne degrees of sterility. However the judging of
sterility is probabiiistic. While the probability may be reduced to a very low number, it can never be
reduced to zero.

VALIDATION

The action of proving that any material, process, procedurs, activity, system, equipment or mechanism
used in manufacture or control can, will and doas achieve the desired and intended result(s).
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22.3 FACILITIES
Layout and censtruction features which shall be considered in the design of an APA include:

a) wall and figor surfaces which can be cleaned and whish resist disinfectants;

o] avoidance of ledges and other horizantal surfaces which cauld collect particulates or disturh air
flaw;

c) instaflation of pipes, ducts and other utilities in 2 manner o avoid recesses and other surfaces
difficuit to cleam;

d) adequate space far gowning areas, garment storage, soiled garment dispasai, and hand washing;

) separation of gowning and preparation areas from ithe APA by means of airtocks, pass-through
windows lor compenents, supplies and equipment;

fi maintain apprapriate pressure differentials required for the given product and process:

22.3.1 The fllowing minimum specification is described for facility dasign and controls. Additional

requirements may be necessary for specific processes. Production of steriie preparations shouid be
carried out in a clean area wnose eniry should be through airlocks far persennel gr ior goods. Cleanareas
should e maintained io 50 appropriate cleaniiness siandard and suppfied with air which has ail oesn
nassed through tilters of an appreonate efficiency.

2232 There should be separate or defined areas of operation to prevent contamination. For asaptic
processing there should be, as appropriate, an air supply filtered through high efficiency particulate air
(HEPA) filters under pesitive pressure and systems for monitoring the envirenment and maintaining
aquipment used to control aseptic conditions. Monitoring results shouwle be considered when reviewing
batch documentation for fnished product releass.

22.3.3 In addition equipment for adeguate control cver air pressure, micro-organisms, dust, numidity
and temperature should be provided where appropriate. Air fitration systems, including prefilters and
particulate matter alr filters. should be used where appropriate on air supplied to production areas.

22.3.4 Praocessing should be conducted in a cleanroom suite, constructed and operated in
accordance with the air cleanliness standards. In order to control the microbiolegical angd particutate
cleanliness of the varigus gradesiclasses of operation, the areas should be moenitored using various
methods, e9. volumetric air sampling, selie plates, surface sampling {swabs, contact plates}.

22.3.5 The filling of products to be terminally stenlized should be carried out in an appropriate
environment for control of viable and non-viable airbarne pariiculate matter. Extra precautions in the form
of contained work stations and/or larminar air flow protection may be necessary when solutions intended
for intravenous use are filled into wide-necked containers.

22.3.8 Equipment should be designed and installed so thatl it may be easily cleaned, disinfected or
sterflized as required. Exposed surfaces should be snooth, impervious and unbroken in order to minimise
shedding ar accumulation of particles or micro-organisms and to permit the repeated application of
cleaning agenis/disinfectants,

22.3.7 Nan-sterile products shauld not be processed in the same area at the same time as sterile
products.
2238 Vacoines of dead organisms, or of bacterial extracts, may be filled (after inactivation) in the

same premises as other sterile medicinal products. Spore forming organisms should be processed in
separate premises or weil isolated suites at least until any inactivation stage is completed. Live or
attenuated vacgines should be pracessed and filled in premises separate from other processing or filling
operaticns. Different live vaccines should be processed ang filed separately from sach other. Separation
may be achieved in space or, given adequate cleaning and disirfection, in time. Special isplation facilfties
may be needed for highly contagious micra-organisms.
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22.3.9 The processing of animal tissue materialsand of migrg-organisms (not required for the current
manufacturing pracess), the perfarmance of tast procedures involving amimals or micro-organisms, and
any armmai houses, must ke well separated from premisas for manufacturing sterile medicinat orpducts,
with completely separate ventilation systems, and separate staif.

22.3.10 Where equinment, such as filing equipment, connecting lines, and filter holders, is steam sterilized
in autcclaves, it is important that established loading patterns of heat distribution be determined and the
ability to achreve steritization be monitored. Cre way of ensuring replication of the validated conditions is
to foliow established loading configuration diagrams and include them as part of the proeessing record.

22.3.17 Whers equipmant, such as iarge tanks and immodite picing is sterilized in place by the passage of
pressurized steam. itis important that validation consider temperature ano pressure at various locations.
This will identity petential “cold spots' where there rmay be insufticient heat to attain sterility. Some in-iine
filters in piping systems cause a significant pressure differential acress ihe filter, resulling in a temperatine
drep on the downstream side. Cne methad of determining if such a drop in temperature will adverseiy
affect tha steriization procedure ‘nvolves the placemeant of suitable hiclogical indicators at appropriate
dowestrearn ccalicns. Yalidation couid alss ‘nolute measurements of lemoeraiie ang pressura at
warious coirts,

22.3.12 As far as possile, eguipment fittings and services shouid oe designed and installed so that
mamtenance and repans may he carried oul without additional personnel having to enter the clean aseptic
reoms. i maintenance must be carried out within these areas, personnel concerned should receive
aporopriate training in the elements of microbiolagy and sterle area proceduras, When within the areas
they shauld be appropriately dressed, and use tools and equinmert which have been sterilized ar
disinfected. Areas entared for maintenance should he cleanad and disinfecied before nrocessmy
recemmences if the required standards of cleanliness ang aseépsis have not been maintained during the
WQrs.

20.3.13 Recording appatatuses shoult be accurately calibrated on installation and thereafter checked at
scheduled intervais.

22314 vValidation of squipment perfermance an instaflation, is essentfal. Flanned maintenance and
fraquent checks on perfermance are also important for critical items of equipment such as steriltzes, air
fitration systems, and skills. Checks on sizam and hot ar sterfiizes should include heat distribution and
heat penatraticn siudies, Filter afficiency tests sheuld be conducted 2n air sucply systems. Details of
maintenance operations and performance checks shnuld be recorded.

£2.3.15 When Blowfit/seal units are used, particuar attention shoutd be paid to at least the following:
equipment design and quaiification, validation and reproducibility of cleaning and sterilization, backgreund
cleanrccm emvironmeant in which equipment is located, operator training and clothing, interventions in the
critical zone of the equipment, including any aseptic assembly prior 1o the commencement of Hiling.

20318 Charging rooms shauld be designed as aiflocks and used to provide physical separatioq of
the gifferent stages of changing and so rminimizing microbiai and particie contamination of prmeu;twe
clothing. They should be effactively flushed with fitered air. Hand washing faciities shoulkl be provided
aniy in the first stage change.

22.347 Airlecked doors should not be apened simuitanecusly.  Alrlocks should be equipped with
imteriocks 1o avaid simultaneous opening of dogrs.

£2.3.18 Control of lemperature and relative humidity, if nacessary, within defined tolerances and, it
possible, monitored continuously.,
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Aseptic processing facilities shall be designed 1o promots flow of compenents and materials in order io:
a} maintain the microbiotogical integrity of critical processing zones;
b} minimize the entry of contamination from outside the APA, and contain any such contamination so it

does not reach critical processing zones; and
o) prevent mingling of clean and dirty items.

22.3.20  Aseptic Processing Area (APA)

Access o the aseptic processing area shal! be resiricted to guiitied personnel with sufficient airflow and a
positive differential air oressure existing reiative t0 areas outside the APA o prevent contamination of the
APA by adiacent areas.

22.5.24 Processing Zones

22321 Critical Precessing Zones

Critical processing zones shall be identified, and microbial and total particulate specifications shall be

decumented. These zanes shail contain less than 3 5C0 particles of » 0.5 um per cubic metre of air,

NOTE. This quality of air is commonly referred to as Class 100, Class M 3.5 ar Clags A/B in existing,
commanty used national and international air quality standards.

All nraguct contact and component sampling sites in the critical processing zone shall ke maontored for
environmental conrtrol during each cperational shift.

22.3.21.2 Other Progessing Zones
Other processing argas shall contain Yess than 350,000 particles of » 0.5 um per cubic metre of air.

NOTE: This quality af air is commanly referred 1o as Class 10,000 Class M 5.5 or Class C in existing,
commaonly used national and internationai air quality standards,

22.3.21.3 Non-sterile Support Areas
Support areas shail contain less than 3,500,000 panticles of » 0.5 um per cubic matre of air.

NOTE: This quality of air is commaniy referred to as Class 100,000, Class M 8.6 or Class D in existing,
commanidy used national 2nd imernational air quality standards.

Persornel in support areas shall wear garments designed to minimize particulate generata, byt these
garrents normally need not be sterile prior 10 use.

The disinfection and envirgnmertal monitoring of this area is less frequent than that utiized for the
Frocessing zones,

22.3.22 Temperature and humidity leveis shall be specified, controlled and maintained to assure
employee comfart white maintaining product attributes as this has a direct impact on aseptic techniques
and the potential level ot contaminatien.

These requiramants should be met with a full complernent of operational personnel and all equipment in
operation,



128 No. 24785 GOVERNMENT GAZETTE, 2 MAY 2003

224 AIR HANDLING SYSTEMS -

The basic elements of enviranmental air systems and control programmas require praper design 2nd
control of the aseplic processing facilities including: relative humidity, room temperature, air velocity,
HEPA filtration, laminar airflow, and room to room air balancs,

2241 Air quality and the monitering of particutate matier (viable and non-viable) as a means to
control physical and higlogical contamination in the manutacture of injectabie products, is one part of the
total system of control which should be designaed to ensure compliance with the class imits as tapplies to
areas of manufacture and preparation of product and compenents. These include filtration though HER A
filters into clean rcoms and suitablg filratfon into critical areas.

22.4.2 In the table below and at the end of this chapter are the basic environmental standards for
various operations. Tiesa are arranqed in classes.

ENVIRONMENTAL REQUNREMENTS FOR SPECIFIC OPERATIONS

OPERATIONS WORK ZONE CLEAN ROOM
{CLASS) {CLASS)

Compounding and non-sterile
filtration of bulk 3

Preparation of containers and
¢lesures 3

Washing, drying and
depyregenation of comparents 0000 e 3

Filling and sealing of products to

ne terminaliy sterilized. 2 3
Aseptic Fil 1A 1/8
Ageptic Fill in form fill seal

machine. 1A . K|
Aseptic addition ta sterile

manufaciured product. 1/A, 3

Afiltered air suppiy should maintain a positive pressire relative to the surrounding areas of a lower grade
under all operational conditions and should flush the area effectively. Adjacent areas of different grades
should have a pressure difference of 15 pascals {guidance value).

22.4.3

It should be demonstrated that air-flow patterns do nat present a contamination risk eq. that particles are
distributed from a particle-generating person, operation, machine, etc. to a zone of higher produet risk.

24785—4
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22.4.4 Awarning system should be provided o indicate failure in the air supply. Indicators pressure
differences should be fitted between argas where these differences are important.  These prassure
differencas shauid be recorded regularly.

22.4.5 A determination of airflow patterns shall demonstrate that the airflow (s appropriate ta the
process being performed and shall include irvestigations with the effects of lurbulerce which may interferg
with the sweeping action of the air, These determinations shall be documented.

Airflow patierns, appropriate to the actuai orocess being performed, sheutd be fested for turbulenca that
would interfere with the sweeping acticn aof the air.

2248 HEPA Filier Integrity

Hecapr of HEPA filters shall be accompaniss by 3 supplier's carlification hat ndicaies ihe fiiter has an
efficiency of 98.387% ior the retenticn 21 5.3 um cr iarger particlas,

con irsiallation, HEPA fltars shall be nrzgnty *ested by 3 sutable methoo, 2.0, coid COP test,

Fiters zhail he vewcity tested nencdicailv. and zirlow natterns shall be reagsured whenever an articw
configuraticn change has been introduced. Tests shall be performed in the avent 3f a change in the
situation that might affect the integrity of the filter,

225 SANITIZATICH AND MONITORING

£2.3.1 Microbiclegicas contaminztion shouid oe contrpiled ang meoniteres by aperoiriate procadures
approved by Quality Contrel,

22582 Clearrooms and refated areas snould ke cleaned frequently and thoroughty. Non-disposacle
"sticky mats” should be washed daily. Cleaning activities should be documented as oer an approved
orocedure.

2253 For Aseplic Processing where disinfection is employed (o further reduce the suriace
contaminatian level, the choics of disinfectants and the way that they are used shculd be described in 3
procedurse, tn additior, detergents, disinfectants and antiseptics should be supplied sterile, or be sterile-
filiered or otherwtse steriized ai e use-dilution, or be sterilized as a concentrate ana giluted only with
sterile water, Diluted disinfectants or antiseptics showld not be stored. Containers shouid nothe topped up.

Disinfectants/detergents used should be validated and approved. When disinfectarts are used, more
than one type should be employed. Menitering should be undertaken regularly to detect the development
of resistant strains, Disinfectants and detergents used in Class 1 and 2 argas should Be steriiised priar to
uge,

22.5.4 Fagging shouid net be used as air contaminants are readily dissipated by natural or mechanical
ventilation, Fumigaticn with humidified tormaidehyde vapour may be empleyed o reduce micrepiological
contamination in places inaccessible to surface disinfection, hawever if fogging ar fumigation is used, the
procass should be validated.

22.5.5 Cleanrooms and reiated areas should be monitored at planned intervals for zirborne particulate
cantarmination.

22.5.6 Cleanrooms and related areas should also be monitored at planned intervals for microbiclagical

contamination using a combinatian of "setthing plates”, surface sampling and air sampling and the results
cbtained should be used o determine "warning”, "action™ and "shut-dawn” levels.

OC3B20B3—0 24785—5
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22.5.7 Gowning procedures should be proceduralized and monitored where aseptic filing procedures are
practiced.

22571 Writien gowning procedures, training programmes, monitoring pragrammes and foliow-up
pracedures shall be established.

At’: the fime of entry into the gowning area, staff shall wear dedicated clothing (eg. plant uniform} and
shoes,

Staff shouid enter the gowning area by way of an airlock.

NOTE: Generally, a mesh hair-net and beard cover, if required, are donned at the airlock.
Disposable shoe covers may be used in addition 10, or in place of, dedicated shoes,

Empioyees shafl restrict movement in the APA in order to:
a) Avoid unnecessary movements which can generate particles or create turbulence;
b) Avaid reaching across open containers and exposed praduct and coraponents;
t] Avoid blocking airflow over critical surfaces.

Employees shall regularly check gloves and gowns for proper fit and integrity. Gowned parsannel should
avaid unnecessary contact with walls, floors and cleaned surfaces with taiking among personnel
mirimized.

Personne! condugting filling operations should nat be exchanged during a shift with employees performing
other functions within the APA. Operators working in non-sterile support areas shall not have access 1o
the critical pracessing zone.

2258 Monitoring should be frequent and should take place whilst normal production operations are
in progress. In the case of aseptic filling it should provide the basis for the assessment of aseptic hyniene
throughout the filing process. Results should be tabulated or graphed and assessed and prompt remedial
action taken according to the monitoring standards established. Additional manitoring should be conducted
after particular evenis such as spillages, cleaning, maintenance ar fumigation.

2259 Micro-organisms recovered from cleanrcoms should Ee routinely identified, at least to genus
level.

22510 tn a new unit, with 2 new process or with new operators, microbial monitoring showld be
sufficiently intensive to determine patterns and levels of contamination. Once suitahle conditions have
beer establishetd, monitoring may be reduced to a level which wilt demonstrate maintenance of those
conditions.

22.5.11 There should be specific writien procedures and documentation for:

all cleaning and disinfecting of the AFA

Frozedures shall include wilization of approved agents, the cleaning schedule, disinfectant application,
post-disintection clganing i required, and employee satety precautions, including care and storage of
cleaning aids. Only cleaning agents and disinfecting agents which have been tested, validated and
approved, shall be used.

the dismartling, cleaning and decontamination of all equipment.
-the cleaning of bulk cortainers and their subsequent inspection for release for use in processing.
-the control of external contamination of bulk containers during use,
‘the asgsembly of filters and the connecting of hoses and pipelines.
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22.56.12 ltems brought into cleanraoms, including means of transport, should be of a standard of
cleanliness compatible with the environmental standard for the room.

22.5.13 For Aseptic Processing when eguipment maintenance or testing has been carried out within a
Class 2 or cleaner area, and where the required standards of cleanliness andfor asepsis have nat been
maintained during this work, the area should be cleaned, and, whers appropriate, disinfected and
fumigated befare progessing recommences. This alse applies to broth filling procedures which may
contaminate the filfing area. '

22514 The absence ¢of disinfectant and cleaning agent residuals an product contact surfaces shail te
confirmed.  The manufacturers' instructions should be followed with respect to storage and use.
Disinfectants shall be batched with a stated exprraton date, and cantainers should nct be refiled.
lntarchanging or rotating disinfectants should be reconsidered due to potential changes in environmeantal
flora (isolates). A sporicidal agent may be necessary when enviranmental monitoring indicates the
presence of sporeforming grganisms, melds and fungi.

The effectiveness and frequency of the disinfection procadure shail be determined as patt of the process
walidation. Evaluatior. of the efficacy of disinfectants should te related to the reducticn of Yypes znd
numbers of micra-organisms recovered from surfaces during rcutine environmental menitoring,

Z22.8 PERSONNEL TRAINING

42.61 Responsibility for monitoring the processing of sterile preducts should ke delegated by
management ta a persen competent through frainng and experience in the rerevant aspects of
microbiclogy, hygiens and the correct manufacture of sterite products.  Only the minimum numper of
personnal requeed should be present in the clean area. Personnel invelved with mainterance and
cleaning shouid be trained pricr 1o emgloyment and supervised.

22.6.2 Personned required to work in clean aseptic areas shouid be selected with care to ensure that
they may be rglied upon to abserve the apprapriate discinline and are not subject to any chronic disease
of condition which would present 2n abnormal microbiclogical hazard 1o the product. The same grincizes
should be appiied o visitors ta cleanrooms. Inspections and controts shouid be conducted from autside
the: area as far as possible.

2263 Al personnel Gncluding these concerned with cleaning, testing and maintenanca) should
receive regular traning in cleanroom precedures and in disciplings relevant 1o the correst manuiacture oi
starile products, inciuding hygiene and the basic elersents of microbiology.

22.6.4 When external staff who have not received such training (e.g. building ar mairtenance
contractors) need to be brought in, particular care should De taken over their supervision,

22.6.5 Training should be carried cut upon recruitment of staff and at requiar, pianned intervals in
accordance with a formal training programme. Recards, specific for sach member of stal. should be
maintained.

22.6.8 Personngl invoilved in the manufacture of sterile preparations should mamtain high standards
of personal hygiene and cleankiness and he instructed to report any condition {g.g, diarthoea, coughs,
colds, infected skin or halr, wounds] which may cause the shedding of abnormal numbers or types oi
contaminants. Actions to be taken about personnél who could be introducing undue microbiological
hazard should be decided by designated competent person.

22.8.7 Clothing should be appropriate to the work zone environment in which the personnel will be
working. In addition, the following requirements should be adhered to:

-bulky or fluffy personal clothing shiould be rermoved before aseptic or cleaproom garmants are donned
wristwatches and jewellery, ciher than a simple wedding ring should not be worn. Cosmetics which can
shed pani¢les shauld not be used

-beards and moustaches snould be covered during the compounding of preducts

‘persons engaged in aseptic processing shauld wear sterilized or disinfected footwear and should change
garments at least every working session
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-persons working in Class 2 rooms should wear a single- or two-piece trouser suit gathered at the wrists
and with high neck. Headgear must totally enclose hair and beard and be of the helmeticowl type, tucked
into the nagk of the suit. Footwear should totally enciose the feet, and trouser-bottoms shauld be tugked
inside the footwear

-sterilize non powdered rubber or plastic gloves, when worn, should be disinfected regularly during
operations using a suitable spray and changed at reguiar intervals or when damaged.

2268 Qutdoor clothing should not be braught info the changing rooms assceiated with clean or
aseptic areas, and persannel entering these changing rooms should already be clad in standard tactory
protective garments. Changing and washing should follow a clearly displayed writien procedure.

22.6.9 Clean and aseptiz area clothing should be laundered or cleaned and thereafter handled in such a
way that it does not gather contaminants which can later be shed. Separate laundry facilities for such
clothing are desfrable. It shouid be noted that some methods of sterllization may damage fibres and
reduce effective garments. Washing znd sterilization operations should follow a clearly displayed written
procedure.

2610 For each worker in a class 2 room, clean, sterile, pratective garments should be provided at
gach work session.

227 MANUFACTURING REQUIREMENTS AND CONTROLS

2271 Starting materizls should be selected so a5 to coniain only minimal quantities of micro-
arganisms or pyrogenic material, The material specification should include reguirements for microbial
maonitoring. with limits as necessary.

22.7.2 Precautions should be taken during all processing stages, before and after sterilization to
avoid contamination of the product with mitro-organisms.

2273 Activities and conversation in clean and aseptic areas should be kept 1o a minimum.
Movements of personnef should ne controlled and methodical, so as to avoid excessive shedding of
particles and organisms due 1o aver-vigorous activity and to avaid disruption of air fiow patterns.

2274 Containers and other maleriats liable to generate paricles or fibres should not be taken into
areas of Class 1 or Class 2.

2275 The intervals between the washing and drying and the sterilization of components and
equipment should be as short as possible 2nd subjest to a lime fimit appropriate to the storage conditions.
The interval between sterilization and use of these materiais should also be subject to a time limit.

2278 Aricles required in an aseptic area should be sterilized and passed inte the area in such a
way which wilt avoid contamination of the area.

27T The tima betwesn the star of the preparation of & soidtion and iz sterilization (or sterile
filtration) should ba as short 25 possible and subjec 10 & imit for each produst that takes inte agcount its
compasifion and the prescribed method of storage.

22.7.8 Unless special starage presautions are taken, buik solutions should have no greater volume
than can be filed in one working day and should be filled into final containers and sierilized within one
working day.

22.7.9 The microbiological load of products should be as iow as practicable prior to sterilization eg.
all solutions should be passed through 2 bacteria-retaining filter immediaiely betore filling.

22,7.10 Each procedure used for the sterihzation of a particular quantity or volume of a matetial,
camponent, of product should have been demanstrated Io be effective and reliable by suftable validation
studies.
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22.7.11 Batch processing records for sterile products should include details of the sterilization af the
components and equipment used.

22712 Water treatment plants should be designed, constructed, and maintained ko ensure the
reliable praduction of water of the required quality. They should not be operated beyand their desigred
capacity. The water should be produced, stored and distributed n such a manner as to discourage
microbial growth (eg. by constant circulation at temperatures above 70°C, and avaidance of places whera
water may remain stagnant such as U-bends, 'dead ends' and il-designed valves}.

22.7.13 Water sources, water treaiment equipment and treated water should be monitored regularly for
chemical, microbial and pyrogen contamination as relevant, Records shoufd be maintained of the results
of the monitoring, and of any remedial action.

22.7 14 Unsterilized distiled water intended for further pracessing or sterilization should not stand for more
than a short time unless special precautions arg laken, such as storage above 657°C, to prevent hath the
arowth of bacteria and the conseguent development of pyregens.

22,715 ‘Nhere water or sciutions are heid in sealed vessels, any pressure relief outlets shouig e
protectad by nydrophobic mictabial air fiters,

22.7.16 Cemponents and caniainers should be hardled after the tinal cfeaning process in such a way
that they are not subject to recantamination. The final rinse shouwld be with purified water of appropriae

cruality.
22.8 YALIDATION OF ASEFTIC PRCCESS

22.8.1 Aseptic processing and filling equipment, used in aseptic work procedures and environments
should be validated for their overall performance at the time of qualification and at reguiar inervals
thereafter by test runs in which suitable sterilized agents which will not inhibit microbial growth are passed
through the routine procedures up 1o the sealing of filled final containers. In the case of liquid procassing
the test agent should be soybean-casein digest medium and the filled sealed containers should ke
incubated ior at least 14 days at 3+ 2 °C, When appropriate to the product, other media or temperatures
may also be used. Inthe case of solid or semisclid processing, a process should be devetoped to imrtate
the filiing operation as closely as possible. FUll microbicicgical test controls should be carried out.

22.8.2 For each container type, at least 3 000 typical containers should be filled to the lapelled
quaritity and sealed in an undivided test run. The test run should be carred outimmediately after a regular
production run and in “warse case” conditions, No growth shouid he observed in the incubated comntainers,
but production may continue ¥ not mere than three containers show evidence of microbial growtn after
incubation (i.e. contamination rate of not more than 0,1 %)

2283 Initfal validation should empioy at 'east three runs, which shouid not be continuous, but
considerafion should also be given to employing more than 3 000 units in subsequent runs in order 1
reach statistical significance it estimating the contamination rate.

22.8.4 Cantinuing validation should occur at least twice per year tar each shift for each filing/sealing
ling, All personnel shauld take part in 2 redia fill at least ance per year. The duration of the run shoutd be
sufficient to caver all manipulations that are normaily parformed in actual processing at fifling rates
comparable to standard Production.

2285 Medium should be made 10 contact the entire inside surface of the tontainers being filied at
intervals during the incubation period, e.g. by swirling ar tumbling. Media fertility and stasis tests should be
carried qut,

2286 Cansideration should be given to validating the ability of the medium used to grow micro-
organisms recovered from envirgnmeantal monitoring or from sterility testing.

2287 When a new aseptic process is introduced, when any significant change is made in such a
process or in the equipment, when staff are being trained and at regular intervals thereaftar, ihe efficacy of
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aseptic procadures should ba validated, eg. by filling a sterile liguid mrient medium or powder and testing
for the incidence of contamination, Such fillings shiould be carried out under normal operating conditions.

2288 Procedures shall be in place describing the operations of all critical equipment. The
gualification ol eguipmem generally includes calipration, instabation gualffication {1Q), operafion
qualification (OQ), and pertormance gualification (PQ).

2288 Processing equipment such as sterilizers, component washers, filters, fillers, closure
placement equipment, sealing machinery, and lyophilizers shall be qualified as part of the overall
programme. Product contact surfaces shall be sterilized and process validated.

22.8.10 Process related utfiies such as puritied water, waterdor-inpsction, pharmaceutical
compressed air {and/or other gases), clean or water-for-injection steam, and clean-in-placefsteam-in/place
systems shall be validated,

22.8.11 The following measures shouid be addressed for steam-in-place systems:

a) gisplacement and eliminatian ol entrapped air;
(oH constani bieeds or steam fraps at all low points to efiminate condensate buildup;
ol strict adherence to the steam-in-place procedures;
di proper mantanance of the integrity of the system afier the process;
e} strict adharence to the maximum filter specifications for temperature, pressure, and
fiow, and
f) avoidance of back pressure on filters during steam-in-place.
228 STERILIZATION PROCESSES

£22.8.1 Gengral

22 9.1.1 Sterilization can be affected by moist or dry heat, by ethylene oxide (or other suitabie gaseous
sterilizing agent), by fitration with subsequent aseptic filling into sterite final containers, or by irradiation
with ionizing radiations {but not with ultraviclet radiation). Each method has its particular applications and
limitations. Where possible and practicable, heat sterilization is the method of choice.

22.8.1.2 For effective sterilization, the whole of the material must be subjected to the required treatment,
and the process must be designed and monitored to ensure that this is achievad.

22.9.1.3 Before any sierilization process is adopled, its suitability for the product and its efficacy in
achieving the desired sterilizing conditions in all parts of each type of load t¢ be provessed should be
canfirmed. Such validation should be repeated at suitabie scheduied intervals and whenever significant
modifications have been made to the equipment, Records should be kept! of the results.

22.9.1.4 Products which are intended to be sterile, should be preferably heat sterifized in finat sealed
comainers, Eaan cytig of heal sterilization shouit be monitored by means of {emperature probes o
dotarmine if the heat distribaiion in the sieriization vessel is uniform.

22.9.1.5 The charts of automatic recorders of cycle parameters should constitule part of the batch
processing records of sterite praducts and should be marked to identify the batch or batches to which each
applies.

22.9.1.6 Each separate sterilizing basket, package, pallet etc., of products of comporents undergoing
sterilization should be fastenad to ensure its integrity and should bear in a conspicuous posttion a visual
indicator to demonstrate whether or not it has passed through a sterdization cyzle.

22.8.1.7 To verify the continuing effecliveness of dry heat stetilizing cycles, suitable micrabiological
indicators of known high resistance to the dry heat sterilization process should be included in sterilizing
cycies and placed at representative locations in typical loads. The indicatars should be located in the maost
difficult-to-sterifize site within the sterifizer and, where appropriate, within the produgt.
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22492 Moist Heat

22.9.2.1 This method is suitable only for water-wettable materials and agueous sciuticns. Cther materials
must be sterilized by other methods.

22.9.2.2 Maist heat sterilization is achieved by eXposure to saturated steam under pressura in a suitably
designed chamber. Under these conditions there is an exact refationship betwaen steam temperature and
pressure, Dut the pressure is used solely to obiain the ternperature required and otherwise contributes

nothing to the sterfiization process. The temperature and not the pressure must be used to control ang
momnitor the process.

22.2.2.3 Whilst temperatures and periods of treatment are recommended in official compendia, (e9.121 °C
for 1€ minutes). cther combinations of temperature and time can be used provided they have been
validated. It is important to recognize that the temperature-lime refationship is complex, that at
temperatures below 115 °C dispropertionately long pericds of fime are required, and that as temperatures is
reduced, the process may become progressively less reliatie,

22.3.2.4 ltems 10 be sterilized (other than aquecus medicinal products in sealed containers) shouid be
wrapped in 2 material which ailcws removal of air and prevents penestration by migro-crganisms atter
sterflization. Al parts of the load should be in contact with water or saturated steam at the required
iemperatura for the required time.

22.8.2.5 Unless special pracautions are taken, air must be displaced from the chamber, and from
materials within the chamber, either by a period of frea steaming before the steriiization eynie begins or by
use of a vacuum pump.

22.3.2.6 Mixtures ot steam with air may be used for steriiizing sealed containers of aqueous fluids
provided that steps are taken {c ensure hemogeneity of the steam-air mixture throughout the chamber,
and the process has been validated,

22.9.2.7 Sufficient time must be allowed for the whale of the load to reach the required temperature before
measurement of the sterilizing time-period is commenced. This time must be determined for each type of
load to be processed before the methad is adopted.

22.9.2.8 Care should be taken to ensure that steam used for sterilization is of suitable quality and dees
not contain additives at a leval which could cause contamination of product or squipment,

2283 Dry Heat

22.8.3.1 Ory heat is suitable for sterilizing equiprment, non-aqueous liguids and other materials which can
withstand the temperatures required. Various combinations of temperature and tims are recommended in
cfficial compendia but other combinations of temperature and time can be used provided they have been
validated.

22.9.3.2 Heating should be carried cut in an oven or ather equinment which will achieve sterilizing
conditions throughout the load. The method of ioading used should not be such as to lead to an unaven
temperature distribution.

£2.9.3.3 Before the timed sterilization pericd beging, sufficient timse must be allowed for the temperature of
the whole load to reach the requisite level. This time should be determined for each type of load o be
processed, and the timed sterilization period should nat start until the entire ioad is known to have reached
that level

22.9.4 Filtration Sterilization

22.8.4.1 Sterilization by filtration should only be employed when heat sterilization cannetl be applied
pacause of its detrimental effect on the active ingredients.
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22.9.4.2 Solutions or liquids can be sterilized by filtration through a sterile filter of nominal pore size of §,22
micron {or less), o wilh &1 least equivalent micre-organism retaining properties, into a previously sterilized
container, Such filters can remeve bactena and mowlds but pot all viruses of mycoplasmas.

229443 T_he integrity of the fitter assembly should be checked by an appropriate mathod, such as &
bubble-point pressure test or forward-flow pressure test immediately before and after use. Abnormal

filtration fiow-rates should be noted and investigated. Results of these filter-integrity chacks should be
recorded i the batch record.

22.9.4.4 Any potentially filre or particle releasing filter should be iollowed by a downstream non-fibre
releasing filter that wili retain such parifcles.

22,845 itis intended to use a filter for an extendad period, the effectiveness of the progess should be
validated, taking info account such aspects as the micrabial content of the solution, the capacity and
effizacy of the fiter and its housing, and the polentiai for growth of organisms on or through the filter, It is
preferable not to use the filter far longer than ane warking day.

22.9.4.6 Due to the potential additonal risks of the filtration method as compared with other sterifization
processes, a sesond filtration via a further sierilized micre-organism retaining fiter, immedeately prior 10
filng, may be advisable.

22.9.4.7 The time interval between sterilizing a bulk solution by filtration and filiing it into final containers
should be kept to a defined minimum, appropriate to the conditions under which the filttered bulk is stared.

22.9.4.8 Filkers should not adversely alect the guality or content of solutions by removal of mgredients
froim tham o by reieass of substanges into them, Asbestos filter pads should nst be used for filtration of
carentera! products. Filters should be ireated as staning maletials and subjected to guality control. Filters
must be sieriiized wnen aseptic filling ts carried out.

22.84.9  Anynew or modibed filtration svstem for sterilization should be validated for integrity before it
i placed in service and a record of such validation kept. Only positive pressure filliration should be
employed,

£2.5 4,10 Where the bulk batch is divided into lots tor different sterilization or lyophilisation cycies, all such
ints snoald be distinguisnable irom ore another, by label and in the records.

[
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DERCN= Siologica! indizators
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1 Biglogizal and chemizal indicators used alone are not acceptable as proat of sterifiyy.

22.8.2.2 Biologza indicatars {i.e. preparatons of bacterial cullures, usually spores oi selectad resistam
strains! are mucn lass relizble than physical manitoring mathods (sxcept in ethyiene oxide stediization).

o

Lo

5.5 Bing precaulons most pe taken when nanding bioicgizal indizators due 1o e nazard of
dusing polental contaminants into an oihenwas misronisisgicaky clear. area.

£l ey

ity

22.9.5.4 Microbiological indicators shouid be treatsd as siarting materials and subjected to quality contral.
2256 Chemical indicators

2% %61 Chemizal indisators are avalable for heat, ethylens oxide and radiation sterilization, usually in the
iorm of adnesive tapes or patches, colour spot cards, small tubes or sachets. They change colour as a
resuit of chemical reaction brougnt about by the sierilzation prosess, butit is passible far the change to
take place before the sterilizing time has been completed, and henze, with the exception of plastic
dasimeters used in radiation sterilization, they are unsuitable as proof of sterilization.

22 G.8.5 Certam other substances with metting points which coincide with the stenlization lemperature may
be vsed as indicators in heat sterilization. They indicale that the temperature has been reached, but not
that it has been maintained, or for how lang.
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£2.8.6.3 Radiaticn-sensitive colour discs, not to be confused with plastic dosimeters, are usad to
differentiate between packages which have been subjected to rradiation and those which have not. They

are not ‘ndicater: of successtul steritizaticn, and the manitering of radiaticn sterilization by calibrate
plashc desimeters is the only way of 2nsuring that the stenlizing dose has been given.

2287 Ethyiena oxide

22.4.7.1 This method shoug only Se used when no other method is practicable. During crocess vatidation
it shauid De shown that there is no damaging effect on the product and that the conditions and time
allowed for degassing ara such 25 o reduce any residual gas and reaction products o defined acreptaile
iimitg for ihe type of zrocuct or naterial,

22.9.7.2 Cirect coniast between gas and microbiai 2al's 1s essential; orecautions showd be taken o avo
ile presence of organisms likely io oe encicsed in matenal such as erystals gr drred protein. The naiure
and quarntity 3 the sacxaging materais can significantdy affect ke vrocess,

22275 Fefore 2ennsUrs 0 me Jas, e matsnal sncuid Be rougnt inte aguiiibrium anth sha numiding ano
‘SMLsrEiLre EaUed T e Ziccges. Trg dme raguired lor thig should oe talancsd aginst anoosing
need o mirimise the time sefore sterilization.

1
[\F)

Ll
1
B

.5.7.4 2aen stefiiizanen gycle should De monitored wiih suitable bioicgical indicators appropriatery
rhuted Inrougn e e, The miormation 20 cotained shouid form part of the bacn record,

¥

22.5.7.3 Recoigs thouid e oMEined of the e iakeén o cumpiete the cycle, the oressure, lemperaiura
and humigily wiEhin the cramoer Junng the orocess, the gas contantration and wial amaount 2i gas used.
The pressure and tempgrsiure recorded qunng the cycie shiould form part of the batch record.

22,9 7.3 After stenifzaticn. the icad snouid He storad :n a controlled manner under ventilaied conditiors o
ailow rasidlial gas and ‘eatlion products o oe reduced o defined validated ievels,

2283 Radiation

22 8.8.1 Radigton s:erlization is usea mainly for sterlization of heat sensitive matsrials and aroducts.

22.9.8.2 During the starizaticn procedure the radiavon dose should ve measured. For this purmese
Jdesimetry indicators which are independent of dose rate should be used, giving a guantitative

"neasurement of the dose raceived by the product itsefi. Dosimeter absorbance should pe read within &

3nan geriod atter exposure o radiation,

22.5.3.3 Tne total radiaticn dose snould be administered within a predetarmined ime saan,
£2.9.9 Air Removati

THE removal CF air irom a steam- n-giace system may be accamplished by one of two methods:

al by grawvity
o] througn the use of vaguum

22310 Condensate Removal

Condensate should be coninuousty removed from ail low points to maintain sterilization conditicns in the
system.

2231 Post-sterilization system integrity

System integrity shall be maintained after sterilization. The system should then be purged of stearn and
nondensate and maintained under positive pressure until ready for use.
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NOTE 15: The intraduction of gas ¢an dry the system priar to use, which is very important if the product to
be processed is non-agqueous.

22.8.12 Depyrogenation

Data should be available that demonstrates a knowledge of the (or endotoxin) loading on components
prior 1o treatment in a depyrogenation process. When a depyrogenation process is used, the data shall

demonstrate ihat the process will remove a greater quantity of endotoxin than may have been originaily
present in the companent or produst.

NlOTE: Plastic medical devices and/or containers may be depywogenated by rinse processes, andior
high temperature mouiding, and/or extrusion processes prior to filling. Rubber compound stoppers may be
rendered pyrogen-free by multiple cycles of washing and rinsing prior to final steam sterilization. The finai

rinse shauld be water-for-injection quality.
22913 Gases

Compressed air shall be dry and cil-iree. Al compressed pases that contact products, containericiosures
or product contact surfaces shali be filter sterilized.

22.9.14 Processing Time

The total time for the pradust filtration and filling operations, and hotding time after filtration and prior to
filing, shall be lirnited to a defined maximum. Elapsed time between component washing and steriiizing
should be minimized.

22818 Sampling

All product contact and component sampling sites in the critical progessing Zone shafl be manitored for
anvironmental control during each operational shift. If the environmental control programme indicates that

specified limits are exceeded, corrective action shall be taken in accordance with written procedures.

Other processing zanes shal be moniiored {requently, with sampling frequency based on classification of
the zones and testing data.

Sampling in critical processing zones shall be performed in a manner which presents a minimal
contamination risk o the product.

Support areas snali be roubnely monitored, but may be monitored on a less frequent basis than
processing zones '

22.8.15.1 Sampling Sites

Sampling sites should be derived from and consistent with those used during validation aclivities. The
individual sampling sites for each programme should be at the discretion of the manutacturer refiecting
differences in facilitvequipment design and processing parameters.

2210 QUALITY CONTROL

22.10.1 Sterility Testing
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22.10.7.1 A test for sterility must be carrfed out on samples from each bateh of sterile praducts except
for products for which approval to omit the test for sterility has been specificaily granted by the inspecting
authority,

22.10.1.2  Where a batch of product is sterilized as a series of Iots, each of which is subjected fo a
separate sterilizing cycle o is subjected in processing to different treatment which may affect its sterility,
2g. different lyophilisation cycles, each lot shouid be tested for sterility.

22.10.1.3  Samples for the test of sterility should be taken:

inthe case of aseptically prepared products, at regular intervals during the filing operation so as ta be
representative of the whote of the bateh or filing session. In particuiar the sampfes shouid include
containers filled at the beginning and end of the batch and after any significant interruption of work.
Resampling for retesting must foilow the same pringiple. Where possibie, the first and last units filied
shou'ld be part of the initial sample from ali prescribed locations and at all prescribed times . These should
he divided betwaen test samples and retention samples.

-records should be kept of the resuits of 2l sterility tests and contrel tests.  Contamination rates for
different producis and for different sterility test technigquas should be calculated pericdically and cormpared.
and their significance assessed.

for products which have been heat sterifized in their final containers, cansideration sheuld be givento
taking samples from the potentially coolest part of the |cad.

22.10.2 Pyrogen Testing

22.10.2.1 The water usad in the preparation of sterde praducts should be tested for pyrogens at least ance
per week and after any repair or disturbance to the system, using, for example the limuius amoebocyte
lysate test. Sampling should include "worst case” situations, including start-up. Water for injection stored
heiow 85 °C should be tested at least twice weekly for microbial and pyrogen contarnination.

22.10.2.2 Appropriate samples for pyrogen testing should incfude those taken from the first units filled, the
last units filled, the first urits filled immediately following a break in the filling line (eg. a filter change) and
the: first units filled {ollowing pralonged downtime pericds, i.e. one haur or more.

22.10.3 Media Fills

Media filling in conjunction with comprehensive environmental manitoring of the aseptic area can be
particularly vaiuable in evaluating the aseptic processing of sterile products. The media fill should simulate
the aseptic pracess as far as reasonabty practical.

Scheduled media fill requalifications shail ocour at least every six months for each aseptic process and
filling lire. The madia fill run shall be of sufficient duration to cover all manipulations normally performad in
actual processing. Media fill evaluaticns shall be incubated for at least 14 days at temperature ranges of
20-25 and 30-35. Requalification acceptance criteria shall mest the number of runs and total filled units
which is summarized as follows;

a) For production batch sizes of less than 500 units, 3 media fill runs of the maximum batch size shall be
conducted,

b) Alternatively, for smali praduction baich sizes where infrequent batches (less than 4 per year) are
filled, or for clinical batches, it shall be acceptatie to requalify the process of line by performing a single
media fill run, containing a guantity of units at least aqual to the production batch, immediately after the
praduction batch is filled.

¢ For production batch sizes between 500 and 2,899 units 1 media fill run of at feast the maximum
batch size shail be conducted.
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d For production batch sizes greater than 3 000 units, 1 media fill run of at least 3 000 units shall be

conducted,

Guidance values for microbiological monitoring of clean rooms in operation

Maximum numbear of viable organisms ()
GRADE arr sample settle place contact place glove print
cfurm? {80mm} (85mmj 5 fingers
ciu/d hour cfu cfu
A <11b} ! <1 (b} <1(b) <1 {p)
B 10 5 5 5
C 100 50 (e} 25 -
D 260 100 {2) 50 -

Motes:

(a) Recorwnended limits for contamination may be exceeded on isolated accasion and require only
an examination of the production conditions and the conirol system. It the frequency is high or
shows an upward trend then action shouid be taken.

{b) Low vaiues invalved here are only reliabie when a large number of samples is taken.

{c} For Grades C and D settle piates may be exposed ior less thar 4 hours,

l— Grate Examples of operations

i A Aseptic preparation and filing. Filling of products to be terminally sterifized

| when products are unusualiy at risk.

j B Transfer and storage of containers of freeze-dried products and components
for aseptic fiting.

C Freparation of solutions and components for subseguent sterile filtration and }
| aseptic filing. Preparation of solutions and components for subsequent filling
; and terminal sterilization when preducts or components arg considerably
! exposed or unusually at risk.

1 Filiing of products to be terminally sterilized.
i D Preparation of selutions and components for subsaquent filling and terminat

sterilization.
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22.11 FINISHING OF STERILE PRODUCTS
22.11.1 Ampoules should be seated by a "drawing-off® technigue rather than by tip-sealing.

22.11.2 Containers sealed under vacuum should be tested for maimtenancs of that vacuum after an
apprapriate, pre-determined delay,

22.11.3 Filed comtainers of parenteral products for administration to humans should be inspected
individually. When this inspection is visual it should be done under suitable conirofled conditions of
#lumination and background. Operators doing the inspection should pass regular eye-sight checks, with
spectacles if worn, and be allowed adequate breaks from inspection.

2211 4 Where automatic/electronic/photo-eleciric methads of inspection are used, the effectiveness of the
equipment shouid be validated and its sensitivity monftored.

22.11.5 Tests to demanstrate the integrity of seals of closures on praduct containers should be carried out
during the production of gach batch, These results should form part of the batch processing records.

22.11.8 Whergver the nature of the product makes it possible, every filed and sealed container of
parenteral product should be tested for physical defects and for pariicutate contamination.

22.11.7 ltis appropriate to manitor and control the micrabicfogical content of the water and other materials
used in the leak test procedure.

2212 BATCH RELEASE

22.12.1 The decision to release a batch of sterile product for use should take account of not only the
specific production records and results of tasts performed on that batch, but alse the cumulative test
records and information gathered from the monitoring of the environment, personnei, intermediate
products, equipment and progesses, both before and during the manufacturing of the baich.
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CHAPTER 23

ISOLATOR TECHNOLOGY

23.1 PRINCIPLES

23.1.1 Isofator technoleqgy is now widety used and accepted for the aseptic processing of
pharmaceuticats. The use of barrier systems ofters improvernents in the handling ot pharmaceutical
products in circumstances where product pratection and the maintenance of asepsis, andior operator
pratection and the controf of hazardous substances are critical requirements. Isolators have several
advantages over conventional clean rooms and laminar flow cabinets for aseptic preparation and
dispensing of injections. Isulators provide an acceptable level of sterility assurance for aseptic
operabions. lsolators cannot be regarded as totally sealed uniis since access 1o the contralled
workspace must be open when materials are transferred into and out of this area and the workspace is
continuausly supplied with HEPA filtered air. Other than this air supply, the controlied workspace of the
isalatar will, when in use, be sealed from its background enviroriment.

23.1.2 Gritica! SOP's include those detailing sanitisation, introduction of material, withdrawad of
matertal. and traimng of personnel.

23.2 DEFINITION OF TERMS

23.2.1 isolator

£ containment davice which utiises barrier technology for the enclesure of a controlied workspace.
22.2.2 Tvoe i 1spiaatar

& isotater primarily designed to protest the product from process-generated and external factors that
would compromise s quality,

23.2.3 Type 2 isoiator

An isolator designed to protect the oroduc: from process-generated and external factors that would
compromise s quality and 10 protect the operator from[n hazards associated with the product during
ooeration and in the event of tailure,

22.2.4 Airloo

Ar 8a2i2580 Space with o of more doars and which is interpossd netween the controllec workspace
and the background environment of the isolator, for the purpase of controlling air fiow betwesn them
and io faciitate the transfer of materials batwean them.

JLED Aiarm

An audibie andior visible signaling system whish warne of & iauk zonditon. [t mustincorparate &
device to ensure that I cannat be cancelsd unti correclive astion i taken.

2326 Background Envircnmant

The environment in which the isclatar it sitec. Background environments ars categorised in table 3.
23.2.7 Controlled Wark Space

An enclosed space constructed and operated in such a manner and squipped with appropriate air

handiing and filtration systems to reduce to a pre-dstined level the introduction, ganeration and
ratention of contaminants within it.
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23.2.2 Critical Zone

That part of the controlled workspace where containgrs are opened and product is exposed.
Particulate and microbiclegical contamination should be reduced to lavels appropriate to the intended
use.

23.2.9 Decontamination

A process which reduces contaminating substances to a de-defined acceptance level.

23.2.9.1 Sanitisation

That part of decontamination which reduces viable micro-organisms.

23.2.9.2 Particulate Decontamination

That part of decontamination which reduces visibie and sub-visible levels o a defined acceptable
level.

23.2.3.3 Chemical Decontamination

That part of decontamination which reduces chemical centamination 1o a defined acceptance level.
23.2.10 Docking Device

A sealable chamber which can te {completely remaved from or locked onto an isolator and then
apenad without contamination passing nlo, or out of, the controlled workspace or the

chamber.

23.2.11 Exhaust Filter

A fiter through which tha exit stream of ait from an isolatar

23.2.12 HEPA {High Efficiengy Particulate Air} Filter

Filters with no greater than 0,003 % penatration of 0,5 um particles when tested according to BS 3928,

23.2.13 {aminar Flow

Airflow in which the entire body of air within a confined area moves with uniform velecity along paraliel
flow lines.

Nats: May aiso be referred to as "unidirectional flow'.



144 No. 24785 ) GOVERNMENT GAZETTE, 2 MAY 2003

£3.2.14 Sterilisation

The process applied to a specified field which inactivates viable micro-organisms and thereby
transforms the non-sterile field into a sterile one.

23.2.15 Transfer Chamber

A device which faciitates the transter of goods inte or cut of the controlled workspace wihist
mintmising the transfer of contaminants.

23.2.16 Transfer Hatch

See Transter Chamber.

23.2.17 Transier 1saiator

A separate isolator which can be fixed or removable and which is attached o the main aperational
unit, acting &s a complete transter davice.

23.2.18 Transter Device

A device, which can bs fixed ar removable, which allows materiais to be transferred into or out of the

controlled
23.218 Transfe; Fart
See transfer chamosr

23.2.20 Transfer Systam

The process o transter of materials intec and out o the isolator through a transter device.
23.2.21 Turbulent Siow

A flow of air which is non-laminar.

(22,3 ISOLATOR DEEIGH PRIMNZIPLES

Aftnaugh the spesifications shoutd not be restrictive, there are basic design parameters to which
izalators should coniorm,

23,31 Alr input may be izminar flow, turbulent flow, or a comhbination of the two.

2332 The critica! zone of the comtrolled warksnace should e eguivatent to the EC Grade A, bt
the aifiaw in a2 omiizal Zomc mees ool be ammar flow (see 255,30

23.3.3 [F the isclator iE not supphied with 2 iaminar air iow system, teste should be periormed s2
as to confirm that only air compfying with the requirements of EC Grade A is applied to the critical
zone. Air should he sfisstively swept trom the controlied warkspace and stariling vortices. Stagnant
areas should not exist.

23.3.4 Type 2 isolators shodd operale under negative pressure,

23.3.5 Type 2 isalatars for use with radiopharmaceutizals showld insorparate an approprlate
radiation protective system against ionising radiations.

23.38 For cperator protection, in the event of 2 breach in type 2 isalators & minimurn treach
valocity of O,7m sec- should be maintained.
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23.37 The ranster of materials into and cut of the cantroiled workspace is a critical factor of the
isolator's operation, The transfer device separates the background environment from the Grade A
controfled workspace. It should be designed such that it does not compromise the Grade A controlled
enwvirgnmant. To this end an interiacked device will provide greater security. The size of the fransfer
device should be sufficient to allow all necassary materials and equipment to be passed through

Note: Comnussioning studies should inctude tests to confirm that contaminants will not pass
from the transfer device into the controlled work area. A fully vaiidated transfer procedure shouid be in
place.

23.3.8 Allinternal surfaces (including seals, holes, screws) should be accessibie to the operator
for tleaning and disinfection purposes without campromising the isolator's integrity. They should be
resistance 1o cofrosion by cleansing and disintecting agents and should be capable of withstanding
gaseous disinfection or sterilisation. .

23.3.8 The prassure differential betwaen the Grade A controlied workspace and the background
environment showd be contmuousty ranitored.

23.3.10 Al fiters in isalators in which hazardous substances are handled must have a safe
change faciily. Both the manufacturer and the user should be rmade aware of the risks associated
with changing filters,

L]
23.3.11 All exhaust (or re-circulated) air should pass through one or more HEPA filters. Extract air
trom type 2 solators should normally Be ducted to the outsids through one or more HEPA fiters and
another necessary absorption media (eg. carban). Where isclators are used infreguantly or low |evels
of hazardous materials are handlied, then the exhaust air may be re-circulated into the background
environment through two HEPA filters ip series provided the risk has been assessed and has bean
shown 1o be low risk. (Far further details of exhaust filters see also appendix 5.1

23312 When designing isolaters, consideratian shauld be given to aptical clarity, kghting, noise
levels, humidity, electrical safety, temperature, vibration, ergonarmics and the comfort of the operator |
s

23373 Pressure difierentiats and the direction of alr flow should be such that whan the access
hetwean the transfer sysiem and the controlled workspace is open, conmaminants will not pass into the
controlied workspace and, agciionally i type 2 isalators, operator protection is atso maintained.

23314 if 2 fixed 1ransfar device has its own air supply it should be HEPA filkered,

2337k The air change rates in 21! parts of the isolator system should be sufficient to maintain the
defined grade of anvironmant
Mot The air change ratz will be susk that any unfiltered air that enters the isolator or ranster

aovice win D nurpat irm, he svstam witnin S minies,
22510 The fan snouid nd be capahie of gamaging tne filters in 1hair maximum leaned state.

23.3.17 Isglators should have the fagiiity to enable routing leak testing and particle counts to be
carried out in the isolator Hself and in its transfer devices. Where access points are orovided for test
endipmeant they should be labellad.

»£3.3.18 The isolator should be designed so that the HEPA filters can be integrity tested in situ.

234 THE 5ITING OF ISOLATORS

2341 Isoiatar(s) snouid be sited 10 a dedicated roomsis) used only for the isolator and its
ansillary equipmsnt and related activities. The interior surfaces of the rooms {walls, floots, ceiling)
should be smonth. free from cracks and open joints. They should not shed particulate matter and
shauld allow easy and eifective cleaning and sanitisation,
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2342 The classification of the background envitonment in which the isclator is located will
deperd upon the design and, operational characteristics of the isclator, but should be at least grade 3,
When deciding on the siting of isolators, consideration should be given to the following:

The type of isclator - type litype 2,

The transfer system - see appendix 1.

The level and frequency of use i.e. dispensing/ preparation/manutaciure.

In order to address these variables, isolators have been classified aceording to the transfer system,
Details of the different transfer systems and the corresponding transfer devices are shown in appendix
1. The background environment for the isolator can then be categorised as |, 11, I, IV, ¥ ar EC Grade
A-D depending upan the transfer system and the use to which the isolator will be put {tables 1 and 2).

2342 The definitions of air quality categories {-V are given in 1able 3. The cateqories have been
defined according ta their permitted levels of viable and nan viable particles. For comparative
putposes, the requirements of the different envircnmental classificaticns from commaonly quoted
standards documents are also included in the table.

it should he noted that the levels of viahble micra-crganismes for categories 1-1Y of the background
snvircnmant are more stringent than then nearest grade of air quality specified in the EC GMP,

2344 For pharmaceutica! applications the major criterion upon which the background
environment is categorised should he the risk of microbintogical contamination of the produst. For this
reason the enwvironment has heen classified in this document according to the number of viabie
organisms that can be detected.

It is recognised however that environmental testing is not a guarantee that environmental quality is
maintained.
Frocedures and guality systems should be used to provide the necessary tevel of quality assurance.

235 FACTORY ACCEPTANCE TEST {FAT)

23.5.1 A factory acceptance test (FAT) should be performed. The report should cover at least a
check against Customer Order for completeness, visual check for appearance and identification, the
record of serial numbers of filters, dimensional check, electrical instailation and safety check,
functionat check, including operation of Intertacks and alarms and documentation dossier.

23.6 INSTALLATION GUALIFICATION {1Q)

23.8.1 Qualification data (records) of the isclator should at least cover installation qualification
(I3}, i.e. integrity and leakage test, filter integrity test, filter mounting integrity test, instrument check
and calipration as well as functional check of all operating systems.

23.7T OPERATIONAL QUALIFICATION (OQ)

23.7.1 Qoerational qualification (QQ) should be performed,

23.7.2 Records shouid cover checks an air flow rates, pressures controlled within specitied limits, air
flow patterns, temperature and humidity patierns, particla counts as well as noise and light levels.

23.7.3 Testing of filters and filter housings shouid be done at regular intervals.
23.7 4 The vibration effects of HYAC fans and filing equipment on joints and particularly an hepa filter
clamping systems should be tested. Maximum limits far vibration should be se1, monitored and

contralled.

23.7.5 The ventiiation/filtration system should be apprapriate for functions performed in the isglator
and should be validated.
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23.7;;5 Leak tests of the Isalator should be performed on a regular basis, incluging the glove/sigeve
Z%SB I[-‘T]I':;HFDHMANCE QUALIFICATION {PQ)

23.8.1 Performance qualification {PQ) should be performed.

2382 Sterilisation cycles with standard [vadings shauld be developed and validated.

23.83 Tnere should be relevant SOP's with respect to operations being performed.

2 2.9 MICROBIOLOGICAL MONITORING

23.91 General

Viable particle monitoring for micro-otganisms and non-visible particla monitors should be performed
at regular intervals.

A pian of the isolator should be prepared with coded positions for settle plate, swabbing and air
sampling sites, The follewing methods may be employed:

23.98.2 Zettle Plates

Coded and dated, sterle, tryptone soya agar plates should be exposed far twa hours at all test sites
within the isolator. These shouid be incubated in accordance with a written SOP at the appropriate
temperature for up to five days, or as otherwise chosen by the microbiologist.

2253 Surface Samples
Surface samples at coded sites using sterile contact piates or stefile moistened swabs should be
taken

MNote: Each sample site shouid be sanitized to remove any material transferred 1o it guring the
sampling process.

23.8.4 Active Air Sampling
Samples should be taken al the ¢oded sites,

Where the test utilises standard plates or strips. these should be incubated at the appropriats
temperature for up 1o five days.

The point during the production prasess that finger dabs should be carned out shouwld be dsfined eg. at
a break time or end of 2 day's work, in accordance with a written S0OF

23.8.6 Broth, ar Media Fills {Mediz Process Simulation)

The broth fill is a validation procedurs that challenges both operator and facilities. The purpase of
broth fills is to simulate routine aseptic operations in such & way &s to produce broth filed units that
can be tested for microbicloaical comamination.

The number of urits filled should represent a normal batsh size.

Incubate a1 the designated temperature for up to 14 days. )i the final container is part fillad to ensure
all surfaces are in contact with broth at some stage during incubation.

A procedure should define astions following positive results and should fozus initially on whether the
facility/equipment or operator practices are failing.

Note: The type of broth used is often sterile tryptone soya broth that may be presented in double
strength to allow for dilution with buffer, safine, or water to simulate the process. Any suitable higuid



148 No. 24785 GOVERNMENT GAZETTE, 2 MAY 2003

culture medium may however be used but the ability sPthe broth do support growth shauld be
demonstrated.

23.10 SANITISATION OF MATERIALS

This section addressas disinfection procedures using chemical agents during which fluids are applied
to surfaces with the intention of reducing the count of micre-organisms inside the controlled
warkspace of an isolator.

23.10.1 Introduction
Most isolator systems will require two different procedures:

- A procedure for treatment of the impervious internal surfaces of the isolator and external surfaces
of the resident equipment.

A second procedure for treating surfaces of transient components which will be prasent in the
isolator for a particular procedure.

The cleaning down of equipment and related treatments can employ 2 wide range of agents.
Components and other gids to production shoulkd usually be treated with alcohol-based preparations,
which enable rapid evaporation of the solvent of such disinfectant agents and therefore facilitates a
smaath, responsive work flew during produgtion.

23.10.2 Methads for Treating Resident Surfaces

Transient materiai shouid be removed from the controlied workspace, Internai surfaces shouid be
cleaned with a non-corrosive and low residue detergem. There should be no evidence of corrosion
due to incompatibility with disinfection regimes.

23.10.3 Methods for Treating Transient Surfaces

The surfaces of componenis and aids to preparation {syringes etc.) should be treated by using rapid
drying agents, such as aspectically fitered alcohol {70% wiv ethangl or isopropanol).

23.10.4 Disinfectants should not penetrate guter gackaging and thus contaminate the contents.
23.11 GAS STERILISATION OF ISOLATOR SYSTEMS
23.11.1 Introduction

Alcohol-based sclutions are routinely used te sanitise aquipment and compenent surfaces during
aseptic processing. The major disadvantage of this techniqus is that alcoholic agents process
negligibie activity against bacterial endospores. Contral measuras can minimise the incidence of
sporas on the surfaces of vials, syringe wraps etc; but their absence is not assured. A properly
designed and validated gas treatment of isolator systems can reduce the probability of spores
surviving and increase the sterility assurance of the product,

Gageous agents may be introduced into the controlled workspace of the isolatar system to sterilise the
entire space, integral surfaces and transient or resident components inside, it reduces the numbers of
viable micro-organisms to a predetermined and acceptabie level,

23.11.2 Objectives of Gas Sterilization
Various gaseous agenis can be used within suitably-designed isolators to achieve sterilisation of

working and component surfaces, thereby significantly reducing the overal| probability of steriiity fafure
in the final product.
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Note: This process does not guarantee product sterility, but merely efiminates one of the factors which
can result in product contamination during asepiic processing.
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23.11.3 Choicg of Agent —
The ideal sterilant woutd have the foilowing properties:

rapidiy lethal aganst all micro-organisms, highly penetrative, non-aggressive to metals or palymers,
rapid elimination of residues and harmless to humans.

A sterility assurancea [evel of 108 of better should be achieveable. A variety of mathods are available
and include the use of ethylene oxide, formaldehyde, paracetic acid, hydrogen peroxide or chiorine
dicxide.

The agent of choice will be determined by a number of and equipment-redated factors. For
pharmaceutical apalications in istlators the statilants in most general use are peracetic acig and
hydrogen peroxide.

23.31.4 Gas Cantact

To ensura thar effectiveness, the sterilant vapours must be in contact with ail contaminateg sufaces.
The foilowing peints should be considered:

*  Eguipment shouid be raised appreciably above worktops, and efforts made t¢ provide point
contact of supports.

*  Companents should not be laid on worktops or other solid surfaces. Wire baskets or racking £an
ba utilised to approximate point contact suppeort. Wherever poseible, containers and compenents
should be suspended farce point contacts {eg. wire hooks), to allow free circulation of sterifant around
ali items. If necessary components shouid be rofated or repositianed during processing to ensure all
surfaces are exposed to the gaseous sterilant.

* Glovergauntlet fingers should be fully exiended, and supported weil clear of the warktop in such a
way that the glove/slesve materials are not unduly foided.

Critical validation issues asscciated with the sterilisation process should include the conceniration of
the sterilent, unifarm distribution of steriient, contact imes, temperature aeration post sterfisation,
condensate remonvals and residue as well as the frequency of sterilisation.

23.11.59 Microbiological Validation

Bialagical indicators (BN can be used o confirm the effectiveness of the seiected conditions and
standard patterns. The test arganisms should be selected 1o represent a knownrchalenge 1o the
process. In practice Bacillis subtilis fvar niger} is frequently used, at a concentration of 108 . 107

spares per sirip,

Initiaf tests shauld concentrate on establishing approximate death curves for the test organism, andior
prograssively increasing sterilant contact time until the target lethality is achieved. The process
contact time and sterilant vapour concentration showld then be selected to include an acceptable
safety margin, which makes allowarce also for the compatibility of equipment and with the sterilant.
Once process conditions have been estatlished, the cyelefloading pattern should be validated by
perioming replicate cycles, again using Bl's in worst case positions. Positive controls should be
pedormed and the recovery conditions verified. When some degree of occlusion is unavoidable such
that the diffusion path of gas is greater than 1 or 2 ram, the aciual lethality delivered can be
investigated by direct inoculation of the surfaces and estimation of survivers. Pasitive controls should
be used for other technigues and recovery conditions verified as being effective.
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23.11.6 Routine Cycle Monitoring

The correct loading of the isolater prior to gassing shouid be the subject of properly documented
controt, and it is good practice for isolator acoess doors 1o be locked once correct loading has been
checked. The gas generator's airfiow and sterilant dispenser flow are often pra-set by the
manutacturer, but if this is not the case their correct adjustment shoutd also be formaliy documented.
The generator should ideally altow these parameters, as well as sterilant injgction time, to he recorded
for @ach eycle, as happens with steam sterilisers. If the genarator does not feature computer or chart
recording of data, the parameters should be manually recorded at regular intervals, and documented
for each cyvole,

TABLE 3

DEFINITION QF AIR QUALITY CATEGORIES 1-V,
COMPARISON WITH EQUIVALENT INTERNATIONAL STANDARDS
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CHAPTER 24

AEROSOLS & METERED DOSE INHALERS

24.1 PRINCIPLE

The manufacture of pressunzed asrosol praducts ior inhalation with metering vatves requires special
consideration because of the particular nature of this form of produst. 1t should be done under
conditions which mirrmise misrobial and paricuiate cantamination, Assurance of the quality of the
valve components and, in the case ol suspensions, of uniformity is also of particular imporance.

242 GENERAL
24.2.1 There are presently two com:mon mandtacturing and filing methods as follows:

24.2.1.1 Two-shot system (pressure filling). The acitve ingredient is suspended i a high bailing point
propellant, the dose is put Nl the cantamer, the valve crimped on and the lower boiling point
propeliant 15 injected throuch he vaive stem to make up the hnished produst, The suspension of
active ingredient i propellant is kept cool 10 retluce evaporation loss.

24.2.1.2 One-shot process {cold fitiing). The active ingredient is suspended in & mixture of propellants
and held either under high pressure or at a low temperature, or bath, The suspension i then filled
directly into the container in ane shot.

24.3 PFREMISES AND EQINPMENT
24 3.1 Manufasture and filing should be sarried out as far as possible in a ciosed system.

24.3.2 Where products os ciean componstiis are exposed, the area should be fed with treated fittered
air, and should be entered through arlocks.

24.3.3 Suitable systemns should exist to determing required environmen: condifians and to monitar ang
contiol these conditions, &.0. temperature controls and nrotellant 108s.

224 4 PRODUCTION AND QUALITY SONTROL

244 1 KMetering valves oy agrgsals are more compler siecss o enginsanng than mast temes used m
pharmaceutiza’ produstion. Their spesitizations, campiing and testing 5howls r2cagnise this. Auditing
the Quality Assurance sysiem of the vave manuiacturer is of parbcutar rmporance.

24,42 All fluigs 1e.9. liquio or gesaous oronelanis) shauid pe isred 1o remove particies grealsr than
2.2 mugran. Ap addiiona’ fdratos whare possibie immediatzlv before filing is desiranie,

24.4.3 Containers ang vaives snould be cleaned wsing & valiaoies prosedure agaropriats 16 the use O
the product to ensure tnhe absence of any contaminants such as fabrication aids (g.g. lubricants) o
undue microniotogical contaminants, Containers shiouid be fed to the filling e in & clean condition o
cleaned on ling immediataly belora filing.

24.4.4 Precadtions snould be taken to ensure unitormity of suspensions at the paint of fill throughout
the filing process.

24 4 5 When a twe-shot fliing process is used, it is necessary to ensure that bath shots are of the
correst weight in ordar tc achieve the correct composition.

24.4.8 Controls after filling should ensure the absence of undue leakage. Any leakage tesl should be
performed in a way which avoids microbial contzmination ar residual meisture.
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ADDENDUM 6

DISSOLUTION TESTING

This docwinent has heen prepared to serve as a recommendation to applicants
wishing to submit applications for registration of medicines. It represents the
Medicines Contro! Council’s current thinking on the safety, quality and
efficacy of medicines. It is not intended as an exclusive approach, Council
reserves the right to request for any additional informatton to establish the
- safety, quality and efficacy of a medicine and may make amendments in
y  keeping with the knowledge which is current at the time of consideration of
1 data accompanying applications for registration of medicines, Alternative
. approaches may be used but these must be scientifically and technically
justified. The MCC is committed to ensurc that all medicines gaining market
i approval will be of the required quality, safety and efitlcacy. It s important for
. applicants to adhere to the administrative requirements to aveid delays in the
processing of appiications.

Guidelines and application forms are available from the ofiice of the Registrar
of Medicines.
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2.1

~ DISSOLUTION TESTING

INTRODUCTION

Thisl guideline de;cribes the setting of dissolution specifications as a
quality controf requirement and also describes how to conduct dissclution
testing in support of a request for a waiver for bioeguivaience testing.

Although intrinsic dissolutian of the active pharmaceutical ingredient (AP}
Is an important consideration when formulating solid oral dosage forms,
the dissolution behaviour of s0lid cral dosage forms orovides important
information to ensure drug product quality. Hence, dissolution tesiing has
been estabiisned as an extremely valuable tcol to monitor batch-to-Gatch
consistency and the primary utility of a dissclution test is therafcre to
estabifsh dissclution specifications for relevant drug products for the
purposes of gqualily assurancs.

Dissclution testing can also be useful in providing information on drug
product guality following certain post-approval changes made io the
product, such as changes in formulation, manufacturing process, sile of
manufacture and the scale-up of the manufacturing process, The varicus
classes of changes where dissolution can bs used in support of a
big-waiver are described in the MCC's document on major and minoes
changes.

In addition, where solid oral dosage forms have been proportionally
formutated in different strengths and the drug follows linear kinetics,
dissolution data can be used in support of a bio-waiver for lower strengths
of such dosage forms provided an acceptable bioequivalence study has
been carried aut on one strength, usually the highest strength.

Drug absorption from oral dosage forms depends on adequate release of
the active pharmaceutical ingredient (APY from the product. Physico-
chemical factors such as dissolution or solubiiity of thg drug under
physiclogic conditions and its permeability through the membranes of the
gastrointestinal fract play pivotal roles in this respect. Due 1o the eritical
nature of these factors, dissolution of a drug product in vitro can, in cenain
instances, be relevant to anticipate the in vivo performance.

2. SETTING DISSQLUTION SPECIFICATIONS FOR IMMEDIATE RELEASE
SOLID ORAL DOSAGE FORMS

Objactives

I To provide general recommendations for dissolution testing and
setting dissolution specifications for quality control.
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fi. To obtain information on test batches used in bioavailability/
bioegivalence studies and pivotal clinical studies to support
specifications for quality control,

ifi. To be used as a tool in quality control to demonstrate batch-to-
batch and lot-to-lot consistency during manutfacture,

Dissolution Spacifications

Primarily, in vitro dissolution specifications are used to ensure batch-to-
batch consistency and to indicate potential problems of bicavaiiability.

i For new drug products, dissclution specifications must be based on
data obtained from acceptable clinical, pivotal bicavailabiiity, and/or
biogquivalence batches.

il. In the case of multi-source pharmaceutical products the dissolution
specifications are generally the same as the reference product.

These specifications should be confirmed by comparison of the
dissolution performance of the multi-source pharmaceutical product
and reference product from an acceptable bioequivalence study.

If the dissclution performance of the multi-source pharmaceutical
product is substantially different from that of the reference product
and the in vivo data remain acceptable, a different dissolution
specification for the mult-source pharmaceutical product may be
set,

i Once dissolution specifications are set, the drug product should
comply with those specifications throughout its shelf life,

Setting dissolution specifications for multi-source pharmaceutical products
may be clagsified in three categories as described below.

Drug Produst Dissoiution Test Available in an Acceptable Pharmacoposia

In this instance the quahty control dissclution test should be the test
described in the BF, USP or EP. Use of any other pharmacopoeia must
be justified and acceptable to the MCC.

It is recommended that a dissolution profile be generated by taking
samples at 15-minute intarvals or lass using the specified pharmacopoeial
methad for test and reference products (12 units each).
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Mc!iﬁonai disselution data may also be required when scientifically
Justified e.g._when the pharmacspoeia does not specify a dissolution test
far all AFi's in a combination product. F

Pharmacopoeial Drug Dissalution Test Not Availabie

Comparatve diszolution testing using test and aierengs nraducs under 2
variety of 1est conditions is recommanded.

The tesi conditions may include different dissclution meacia ipk 1 ¢ 6.3).
addition of surtactant. ar use of an official sasket o aaddis annaratus with
varying agitaticn.

in alt cages, protiies should be generaten as previousiy recommenced.

Tne dissolution specifications shoud s 58t basern on avaliable
bicequivalence and other data. ’n additicn, ‘he methad saad must
justified and validated.

Special Cases.

For poorly water soiuble drug products (e.q. givburide;, dissowiicn esting
at more than one time point, and preferably a disselufion profiie, is
recommenced for quality control purccses. Alternatively. the uss of the
USP apparaius 4 (Flow-Through Method) should be considerad fcr the
develooment of dissolution specifications for such products.

IN VITRO DISSOLUTION TESTING !N SUPPCRT OF A BIC-WAIVER
(Bigequivalence Surrogate Inference) .

3.1 Immediate Release Drug Products with Class 1 API's

3.1.1

Qbjectives

To provide recommendations for requesting a waiver of in vive
biocequivalence studies for immediate release (IR} solid oral dosage forms
where the APl is classified as Class 1 accarding to the Biopharmaceutics
Classification System {(Reference 1).

Z47B5—8
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3.1.2 Ciassification Criteria

in the Biopharmaceutics Classification System (BCS) an AP! is classified
as having high or low salubility and high or low permeability.

i.  An APlis considered o te Aighly sofutle when 'he highest dose
strength is soluble in <250mL of aqueous buffer aver the oH range of
1.0t0 8.0,

i1, An APt is considered o be Aighly permeabie when the axtent o
abserption in humans is determined o be greater than 50% of an
administered Jose in the aoeencs of doccumentsd nsigtiiity in the
gastrointestinal fract, or whose nigh 2ermeatiity nas 2een
determined 2uperimentaily (Réfsrance 1) and receriad in the
literature,

11

Accerding to the BCS, g Class 1 AP is both highly sciutle and Highiy
permeakie.

An immediaie reiease (iR) dosage form can be clasaified as 2uner “acidly
or slowly dissclving and ‘s considerad rapigly dissciving wnan nct :ess
than 85% cf the lapel amount of the AP dissolves within 30 minutes using
USP Apparatus 1 at 100rpm (or Apparatus 2 at 50rpm) in a veiume of
900mL., or less, in gach of the following three media:

- acidic media such as 0.1N HCI

- pH 4.5 butfer

pH 8.8 huifer

3.1.3 Reguirements for Bio-Waivers for Immediate Release Drug Freducts

When an immediate release drug preduct is rapidfy dissolving and
containg a Class 1 API s, the APl is hoth highfy soluble and highly
permeable, a bio-waiver for the multi-scurce product may be granted on
the basis of acceptable dissolution data.

Dissclution shouid be greater than 85% in 20 minutes in each of the
foilowing three media:

- acidic media such as 0, 1N HCI

- pH 4.5 buffer

- pH 6.8 buffer

(03282082—+6 24785—8
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Proportionally Similar Dosage Forms

When a bio-waiver is requested for lower strengths of drug products which
are proportionally formulated (see Guideline for Bioavailability and
Bicequivalence....), the following dissolution testing is required:

iii.

Dissolution of test and reference preducts should be conducted in
each of the following three media:

- acidic media such as 0.1N HCI

- pH 4.5 buffer

- pH 6.8 buffer

Dissolytion profiles of test and reference products should be
compared as described below for each of the three media.

Similarity in dissolution profiles must be assessed using f; and fp but
only fdata will be used as the acceptance criterion.

An f, value = 50 indicates sufficiently similar dissciution profiles
such that iurther irr vivo studies are not necessary.

When both the test and reference products dissolve to the extent of
85% or more of the label amount in D15 minvtes in all three
dissolution media recommended above, comparison of test and
reference dissolution prafiles are not necessary.

Dissolution data in support of bio-waivers for higher strength
ptoportionally similar dosage forms will not normally be considered.
However, is a successful biostudy was carried out on a lower
strength for reasons of safety (see Guideline for Bioavailabiiity and
Bioequivalence....), then dissoiution testing on higher strengths will
be considered.

3.3 Comparison of a Foreign Refersnce Product with a Reference Product
Registered and Marketed in South Africa

As an interim measure, bicequivalence studies submitted where a foreign
reference product has been used will require comparative dissaiution
profiles hetween the foreign product and the innovator product marketed
in South Africa.

i.

Dissolution of test and reference products should be conducted in
each of the following three media:

- acidic media such as 0.1N HCI

- pH 4.5 butfer
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- pH 6.8 buffer

. Dissolution profiles of test and reference products should be
compared as described in section 3.4 for each of the three media,

Similarity in dissolution profiles must be assessed using fy and fobut
only f, data will be used as the acceptance criterion.

An fz value =50 indicates sufficiently similar disscluticn profiles such
that further i vivo studies are not necessary.

iil. When both the test and reference products dissolve to the extent of
85% or more of the tabel amount in T15 minutes in all three
dissciution media recommended akove, comparisen cof iest and
reference dissolution profiles are not necessary.

Camparison of Dissolution Profiles

A dissolution profile compariscn may be carried out Using a simple modei
independent approach to assess cverall profile similarity as weil as
similarity or differences at each dissolution sample time point.

This approach uses a difference factor (f;} and a similarity factor (f2) to
compare dissolution profiles {Reference 2). The difference factor (1)
calculates the (%) difference between the two curves at each time point
and is a measurement of the relative error between the two curves:

fr= S MR- Tl 17 s "Ra. 100

Where n ig the number of time points, R, is the dissolution vaiue of the
reterence batch attime t, and T, is the dissolution valug of the test batch at
time t.

The similanty factor {f2) is a logarithmic reciprocal square root
transformation of the sum of squared error and is a measurement of the
similarity in the percent (%) dissalution between the two curves,

t.= 50, logif1= (1/n)Tw " (R - TP5.100}

A specilic procedure to determine difference and similarity factor is as
follows:

1. Determine the dissolution profile of two products (12 units each) of the
test and reference progucts.
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2. Using the mean dissolution values from both curves at each time
interval, calculate the difference factor (f,) and similarity factor (fz}
using the above equations.

3. For curves to be considered similar, §; values should be close to 0, and
f, values should be close to 100. Generaily, the f; values up to 15 (0
- 15} and f; values greater than 50 (50 — 100) ensure sameness or
equivalence of the two curves and, thus, of the performance of the
test and reference products.

This modei independent method is most suitabte for dissolution profile
comparison when three to four ar more dissolution fime points are
available. The following recommendations should also be considered;

1. The dissalution measurements of the test and reference batches
should he made under exactly the same conditions. The disselution
time points for both profiles shouid be the same {s.9., 15, 30, 45, §0
minutes).

2. Only one measurement should be considered after 85% dissolution
of both the products,

3. To allow use of mean data, the percent coefficient of variation at
the earligr time points {e.q., 15 minutes} should not be more than
20%, and at other time points should not be more than 10%.

4 Dissolution Testing Requirements For Minor And Major Amendments To The
Formuiation Of Pharmaceutical Praducts And Retated Manutacturing
Procedures Including Their Site Of Manufacture.,

When amendments are made to pharmaceutical products, manufacturing
procedures and other associated processes including change of site their
impact on quality must be demonstrated. The following describes the use
of dissolution testing as an indicator of quality which may be applicabie as
describe below.

The following disscluticn tests are recemmended:



STAATSKOQERANT, 2 MEI 2003 Mo, 24785

185

4.1

DISSOLUTION TESTING

Types of Dissclutipn Test
Case A Dissoiution Testing
Dissolution testing should be conducted as a release test according to the

criginal submission ar in accordance with compendial requirements for
that product.

4.1.2 Case B Dissolution Testing

A
—y

4.2

Cissclution iesting should be conducted as a multi-noint test in the
applicaticry 2ompendial medium at 15, 30, 42, 80 and 120 minutes or until
an asvmpicts s reached ‘or the croposed and currently registered
formulation.

1.3 Case C Dissolution Testing

Cissolution esting should be conducted as a multi-point test in water,
0.1 HCl and puifer at pH=4.5 and §.8 for the proposed and currently
registered formulations at 15, 30, 45, 80 and 120 minutes or until either
90% of drug from the drug product is dissolved or an asymptote is
reached. In the case of poorly soluble drugs, comparisons can be made
using aiternative compendiai methods and media that have been
apprepriately justified.

Types of Changes
4.2.1 Minor Changes

In the event that the minor change made is such that there is unlikely {o be
an effact on the quality and performance of a dosage form then Case A
dissclution testing is appropriate.

4.2.2 Intermediate Changes

In the event that the changes made may have a significant impact on the
guality and performance of a dosage form then Case B dissoiution testing
is appropriate. Howsver if the change is made to a product containing a

BCS class 1 compound then 85% must be dissolved in 15 minutes in the
media used in the application or compendial requirements.
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For low permeabiiity, high solubiiity drugs, dissclution profiles should be
generated in the application/compendial medium as previously described
for Case B dissolution testing. For high permeability, low sofubility
compounds, muli-point dissolution profiles should be carried out
according to Case C dissolution testing.

Profiles of the currentty used product and the proposed product should be
proven similar according to the f; requirements as describe in this
Guideline.

4.2.3 Maior Changes

In the case of changes that are highly likely to have a significant impact en
formulation quality and performance, in vivo bicequivalence testing must
be conducted. Case B or Case C dissolution testing may also be required,
Biowavers may be considered if a proven i vitre-in vivo correlation
{IVIVC) has been shown.
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MEDICI\IES CONTROL COUNCIL

MEDICINES CONT 1-?.»CL COUNCL

SFMARTRMGNT JF HEAL TH
R S R

ADDENDUM 5

BIOAVAILABILITY AND
BIOEQUIVALENCE DATA REQUIRED
AS PROOF OF EFFICACY

This document has been prepared ta serve as 3 recommendation to applicants
wishing to submit applications for registration of medicines. It represents the
Medicines Ceontrol Council’s current thinking on the safery, quality and
efficacy of medicines. It is not intended as an exclusive approach. Council
reserves the right to request for any additional information to establish the
safety, quality and efficacy of a medicine and may make amendments in
keeping with the knowledge which is current at the time of consideration of
data accompanying applications for registration of medicines. Alfernative
approaches may be used but these must be scientifically and techuically
fustified. The MCC is committed to ensure that all medicines gaining market
approval will be of the required quality, safety and efficaey. It is important for
applicants to adhere to the adminisirative requirements to avgid delays in the
precessing ol applications.

e RS n o | i s

Guidelines and application forms are uvailable from the office of the Registrar
i of Medicines.

b e,

REGISTRAR OF MEDICINES
MS M.P. MATSOSO
DATE: m&, fwo?:
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BICAVAILABILITY/BIOEQUIVALENCE
INTROBUGCTION

Adequate evidence/proof of efficacy and safety for all muitisource products in the
form of appropriate in vivo bioequivalence studies must be submitted with each
application for the registration of a medicine.

To exert an optimai therapeutic action an active moiety should be delivered 1o its
site ¢of action in an effective concentration for the desired period. To allow reliabis
prediction of the therapeutic effect the performance of the dosage form
containing the active substance should be well characterised,

Comparison of therapeutic performances of two pharmaceudtical products
containing the same active substance is a critical means of assessing the
passibility of using sither the inngvator or a muiti-source {generic! charmaceutical
product. Assuming that in ihe same subject a similar piasma drug concentration
time course will result in similar drug concentrations at the site of action and thus
in a similar effect, pharmacckinetic data instead of therapeutic results may pe
used ta establish bicequivalence,

The objectives of this guideline ara to:

i, Define when bicavallability or bioequivalence data will be required in
crder to prove safety and efficacy.

i. FProvide guidance on ithe design and conduct of studies and the
evaluation of data.

iii. Provide guidance when in vitro instead of /n vive data may be used.

iv. Provide guidance when suitably vaiigated pharmacodynamic meihcds
can pe used 1o demonstrate bioequivalence.

For pharmaceutical products where the active ingredient is not intended
to be delivered into the general circulation, the common systemic
bicavailability approach cannot be applied. Under these conditions
availabitity (Jocal) may be assessed by quantitative measurements which
appropriately reflect the presence of the active ingredient at the site of
action.

DEFINITIONS
Active Pharmaceutical Ingredient (AP! )
A substance or compound used or intended to be used in the manufacture of a

pharmaceutical product and which is expected to have a mediginal or
pharmacclogical effect when administered.
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Pharmaceutical Product

Any preparation for human or veterinary use containing one or more active
pharmaceutical ingredients with or without pharmaceutical excipients or additives
that is intended to modify or explore physiclogical systems or pathciogical states
for the benefit of the recipient,

Pharmaceutical Equivalence

Pharmaceutical products are pharmaceutically equivalent if they contain the
same amount of the same active pharmaceutical ingredient(s) in the same
dosage form, it they meet the same or comparable standards and if they are
intended to be administered by the same route.

Pharmaceutical equivalence does not necessarily imply bicequivalence as
differences in the excipients andior the manufacturing process can lead 1o
differences in the preoduct performance.

Therapeutic Equivalence

Two pharmaceutical products are therapeutically equivalent if they are
pharmaceutically equivalent and, after adminisiration in the same molar dose,
their effacts with respect to bath efficacy and safety are essentially the same, as
determined from appropriate bicequivalence, pharmaccdynamic, clinical or
in vitro studies,

Bioavailability

Bicavailability refers to the rate and extent 1o which the active pharmaceuiical
ingredient, or its active moiety, is absorbed from a pharmaceutical product and
becomes available at the site of action. ’

it may be useful to distinguish between the “absolute bicavailability” of a given
dosage form as compared with that (100%) following intravengus administration
{e.g. oral solution vs. iv.), and the “relative bicavailability”™ as compared with
ancther form administered by the same or another non-intravenous route (e.g.
ablets vs. aral sciution).

Bioaquivalence
Bioequivalence is defined as the absence of a significant difference in the
bioavailability between two pharmaceutically equivalent products under similar

conditions in an appropriately designed study.

Comparative studies using ¢linical or pharmacodynamic end points may be used
to demonstrate bicequivalence.
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Pharmaceutical Dosage Form

A pharmacelutical dosage form is a pharmaceutical product formulated to
preduce a specific physical form (e.g. tablet, capsule, sclution etc.) suHable for
administration to human and animal subjects.

Multi-Source (Generic) Pharmaceutical Product

Multi-source pharmaceutical products are pharmaceutically equivalent products
that may or may not be therapeutically equivalent.

Proportionally Similar Desage Forms/Products

Pharmaceutical products are considered proportionally similar in the following
£ases:

l.  When all active pharmaceutical ingredients and inactive components are in
exactly the same proportion between different strengths (e.g. a 100mg
strength tablet has all active and inactive pharmaceutical ingredients exactly
half of a 200mg strength iablet and twice thai of a S0mg strength tablet).

ii. When the active and inactive ingredients are not in exactly the same
proportion but the ratios of inactive pharmaceutical ingredients to the total
weight of the dosage form are within the limits defined by the Guideline for
Majer and Minor Amendments.

#. When the pharmaceutical products contzin  high potercy active
pharmaceutical ingredients and these products are of different strengths but
are of similar weight.

The difference in API content between strengths may be compensated for by
weight changes in one or more of the inactive pharmaceutical excipients provided
that the total weight of the pharmaceutical product remains within 10% of the
weight of the pharmaceutical product on which the bioequivalence study was
performed. In addition, the same inactive pharmaceutical excipients must be
used for all strengths, provided that the changes remain within the iimits defined
by the Guideline for Major and Minor Amendments,

Exceptions to the above definitions may be considered provided justification is
suthmitted.
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DESIGN AND CONDUCT OF STUDIES FOR ORALLY ADMINISTE
PHARMACEUTICAL PRODUCTS RED

A bicequivalence study is basically a comparative bioavaiiability study designed
to establish equivalence hetween test and reference products. In the following
sgctaonls, requremnents for the design and conduct of bioavailability or
bicequivalence siudies are formulated.

Design

The study should be designed in such a way that the formulation effect can be
distinguished from ather effects. | the number of formulations tc be compared is
WG, a balanced twe-period, two-saquence cressaver cesign is considered 1 be
e dasign <f choicz,

Howeyen under certain circumstances and provided the study design and the
statistical analyses are scientifically sound. alternatively well-astablished designs
such as paraliel designs for very long hali-life substances could ke considered.

in general, singl_e dose siudies will suffice, but there are situations In which
steady-state studies may be required and must be justified.

To avoid carry-over effects, treatments should be separated by adequate wash-
out periods.

The sampling schedule should be planned to provide an adequate estimation of
Cmax and to cover the plasma drug concentration time curve long enough to
provide a reliable estimate of the extent of absorption. This is generally achieved
if the AUC derived from measurements is at least 80% of the AUC extrapolated
to infinity.

If a reliable estimate of terminai half-life is necessary, it should be obtained by
collecting at feast three to four samples during the terminal log Yinear phase.

For long half-life drugs {> 24 hours) the study should cover a minimum of 72
hours uniess 80% is covered befare 72 hours.

For immediate release dosage forms, studies must be done under fasting
conditions, unless {food effects influence bicavailability. If the dosage directions
specifically state administration with food, both fed and fasted studies are
required. For modified release dosage forms the influence of food must be
demonstrated to exclude any possibility of dose dumping, hence both fed and
fasted studies are required,

Subjects

Number of Subjects

it is recommended that the number of subjects should be justified on the basis of
providing at least 80% power of meeting the acceptance criteria.
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The minimum number of subjects should not be less than 12, If 12 subjects do

not provide 80% power more subjects should be inciuded.

A minimum of 20 subjects is required for medified release orai dosage forms.

The number of subjects required to provide an 80% power of meeting and
passing the acceptance criteria for the 0,8 - 1,25 acceptable interval can be

determined from Table § below (Reference 1).

Table 1 Sample sizes to attain a power of 70%, 80% and 90% in the case of the
muitiplicative model: a = 5 %, 8,=0.8, B2=1.25 and various CVs.

Fower ‘

cy utiie
%) |{%) |085 [0S0 |08 100 105 1110 |15 |1.20
50 |70 10 |8 4 4 4 | 4 [ 1
15 16 B 8 4 8 I's 10 34
10.0 2 lig s 5 5 8 15 |58
125 42 14 3 8 3 12 24 30
15.0 80 18 10 10 10 16 32 128
175 80 22 12 12 12 20 44 172
20.0 | 102 |30 f |14 |16 |26 lse |22
225 | 128 {38 20 18 20 a0 70 282
250! 158 { 44 D4 20 22 38 B4 344
27,5 190 |52 28 24 25 44 102|414
30.0 224 | 6D 32 |28 32 52 120 | 4980
5.0 | B0 12 3 3 3 4 6 8 )
7.5 22 8 6 5 5 8 12 44
100 36 12 8 8 8 10 20 76
125 54 16 10 2 19 14 30 118
15.0 78 22 12 ! 10 12 20 42 168
175 104 |30 16 14 16 26 56 226
20.0 134 38 20 |18 18 32 72 294
225 168 | 46 a4 50 |24 4D 90 365
25.0 206 |56 |28 |24 28 48 110 | 452
575 248 | 88 24 28 4 58 192 | 544
30.0 292 | 80 40 22 28 B8 156 | 842
50 |30 14 3 3 3 3 8 8 23
75 23 10 8 8 5 8 16 60
10.0 48 14 8 g 8 14 26 104
125 74 |22 |12 |10 |12 |18 |40 182
15.0 106 |30 |16 12 16 26 58 232
175 142 |40 120 16 20 4 76 312
200 186 50 \ 28 20 24 144 100 1 406
25 oz |84 ap 24 0 54 124 | 516
250 284 78 38 a8 36 B8 152 | A28
275 34z |92 |4 34 44 78 182 | 759
| 30.0 404 |08 =2 a0 82 {%2 214 | e88
Noter  Less than 12 subjects should not be used even i the aboves table

To determine the number of subjects required, proceed as follows:

indicates that a power of 80% can be attained with less than 12 subjects.

i Determine the CV% of the appropriate BA/BE parameter for the drﬁg under

investigation from published literature or an appropriate pilot study.

ii. Choose an appropriate mean test/ reference rafio that is envisaged for the
BA/BE parameter (ur/ Wg). Ideally this value will be 1.00, however, in practice
this I5 seldom the case so the choice of this ratio is at the discretion of the
SponsorfApplicant.
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ii. Determine from the table the number of subiects required for the appropriate
CV%, Fower and ur/ ua.

For example, if the drug under investigation has an AUC CV of 20% and if a
pripe of 0.95 or 1.05 is selected, then a minimum cf 20 and 18 subjects
respectively will be required for a power of 80%.

Alternatively, the sample size can be calculated using appropriate power
equations, which must be presented in the protocol,

Add-cns will be permitted but the number of subjects in the add-on should not
exceed the initial number of subjects in the study, unless fully justified. The
applicant must show that the data are homegenecus using agpropriate statistical
iests. The grovisian ior acd-ons mus: be made in the arotecel & prier.

Selection of Suniects

The subiect population for biocequivalence studies should pe selected with the
aim to minimise variabiity and permit detection of differences between
nharmaceutical products. Therefore. the studies shouid nermally be performed
with healthy volunteers.

The inclusion/exclusion criteria shouid be clearly stated in the protacol,
in general, subjects should exhibit the foliowing characteristics:

i. Sex: Subjects may be selected from either sex, however, the risk to women
of childbearing potential should be considered on an individual basis.

ii. Age: Between 18 and 55 years of age.

ii. Mass: Have a body mass within the normal range according 1o accepted
normal values for the Body Mass Index (EMI=weight in Kg divided by height
in meters squared i.e. Kg /m% or within 15% of ideal body mass e.g.
Metropelitan Height and Weight Tables which can be found in the following
reference: Stalistical Bulletin {Metropolitan Life Foundation) Vol 64, No 1,
Jan-Jun 1883, or any other such recognised reference.

iv. Informed Consent: All subjects participating in the study must be capable of
giving informed consent.

v. Medical Screening: Subjects should be screened for suitability by means of
clinical laboratory tests, an extensive review of medical history, and a
comprehensive medical examinaticn. Depending on the drug's therapeutic
class and safety profile special medical investigations may have to be carried
out before, during and after the completion of the study.

vi. Smoking/Drug and Alcohol Abuse: Subjects should preferably be non-
smakers and without a history of alcohol or drug abuse. If moderate smokers
are included (less than 10 cigarettes per day) they should be identiied as
such and the possible influences of their inclusion on the study results should
be discussed in the protecol.
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Inclusion of Patients

if the active substance under investigation is known to have adverse effects and
the pharmacological efiects or risks are considered unacceptable for healthy
volunteers it may be necessary, under suitable precautions and supersision, 1o
use patients instead. in this case the applicant should justify the use of patients
instead of healtny volunteers.

Genetic Fhenoiyping

Phenotyping and/er genctyping of subjects can be considered for exploratory
bioavaitability studies. #t may also be considered in cresscver stucies (&.g.
bioequivalenca. dose proporticnaiity, food interaclion studies atc)) for safety or
onarmacckinetic reascns.

If a drug is known {0 be subject to major genetic polymorphism, studies could he
performed in cchorts of subjects of known phenotype or genhotype for the
polvmorphism in guestion.

Standardisaticn of the Study Conditiens

The test conditions should be standardised in order to minimise the variabiiity of
all factors inveoived, except that of the products being tested. Therefore
standardisation cf the diet, fluid intake and sxercise is recommended.

i. Desing: The time of day for ingestion of doses should be specified.

ii. Fluid Intake at Dosing: As fluid intake may prefeuncly influence the castric
transit of crally administered dosage forms, the voiume of fluid administered
at the time of dosing sheuid be constant (e.q. 200 mi).

iii. Food and Fluid Intake: In fasted studies the period of fasting pricr to dosin
should be standardised and supervised. All meals and fluids taken after
dosing should aiso be standardised in regard to coempaosition and time of
administration and in accordance with any specific requirements for each
study.

iv. Concommitant Medication: Subjects should not take other medicines
during a sultable pericd before and during the study and should abstain from
food and drinks, which may interact with circulatory, gastrointestinal, liver or
renal function (e.g. alcoholic or xanthine-containing beverages or certain fruit
juices).

v. Posture and Physical Activity: As the bioavailability of an active moiety
from a dosage form can be dependent upon gastrointestinal transit times and
regional blood flows, posture and physical activity may need to be
standardised.
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Sampie Collection and Sampling Times

Under normal circumstances, biood should be the biclogical fluid sampled to
measure the concentrations of the drug. In most cases the drug may be
measured in serum or plasma, however, in some cases, whole blood may be
more appropriate for analysis,

When blood is collected:

i. The duration of biood sampling in a study should be sufficient to account for
at least 80% of the known AUC to infinity (AUC.). This pericd is
approximately three terminal half-lives of the drug.

ii. Far most drugs 12 to 18 samples including a pre-dese sample shouid be
collected per subject per dose.

ii. Sampie collection should be spaced such that the maximum concentration of
drug in bigod {Cmad) and the terminal elimination rate constant (Ke) can be
gstimated.

iv. At least three to four samples should be obtained during the terminal log-
linear phase to estimate Kg by linear regression anatysls,

v. The actual clock time when sampies are collected as well as the efapsed
time relative to drug administration shoulid be recorded.

If drug concentrations in blood are too low 10 be detected and a substantial
amourtt (> 40%) of the drug is eliminated unchanged in the urine, then urine may
serve as the biological fluid to be sampled,

When urine is collected:;

[, .The voluyme of each sample must be measured immediately after collection
and included in the report. .

ii. Urine should be coilected over an extended period and generally no less than
seven times the terminal elimination half-life so that the amount excreted to
infinity (Aec) can be estimated.

iii. Sufficient samples must be obtained o permit an estimate of the rate and
extent of renal excretion. For a 24-heur study, sampling times of D to 2, 2 to
4,4108,810 12, and 12 to 24 hours are usually appropriate.

Characteristics to be Investigated
Blood/Plasma/Serum Concentration versus Time Profiles

In most cases evaluation of bioavailability and bioequivalence will be based upon
measured concentrations of the parent compound (i.e. the API) where the shape
of and the area under the plasma concentration versus time curves are generally
used to assess the rate and extent of absorption,
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In some situations, however, measurements of an active or inactive metabolite
may be necessary instead of the parent compound.

i. If the concentration of the active substance is too low to be accurately
measured in the biological matrix.

ii. if there is a major difficulty with the analytical method.
jiii. If the parent compound is unstable in the biological matrix.

iv. If the haif-life of the parent compound is too short thus giving rise to
significant variabiiity.

Justification for not measuring the parent compound must be submitted by the
applicant and biceguivalence determinaticns based con metabalites should De
justified in each case.

Sampling paints should be chosen so that the plasma concentration versus time
profiles can be defined adequately so as to allow accurate estimation of relevant
parameters.

The following bioavailabiiity parameters are to be estimated:

. ALC, AUC.. Crmax tmax fOr plasma concentration versus fime profiles.

i. AUC., Cmax, Cmn, fluctuation {%PTF} and swing (%Swing) for siudies
conducted at steady state.

ill, Any other justifiabie characteristics ‘cf. Appendix !).

iv. The method of estimating AUC-values should be specified.

Urinary Excretion Profiles

In the case of API's predominantly excreted renally, the use of urine excretion
data may be advartageous in determining the extent of drug input. However,
Justification must aiso be given when this data is used to estimate the rate of
absorption,

Sampling points should be chosen so that the cumuiative urinary excreticn
profiles can be defined adequately so as to allow accurate estimation of relevant
parameters.

The following bicavailability parameters are to be estimated:

i. Ae, Ae. as appropriate for urinary excretion studies.

ii. Any other justiiiable characteristics {cf. Appendix 1).

ii. The method of estimating AUC-values shouid be specified.
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3.5.3 Pharmaccdynamic Studies

3.6

!i ;::_h_arnjacodynamic parametersiefiects are used as bicequivalence criteria,
justification for their use must be submitted by the applicant. Bioequivalence

Eete{;&ninations based on these measurements should be justified in each case.
n addition:

i. A dose response relationship should be demonstrated.

ii. Sufficiert measurements should be taken to provide an appropriate
pharmacodynamic response profile.

iii. The compiete effect curve should remain below the maximum physiological
response.

iv. All pharmacodynamic measurements/methods must be validated with
respect to specificity, accuracy and reproducibifity.

Chemical Analysis

The hioanalytical part of bicequivaience trials should be conducted according to
the applicable principles of Good Laboratery Practice (GLP) and cGMP.

Bioanalytical methads used to determine the active moiety and/or its metabolic
preduct(s) in plasma, serum, blood or urine or any other suitable matrix must be
well characterised, fuily validated and documented to yield reliable results that
can be satisfactorily interpreted.

The main objective of method validation is to demonstrate the reliability of a
particutar method for the guantitative determination of an analyte(s) in a specific

biclogical matrix. Validation should therefore address the following characteristics
of the assay (Reference 2);

i. Stability of stock selutions.

i. Stability of the analyte(s) in the biolcgical matrix under processing conditions
and during the entire peried of storage.

. Specificity.

iv. Accuracy.

v. Precision.

vi. Limits of detection and quantitation.
vii. Response function,

vili, Robustness and ruggedness.
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A calibration curve should be generated for each analyte i '

_ n each anaiytical run
and it should be used to calculate the concentration of the anatyty; in the
unknown samples in the run.

A number of separately prepared Quality Control samples should be analysed
with processed test samples at intervals based on the total number of samples.

All procedures shouid be performed according lo pre-established Stand
Operating Procedures [SOPs;. ° neare

All relevant procedures and formulae usad 1o validate ihe biocanalytical mathod
should be submitted and discussed.

Any mediticaticn of the bicanalytical method befors and during anaiysis of study
specimers may require adequate revalidation and all mcaifications shoule te
reporied and the scepe of revalidation justified.

Raferenca Froduct

N.E. Freducts that are nict registered in South Africa cannct be used as reference
products in bioequivalence studies submitted in supcoert of an appiicaticn
e.g. a product approved for marketing in ancther country(s} but not
approved far marketing in South Africa cannot be used as a reference
praduct.

Reference Products Registered and Marketed in South Africa

The reference product must be an innovater product registered with the
Medicines Controi Council (MCC) and must he procured in Scuth Africa except
that an “OLD MEDICINE” may De used as a reference product when no other
such preduct has been registered and provided that it is available on the South
African market. if more than one such product is availahle, then the product that
is the market leader in Scuth Africa should be used as the reference (e.g. IMS
database).

3.7.2 Reference Products Registered but not Procured inside Scuth Africa.

1. A torsign reference product can be used provided that the following
evidence is submitted:

i. The reference product has an identical formulation (the same in all
respects) as the innovator product marketed in South Aftica.

if. The reference product is manufactured by the same method as the
innovator product marketed in South Africa.

fii, The reference product is manufactured at the same site as the
innovator product marketed in South Africa.
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The intention of the above clause is o provide for the use of 2 reference
product where that innovator proguct has been imported for use in South
Africa.

2. As an interim measure, bioequivalence studies submitted where a foreign
referance product has been used will require comparative dissolution
profiles between the foreign product and the inngvator product marketed in
SA and must meet the o requirements when tested in dissclution media of
pH 1.2, 45 and 6.8, using an appropriate dissolution apparatus {see
Guideline for Dissolution Testing).

Tha imtention of the above clause is {0 make provision for dossiers
submitted prior 1o the implementaticn of this guideline,

Reference Products Registered in South Africa but not Marketed (Availabie) in
South Africa

I¥ a reference product is registered in SA but cannot be procured fi.e. is not
avajlable) in South Africa, then the reference product used can be obtained frem
outside Scuth Africa provided that the product meets the following criteria:

i, The reference product must be a conventional, immediate-release oral
dosage form.

ii. There is no documented evidence of bioavailability problems reiated to the
active pharmaceutical ingredient(s) or the pharmaceutical product, or
ingredients or products of similar chemical structure or formuiations.

iii. It must be documented that the pharmaceuticai product is autharised for
marketing by the heaith authority of a country with drug registration
requirements acceptable to the MCC. In such instances the registration
requirements of the country where the reference product was approved must
be submitted.

iv. 1t must be documented that the pharmaceutical product is marketed in the
country of origin by the same innovator company or corporate entity which
currently markets the same aclive pharmaceutical ingredient in the same
dosage form in South Africa; or, that it is marketed in the country of origin
through a licensing arrangement with the innovator company or corporate
entity which currently markets the product in South Africa. The country of
manufacture must be stated.

v. Copigs of the labelling for the refetence as well as the innovator product
marketed in South Africa, together with Certificates of Analysis for both
products, analysed using the specifications for description, assay, content
uniformity and dissolution proposed in the submission for the multi-source
product, must be provided.
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vi. The active pharmacsutical ingredient is uncomplicated i.e. it does not exhibit
any of the following:

A narrow therapeutic range or safety margin, e.g. it does not require

- careful dosage titration or patient monitaring.

A steep dcse / response relationship.,
A risk of serious uhdesired affects.

Compiicated or variable pharmacokinetics e.g.:
nen finear pharmacckinetics
- variacle cr incomplete atsorztion
- an akscretion window, 6.2, site specific absorption
- sibsiantial firsf-pass ...etatchn"n »40%)
- an eitmination nalf life of 24 hours or more

vil. The active pharmaceutical ingredient must not te a pre-drug.

4. The desage form:

Contains a single AF|.

Contains the same quaniity of medicinal ingredient as the inncvatwcr
product registerad in Scuth Airica.

Is the same as the dosage fcrm registered in South Africa with resnect
to colour, shape, size, weignt, type of coating and other reievant
atiributes.

3.7.4 Reference Products for Cembination Products

Combination products sheuld in general, be assessed with respect tc
bioavailabiiity and bicequivaienca of individual active substances:

Either individually ‘in the case of 2 new combinations), or

ii. Using an existing combination as the reference.

il. In the former instance, immediate release oral dosage forms containing a
single AP| can be used as the reference, These reference products may
include "CILD MEDICINES™.

Bioequivalence testing of such products will be permitted only for those products
approved by the MCC.
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Study Products and Batch Size

Study Products

The following information on test and reference praducts must be submitted:

I Assay of test and reference product,
ii. Comparative dissoiution profiles of the test and the reference product.

. A CoA of the APt used in the test product bio-batch as well as quality control
data demonstrating compiiance with the specifications.

In addition, the test and reference products must conform to the foilowing:
i. Testand the reference product should not differ by more than 5% in assay.

i. A sufficient number of retention samples of both test and reference products
used in the bicequivalence study must be kept by the study sponsor for one
vear in excess of the accepted shelf lite ar two years after compietion ot the
irtal or until approval, whichever is longet, in arder to allow re-testing i
required by the MCC.

iii. A complete audit trail of procurement, storage, transport and other use of
both the test and reference products must be recorded.

Batch Size

The bio-batch used in the bioeguivalence study must satisfy the following
requirements:

i, The bio-batch must be a minimurm of 100 000 units or at4east 10% of the
production batch which ever is greater.

If the big-batch is less than 100 000 the applicant must motivate and justity
the use of a smaller batch.

ii. If the production batch is smalier than 100 000 units, a full production batch
will be required.

i. A high level of assurance must be provided that the product and process
used in the production of the product will be feasibie on an industrial scale. !f
the product is subjected to further scale-up, this should be validated
appropriately.
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Data Analysis

The primary concern of bicequivaience assessment is to quantify the diffierence
in bicavailability between the test and reference products and to demonstrate that
any clinicaily important difference is unlikely.

Statistical Analysis

The siatistical method for testing relative bicavailability (e average
bivequivalence) is based upon the 90% confidence interval for the ratio of the
population means (Test/Reference) on the log-transformed scale, for the
parameters under consiceraticn,

Pharmacckinetic parameters cerived from measures of concentration. a.g, AUC,,
ALC. Crax should be anaiysed using ANOVA, Data for these parameters should
be transformed pricr to analysis using a logarithmic transformaticn.

if appropriate to the evaiuation, the analysis technique for tyma. Should be non-
parametric and should be appiied to untransiormed data.

In additicn to the appropriate SC% conficence intervals, summary statisiics such
as geometric and anthmetic means, SD and %RSD as well as ranges for
pharmacokinetic parameters {minimum and maximum} should be provided.

Acceptance Range for Pharmacokinetic Parameters

The pharmacokingtic parameters to be tested, the procedurs for tagling ard the
acceptance ranges should be stated beforehand in the protcenl,

Single-Dose Studiss

n single-dose studies designed to determine average bicequivalence,
acceptance criteria for the main bicequivalence parameters are as follows:

AUC, - ratio

The 30% confidence interval for the test/reference ratio should lie within the
acceptance interval of 0.80-1.25 (80 - 125%) calculated using leg
transformed data.

In certain cases an alternative approach may be acceptable.

Justification for the use of alternative methods e.g. scaled average
bioequivalence (ABE) based on sound scientific principles for the evaluation
of the bivequivalence of highly variable drugs has been described in the
literature {Reference 2 and 3). Use of alternative methods MUST be stated a
priori in the protocol and cannot be added retrospectively,
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Comayx - ratio

The 30% confidence interval for the test/reference ratio should lie within an
acceptance interval of 75— 133% calculated using log transformed data,
except for narrow therapeutic range API's when an acceptance interval of
B0 — 125% will apply.

In certzin cases e.g. in the case of highly variable API's, a wider interval or
other appropriate measures may be acceptable but must be stated a priori
and justified in the protocol (See references 3 and 4).

3.9.2.2 Steady-State Studies

3.10

i.

Immediate Release Dosage Forms

The acceptance criteria are the same as for single dose studies but using

AUC, instead of AUC,

Controlled/Modified Release Dosage Forms

The aceeptance criteria are as follows:

= AUC, - ratio
The 90% confidence interval for the test/reference ratio should lie within
the acceptance interval of G.80-1.25 (80 — 125%) calculated using log
transformed data.

*  Crax tssy aNd Cenin (ss)
The 90% confidence interval for the test/reference ratio should lie within
the acceptance interva! of 0.75-1,33 (75 - 133%) calculated using log
transformed data.

»  %Swing and %PTF
The 90% confidence interval for the test/reference ratic should fie within

the acceptance interval of 0.80-1.25 (80 — 125%) calcuiated using log
transformed data.

Reporting of Resuits

The report of a bicavailability or a bicequivalence study should give the complete
documentation of its protocol, canduct and evaluation complying with GCP, GLP
and cGMP.
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3.10.% Clinical Report

In addition to the protocol efc., the clinical section of the bioequivalence study
report shouid include the foliowing:

I. A statement indicating the independence of the ethics commitiee.
ii. Documented proct of ethical approval of the study.

W. A complete list of the members of the ethics committes, their qualifications
and affiliations.

iv. An indecendent menitor's repert on the study.

v. MNames ang aifiiiziicns of the all invesiigatcris), the site of the siudy and the
pericd of 15 axecition.

vi. The names and hatch numbers of the products being tested.

vii. The manufacturing sites (address of the manufacturer of beoth the reference
and the test product).

vil, Expiry date of the reierence product and the date of manufacture of the test
product used in the study.

ix. Assay and cemparative dissolution prefiles for test and reference products,
x. CofA of the AP1 used in the test product bio-batch.

xi. A signed statement confirming that the test product used in the bio-study is
the same as the one that is submitted for registration,

xii. A summary of adverse events which must be accompanied by a discussion
on the influence of these events on the cutceme of the study.

xiii. A surmmary of protocel deviations {sampiing and non-sampling) which must
be accompanied by a discussion on the influence of these adverse events on
the cutcome of the study.

xiv. Subjects who drop out or are withdrawn from the study should be identified
and their withdrawal fully documented and accounted for.

3.10.2 Analtical Report

The analytical section of the bicequivalence report should include the following
which must be clearly presentad:

i. The full analytical validation report.

i. All individual subject concentration data.
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All individual plasma concentration versus time profiles presented on 3
lingar/linear as weil as log/linear scale (or, if appropriate, cumulative urinary
excretion data presented on a linear/linear scale).

Calibration data i.e. raw data and back-calculated concentrations for
standards, as well as ¢alibration curve parameters for the entire study.

Cuality cantrol samples for the entire study.

Chromatograms from analyhical runs far 2G% of all subjects (or a minimum of
4 subjects} including chromategrams for the associated standards and quality
centrol samples,

Analytiesl daia from supjects who dropged cut of ihe stuay due {0 an adverse
arug gvert should aisc be cresentec.

A summary of protocaol deviations which must be accompanied by 2
discussian on the influence of these deviations en the cutcome of the study.
Protocal deviations must be justified,

Fharmacokinetic and Statistical Report

The pharmacaokinetic and statistical section of the biceguivalence report shouid
include the following, which must be ¢learly presented:

i,

i,

All drug concentration versus time data from the bio-study. This data must
be submitted in hard copy and alsc formatted on a disketie in a format
compatible for processing by SAS software, Individual subject data should
be in rows and arranged in columns which reflect the subject number, phase
numoer, sequence, formuiation and sample concentration versus time data
{Appendix 2.

The method(s) and programs used to derive the pharmacokinetic parameters
from the raw data. R
A detailed ANOVA and/cr non-parametric analysis, the pgint estimates and
corresponding confidence intervals for each parameter of interest,

Tabulated summaries of pharmacokinetic and statistical data.

The statistical report should contain sufficient detaii to enable the statistical
analysis t¢ be repeated, e.g. individual demographic data, randomisation
scheme, individual subject concentration vs. time data, values of
pharmacokinetic parameters for each subject, descriptive siatistics of
pharmacokinetic parameters for each formulation and period.

Drug concentration data of any subject withdrawn from the study due o an
adverse drug event should also be submitted, but shouid not be included in
the statistical analysis.
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3.10.4 Quality Assurance

3N

4.1

4.1.1

4.1.2

4.1.3

i. The study report should be accompanied by a signed QA statement
canfirming release of the document.

ii. A declaration must be made by the appiicant to indicate whether the sita(s)
{clinical and analytical) where the study was performed was subjected to a
pre-study audit to ascertain the status of GCP and GLP &or cGMP
conditions at the site(s). All Audit certificates should ciearly indicate the date
of audit and the namel(s), address{es) and qualifications of the auditor(s}.

iii. The applicant should submit an independent manitor's report on the clinical
portion of the study. This report shoulid clearly indicate the date of monitcring
and the name, address and qualifications of the moniter and should be
included in the study repon.

Expiry Dates of Biostudies

The bioavailabifity/ biceguivaience study must have been completed not longer
than three years prior o the date of submissinon.

BIOAVAILABILITY AND BICEQUIWALENCE REQUIREMENTS
Orally Administered Drug Products Intended for Systemic Action

Sclutions

A bioequivalence waiver may be granted for oral solutions, elixirs, syrups or other
solubilized forms confaining the same active pharmaceutical ingredient(s) in the
same concentration{s) as the South African reference product and containing no
ingredient known to significantly affect absorption of the medicinal ingredient(s).

Suspensions

Bioequivalence for a suspension should be treated in the same way as for
immediate reiease solid oral dosage forms,

immediate Reiease Products - Tablets and Capsuies

In general bicequivalence studies are required. /n vivo BE studies should be
accompanied by in vivo dissclution profiles on all strengths of each product,
Waivers for in vivo biocavailability and bicequivatence studies for immediate
reiease solid oral dosage forms based on comparative dissolution studies may be
acceptable (see Guideline for Dissolution Testing}.
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Modified Release Products

Modified release preducts include delayed release products and extended
{controlled} reiease products. In general bicequivalence studies are required. In
addition to the studies required for immediate release products, a food-effect
study is necessary. Multiple dese studies are generally not recommended.

Miscellaneous Oral Dosage Forms

Rapidly dissaiving drug products, such as buccal and sublingual dosage forms,
sheuld be tested for in vitro dissolution and in vive BA andior BE. Chewable
tzklets shculd also be evaluated for in vivo BA and/or BE. Chewable 1ablets (as a
whole) sheuld be subject to in vitro dissoluticn because they might be swallowed
by a patient without proper chewing. In general, in vifre dissalution test conditions
tor chewabie tablets shouid be the same as for non-chewable tablets of the same
active ingredient/moiety.

QOrally Administered Drugs Intended for Local Action

(Generaily BE studies with clinical efficacy and safety endpoints and/or suitabiy
designed and validated in wvitro studies are required.

Parenteral Solutions

The applicant is not required to submit a bicequivalence study if the product is to
be administered as an agueous intravenous solution containing the same active
substance in the same concentration as the currently approved product.

in the case of olher parenteral routes other than iv., e.g. intramuscular of
subcutaneous, if the test product is of the same type of sciution (aquecus) as the
reference preduct, contains the same concentration of the same active substance
and the same or comparabie excipients as the medicinal product currently
approved, then bicequivalence testing s not required provided that the
formulation does not contain an excipient(s) known to significantly affect
absorplion of the active ingredient(s).

For all other parenterals bioequivalence studies are required.

For intramuscular dosage forms monitoring is required untii at least 80% of the
ALIC. has been covered.

Topically Administered Products

Locally Acting

Topical preparations containing corticosteroids intended for application to the
skin and scalp, the human vasoconstrictor test (blanching test) is recommended
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4.4.2

4.5

4.6

5.1

5.1.1

BIOAVAILABILITY/BIOEQUIVALENCE

to prove bioequivalence. Validated visual and/or chromometer data wili be
necessary.

Topical formulations, other than a simple solution, with bacteriostatic,
bactericidal, antiseptic and/or antifungal cfaims, clinical data (comparative clinical
efticacy) will be required. Microbial growth inhibition zones will not he acceptable
as proof of efficacy. Simple solutions however, may qualify for a waiver based on
appropriate jn vitro test methods.

Proof of release by membrane diffusion will not be accepted as proof of efficacy
unless there has been data to show the correlation between release through a
membrane and clinical efficacy data.

Whenever aystemic expesure resuiting from focally applied, iccally acting
medicinal products entails a nsk of systemic adverse reacticns, systemic
gxpesure should be measured.

Systemnically Acting

For iocally applied products with systemic action e.g. transdermal products, a
hicequivalence study is always reguired.

Produets intended for Other Routes of Administration

Products for [ocal use (oral, nasal, inhaiation, ocular, dermal, rectal, vaginal etc.
administration.} intended to act without systemic absorption the approach to
determine bioeguivalence based on systemic measurements is not applicabie

and pharmacadynamic or comparative clinical studies are required, However,
pharmacokinetic studies may be required as measures ¢f salety.

Variations or Post Registration Amendments

For all post registration changes that require proof of efficacy the requirements of
this guideline will be appiicabie.

WAIVERS OF /N VIVO BICEQUIVALENCE STUDIES

Bio-waivers will be considered under the circumstiances detailed below.

Immediate Release Products
Class 1 Drug Substances
When the drug product contains a Class 1 drug substance(s) (based on the

Biopharmaceutics Classification System, BCS), and the inactive ingredients used
in the dosage form do not significantly affect absorption of the active ingredients
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a bio-waiver may be acceptable.

The drug sub_stancg-:-s must be highly soluble, highly permeable and the dosage
form rapidly dissolving (see Guideline for Dissolution Testing).

The appl‘icant must provide relevant informatian to prove that the drug substance
falls within the Class 1 classification (Reference 5).

£.1.2 Different Strength Dosage Forms

When the drug product is the same dosage form but of a different strength and is
cropertionally simiiar {See Section 2.9) in its active and inactive ingredients, a
bic-waiver may s accantania.

In such zases ne demcensiration of biceguivalence in vive of one or more of he
tower strengthis may be waived based on dissoluticn tests (see Guideline for
Cissoluticn Testing) and an in vivo study cn the highest strength.

1. For Multi-source pharmaceutical produets, conducting an i vivo study
on a sirength that is not the hichest may be appropriate for reascns of
safety. ln this case a walver may be ccngidered for the higher sirength
when an fn vivo SE study was performed cn a iower strengih of the same
drug product provided that:

Lingar efimiraticn kingtics has been shown cver the therapeutic dose
Fange.

fi. The higher sirength is proporticnalty similar 1o the lower strength.

2. For New Chemiical Entities with questicns on toxicity, bic-wavers for a
higher strength will be determined tc be appropriate based on:

i.  Clinical safety and/or efficacy studies including doze desirability of the
higher strength, and

ii. Linear eliminaticn kinetics cver the therapeutic dose range, and

iil. The higher strength heing proportionzally similar to the lower strength,
and

v. The same dissolution procedures being used for both strengths ang
similar dissolution results obtained.

Dissolution prefiles are required for all strengths. The f; similarity factor should be
used tg compare dissolution profiles from different strengths of a product, An f;
value 50 indicates a sufficiently similar dissolution profiie such that further
i vivo studies are not necessary. For an 1, value <50, it may be necessary to
conduct an in vive study. The difference factar, f;, must alse be submitted but will
not be used as an acceptance criterion (Reference §).

24785—48



STAATSKOERANT, 2 ME| »#003 MNo. 24785 193

BIOAVAILABILITY/BICEQUIVALENCE

Note: De?ails_ en thel performance of dissolution studies are described in the
Guideline for Dissolution Testing and not in the BA-BE guideline.

5.2 Modified Release Products

5.21 Beaded Capsules - Lower Strangth
For extended release teaded capsules where the strength differs only in the
numper of beads containing the active ingredient, a single-dose, fasting BE study
should be carried out on the highest strength. A bic-waliver for the lower strength
based on dissolution studies can be requested.
Cissolution preofiles in sugeer cf a bic-waiver should be generated for sach
strength using the reccmmended dissciution test methads descriced in the
Guideline for Dissoluticn Testing,

5.2.2 Tablets — Lower strengih
For extended reiease tablets when the drug preduct is:
i. Inthe same dosage form but in & different strength, and
il. s properticnally similar in its active and inactive ingredients, and
iii. Has the same drug release mechanism,
an in vivo BE determiration of cre or mere lower strengths may Se waived Hased
on dissclution testing as previcusly described. Dissclution prefiles should be
generated on all the strengths of the test and the reference products.
For Section 5.2.1 and 5.2.2 above, the f; facter should be used to compare
profiies from the different strengths of the product. An > value of =50 can be used

to confirm that further jn vivo studies are not needed {see Guideline for
Dissolution Testing).

Q03820837 24785—T
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APPENDIX 1 - Abbreviations and Symbols,

Crnax
Crnin
Cmax (55}
Crin (s5)

Cap

tl‘ﬂa:(

ALC,

AUC.

AUC,
MRT
Ag

Ae.,

LOP
%PTF

%Swing

maximum plasma concentration

minimum plasma concentration

maximum plasma cencentration at steady-state
minimum plasma concentration at steady-state
average plasma concentration

time 10 Crmayx

area under the plasma/serumiblood concentration-time curve from time
zero to time t where t is the 1ast time point with measurable concentration.

area under the plasma/serumsblood concentration-tiime curve from time
Zero 1o time infinity

AUC during a dosage interval at steady state
mean residence time
cumulative urinary excretion from drug administration until time t

Amount of unchanged drug excreted in the urine at infinite time {7-10 hali
lives).

eliminaticn hafi-life
(Cmax (ss) — Cmr'n :551} ! Cav- 100

{Crrax tss) = Crintss)) { Crmin. 100
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MEDICINES CONTROL COUNCIL

MEDICINES CONTROL COUNCL

JEFARTHIENT OF HEALTH
Yy

pabls of Dot ogmiza

ADDENDUM 4

STABILITY STUDIES |

VS ST TT P S S U P

This document has heen prepared to serve as a recommendation to applicants
wishing to submit applications for registration of medicines. It represents the
Medicines Control Council’s current thinking on the safety, quality and efficacy
of medicines. It is not intended as an exclusive approach. Council reserves the
right to request for any additional information to establish the safery, quality and
efficacy of a medicine and may make amendments in keeping with the knowledge |
which is current at the time of consideration of data accompanying applications
for registration of medicines. Alternative approaches may be used but these must
be scientifically and technically justified. The MCC is committed to ensure that !
ail medicines gaining market approval will be of the required quality, safety and
efficacy. [t is impertant for applicants to adhere to the administrative
requirements to avoid delays in the processing of applications.

This guideline will come into cffect from 1 October 2004,

Guidelines and application ferms are avaiiable from the office of the Registrar of
Medicines.

[ —

REGISTRAR OF MEDICINES
MS M.P. MATSOS0O
DATE: 29 [ | 2002
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STABILITY STUDIES

The Tripartite guideline, which has been developed within the Expert Working Group (Quality} of the
Intemational Conference on Harmonization (ICH}, provides a generai indication on the requiremenis
for stability testing. Tt primarily addresses the information required i applications for registratien for
new chemical entities and associated medicinal products. This guideline is adopted with anly mineor
modifications. It contains aspects relating to testing conditions, stumbers of batches 1o be (ested and
the requirements regarding follow-up stability data and applicants are advised to study this guideline
carefully.

Applicants are reminded that the Tripartite guideline has now been included in the USP23 {<[196>)
and latest updates appear on the ICH website.

Applicants are also refarred 10 the following guidelines an the [CH website:
1. Brabitlity Data Package for Registration in Climatic Zones {11 and IV (Q1F)
2. Photostability Testing (Q1B)

Appendices 1 and 2 atfached to this guideline comprise -
APPENDIX 1 - GLOSSARY AND INFORMATION
APPENDIX 2 - APPROPRIATE TESTS

Index to Guideline contenis

STABILITY GUIDELINE
Preamble

H STABILITY TRIAL DESIGN
1.1  ACTIVE SUBSTANCE

1.1.1 NEW CHEMICAL ENTITY
1.1.1. General

1.1.1ii Stress testing

1.1.1.i Formai studies

1.1.1.1v Selection of baiches

1.0 1x Test procedures and test criteria

1.1 vi Specifications

1.1.1.vii  Storage conditions

1.1.1.viii Testing frequency ‘
11.Lix Packaging/Containers

Lllx Evaluation

1.1.1.xi Statemenis/Labeiling

1.1.2. WELL-KNOWN CHEMICAL ENTITY

1.2 DOSAGE FORM

1.2.1 PRODUCTS CONTAINING NEW CHEMICAL ENTITIES
L.2.1i General

1.2.14 Selection of butches

L2.15ii  Test procedures and test criteria
1.2.1.0v Specifications

121y Storage test conditions

1.2.1.vi Testing frequency

1.2.1.vii Packaging material

L.2.1wiii  Evaluation
1.2.1ix Statements/Labelling
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1.22  PRODUCTS CONTAINING WELL-KNOWN CHEMICAL ENTITIES

1220 Selection of balches
1.2.2.0 Storage test conditions
2 PRESENTATION OF STABILITY DATA

3 PREDICTION OF SHELF-LIFE

4  FOLLOW-UP STABILITY DATA

5  SUPPLEMENTS TO FRODUCT APPLICATION

3.1 Manufacturing, formulation and conirol changes (general)
32 Change in formulzation

5.3 Change in packaging

6  CALCULATION OF EXPIRY DATE
7 STORAGE INBULK

8  EXTENSION OF SHELF-LTFE

o IMPLEMENTATION

APFENDIX 1

APPENDHX 2

1 STABILITY TRIAL DESIGN

There shall be a written testing program designed to assess stability characterisiics of dosage forms.
The results of such stability testing shall be used i determining appropriate sworage condiiions and
retest or expiry dates.

The design of the study should consider the methodology for determining the stability of the active
substance and dosage {arms. The following factors must be considered in designing a stability trial:

1.1 ACTIVE PHARMACEUTICAL INGREDIENT

1.1.1 New Chemical Entity
L General

Information an the stabiliiy of the acuve substance is an integral part of the systematic approach to
stzbiiity evaluation.

The actual studies 1o be carried out will depend on the nature of the active substance, but may include
the affect of elevaed temperatures or low temperatures, susceptibility to moisture, oxidation and the
effect of light. The effect of pt and high oxygen atmosphere may be important for aqueous solutions
or suspensions of the active substance.

I.L1.i Stress Testing

Stress testing heips to determine the intrinsic stability of the molecule by establishing degradation
pathways in order to identify the likely degradation products and 10 validate the stability indicating

power of 1he analylical procedures used.

1.1.1.iii Formal Swdies
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Primary stability studies are intended 1o show that the active substance will remain within

specification during the retesi period if stored under recommended storage conditions.

1.1.1.Ilv  Selection of Batches

Stabulity information from accelerated and long-term 1esting is w be provided on ai least three
baiches. The long-term (esting shouid cover a minimum of 12 months duration on at least {hres
baiches at the time of submission of the apelication for regisiration.

The batches manufactured (o 4 minimum of pilot plant scale shoutd be by the same synthesis route
and use a method of manufacture and procedure that simulates the final process (o be used on a
manifacluring scale,

The overall quality of the barches of active subsiance placed on sability should be representative of
both ihe quality of the material used in pre-ciinical and clinical studies and the quality of material 1o
be made on 2 manufaciuring scafe.

In the event of more than one manufacturer being used [t must be confirmed that the same method of
synthesis is used ar extensive comparative daia submitted including ail aspects of quality, safety and
efficacy.

Supporting information may be provided using stability data on batches of active substance made on a
labaratory scale.

The first three production batches of active substance manufactured post approval, if not submitied in
the original application for registration. should be placed on long-term stability studies vsing the same
stability protocol as in the approved application for registration.

1.1.1.v  Test Procedure and Tast Criteria

The testing shouid cover those features susceptible to change during storage and likely to influence
quality, safetv andfor efficacy. Suability information should cover as necessary the physical, ehemical
and microbiological test characteristics. Validated stability-indicating tesung methods must be
applied. The need for the extent of replication will depend an the resubts of validation studies,

1.1.1.vi Specifications

Limits of acceptability should be derived from the profile of the material as used in the preeiinical and
clinfcal batches, It will nced to include individual and total upper limits for impurities and degradation
products, the justification for which should be influenced by the levels observed in material used in
preclinical studies and clinical trials.

1.1.1.vii Storage Conditions

The {ength of the studies and the storage conditions shouiid be sufficient to cover storage, shipment,
and subsequent use. Application of the same storage conditions as applied (o the drug product will
facilitate comparative review and assessment. Other siorage conditions are allowable if justified. In
particular, temperaisre sensitive active substances should be stored under an altemnative, lower
temperature condition which will then become the designated long-term testing storage lemperature.
The six months accelerated testing should then be carried out at a temperature at least 15 *( above this
designated long-termn siorage temperature (together with appropriate relative humidity conditions for
that temperature). The designated long-term testing conditions will be reflected in the labelling and
retest date.
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Conditions Minimum time period at
submission
Long-term iesting 25 +- 27C/60 +- 5%RH 12 months
Accelerated 40 +- 2°C/75 +- 5%RH & months

Where "signiflcant change" occurs during six months storage under conditions of accelerated testing
at 40°C +- 2 "CT5%RH +- 5%, additiona)l testing al an intermediate condition (such as 30° C +- 2°
C/65% +- 5%RH) should be conducted for active substances o be used in dosage forms tested long
term at 23 "CA40%RH and this information included in the appiication for registration. The initial
application shouid include minimum of 6 months’ data from 2 12monsh study.
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‘Significant change” at 40 "C/75%RH or 30 "C/60%RIL is defined as faiiure to meet fhe
specification,

The long-rerm testing will be continued for a sufficient periad of time heyond [2 months (o caver
all :appropriate retest periods, and the further accumulated data can be submitied 1o the Council
dunlng the assessment period of the application. The data (from accelerated testing or from
testing at an intermediate condition) may be used 10 evaiuate the impact of short-term excursions
outside the labet storage conditions such as may oceur during shipping.

Long-term stability studies can also be performed at 30°C/65% RH. bul then there are na
intermediare conditions {Zene 1V}

1.1.1.viii Testing Frequency

Frequency of esting should be sufficient o establish the stability characteristics of the active
substance. Testing under the defined long-term conditions will normaily be every three months
over the first year. every six months over the second vear and then annually,

t.1.1ix  Packaging/Containers

The containers to be used in the long-term, real-time stabiiity evaiuation should be the same as or
simulate the actual packaging used for storage and distribuiion,

1.1.1.x  Evaiuation

The design af the stability study is to establish, based on 1esting a minimum of three haiches af
the active substance and evaluating the stability information (covering as necessary the physical,
chemical, and microbiological test characteristics), a retest period appiicable to ali future batches
of the bulk active substance manufactured under similar circumstances, The degree of variabiliny
of individual batches affects the confidence that a future production batch will remain within
specification until the retest daie.

An acceprable approach for quantitative characteristics that are expected to decrease with time is
io deterrnine the time at which the 55% one-sided confidence limn for the mean degradation
curve intersects the acceprable lower specification limit. If analysis shows thai the baich-to-batch
vanability is small, it is advantagecus 0 combine the dara into one overall estimate, and this can
be done by first applving appropriate statistical tesis (for example, p vaiuves for level of
significance of rejection of more than 0,25) to the slopes of the regression lines and zero time
ntercepts for the individual batches. If it i5 tnappropriate to cambine data from several batches,
the overall retest period may depend on the minimum time a batch may be 2xpected (o remain
within acceptable and jusified limits.

The nature of any degradation relationship will derermine the need for transtormation of the data
for linear regression analysis. Usually the relationship can be represented by a linear. quadratic,
or cubic function on an arithmetic or {ogarithrmic scale. Statistical methods should be employed
1o test the goodness of fit of the data on all bawches and combined batches (where appropriate) (o
the assumed degradation line or curve,

The data may shaw so little degradation and so litile variability that it is apparent from locking at
the data that the requested retest period will be granted. Under the circumsiances, it is normaily
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unnecessary 1o go ihrough the formal statistical analysis but merely to provide a {ull justification
for rie omisston.

Limied extrapolation of the real time data beyond the observed range w extend the retest period
ar approval time, particolarly where the acceleraled data suppors this, may be undertaken.
However, this assumes hat the same degradation relationship will continue w apply bevend the
observed daia, and hence the use of extrapolation must be justified in each application in terms of
what is known about the mechanism of degradation, the goodness of fit of any mathematicai
moedel. batch size. exiztence of supportive data. 2te.

Any evaluation should cover not oniy the assay but the levels of degradation products and other
appropriaic atributes.

When degradation products are ddentified in significaml amounts or suspected of oxicineg, 2
concamed effory hus to be made o coilect the following additional nformaticn ibout he
subatanes soncerned:

- chemical sirucwure

- cross-refersnce 1o any avadlable information about vielogical efiect and significance at e
concenaractons likely to be aneountared

- procedure for isolation and purification

- mechanism of Formatien, Including order of reaction

- physicai and chemicai properties

- specifications and directions for testing their presence at the levels of concentrations 2xpecred
1o be prasent, and

- indicatton of pharmacologieal activity, or inactivity oriexicity profile,

Where the route of degradation s not known. suitable screening chromatographic or ather esis
may be reguired,

Otfficial compendia or other wess designed o identify impurities in the active substance used in
the formulation may noi necessarily be suitabie for investigation imo degradanon products.

When it has been considered necessary o perform toxiciiy studies :hese results should be
presenied.

Consideration should be given 1o the stereo-chemical and poiymorphic inegrity of active
supstances.

Stability information gained shouid enable the applicant 1o institute a routing system wherehy re-
analysis to validate the conformance to specification of the active substance is done tn arder that
the stability of the dosage form concemed is assured,

L.L.1.x1 Staternenis/Labelling

A storage lemperatwre should be based an the stability evaluation of the active substance, Where
applicable, specific requirements should be stated, particularly for active substances that cannot
tolerate freezing. The use of terms such as "ambient conditions” or "room temperature” i3
unacceptable.
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A retest period should be derived from the stability information,

1.1.2  Weil-known Chernical Entities (established active substances)

Litcrawre dara on decompasition process and degradability are generally available and must be
included in the subnussion.

If degradation pathways/products are unknown, references to support such conclusions must be
included or experimental data submitted. Reference to pharmacopoeias will nor sarisfy this
requirement,

1.2 DOSAGE FORMS
1.2.1  Products cantaining New Chemicai Enrities
1.2.1.0 Generai

Vhe design of the sability program for the finished product should be based on the knowledge of
:he behaviour and properties of the active substance and the expertence gained from clinical trial
formuiation studies and from stability studies on the active substance. The likely changes on
storage and the rationale for the selection of product variables to include in the testing program
should be stated.

1.2.1.1i Selection of Batches

Stability information from accelerated and long-term testing is to be provided on three batches of
the same formulation and dosage form in the containers and closure proposed {or marketing. Two
of the three batches should be at least pilot scale. The third batch may be smaller {e.g., 25 000 to
50 D00 tablets or capsules for solid oral dosage forms),

The Jong-term testing should cover at least 12 months duration at the time of submission. The
manufacturing process 1o be used should meaningfuily simulate thar which would be applied to
large- scale batches for marketing. The process should provide product 6f the same quality
intended for marketing, and meeting the same quality specification as 1o be applied to release of
material. Where possible, batches of the finished product should be manufactured using
identifiably different batches of active substance,

Where an application includes different sources of active substances that are nat physically and/or
chemically equivalent and/or where the difference in physical and/or chemicai specifications may
adversely affecs the stability of the product, stability studies should be performed on the final
product manufactured from each active substance.

Data on laboratory scafe batches is not accepiable as primary stability information. Data on
associated forrmulations or packaging may be submited as supportive information, provided that
the difference in the formulations is clearly stated. The first three production baiches
manufactured post approval, if not submitted in the original application for registration should be
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placed on accelerated and Tong-term stahility studies using the same stabiiity protocols as in the
approved application for registration.

1.2.1.iti Test Pracedures and Test Criteria

The testing should cover those features susceptible to change during storage and likely to
influence quality. safety and/or cfficacy. Analyrical test procedures should be fully validated, and
assays shouid be stability-indicating. .

Where the "in-use” form of the product differs markedly from the manufactured and packaged
form (for example, where the product is required 10 be reconsiituled, diluted or mixed price o
usel, data to establish the stability of the "in-use” form of the product should be supslied, “In-
use” stability studies may also be required for certain sensitive products where the ogening and
closing of the containers may have an effect, This also applies to "in-use” muitidose vials,

Where the manufaciurer claims the product may be diluted with a range of solutions prior o use.
for example, producis that require dijution prier 1o parenteral infusion, stability data to establish
compatibility with and stability in each solution should be submitted. Data on compatibility with
the range of materials, such as are used for the intravenous infusion containers and the
administration sets recommended for use should be submitied,

Where the dosage form is to be reconstituled at the time of dispensing, its labeliing shouid bear
supportive expiration information and storage conditions for both the reconmstituted and
unreconstituted dosage forms.

The range of lesting should cover not onfy chemical and biciogical stability but also loss of
preservative (where relevant], physical properties and characteristics, organcleptic properties and,
where required, microbiclegical actributes,

Preservative efficacy testing and assays on stored samples should be carried out o delermine ihe
content and efficacy of antimicrobial preservatives,

Stability should be established for the whole period of intended use under the conditions reflected
in the printed packaging componenis (Annexuce 1).

1.2.1.Iv Specifications

The stzbility studies must include testing of those atiributes of the product that are susceplible 1o
change during storage and that are likely to influence quality, safety and efficacy.

Limits of acceptance should relate to the release limits {where applicabie), to be derived from
consideration of all the available stability information. The shelf life specification could alfow
acceptable and justifiable deviations from the release specification based on the stability
evzluation and the changes cbserved on storage. [t will need io include specific upper timits for
degradation products. the justification for which should be influenced by the levels observed in
material used in pre-clinical studies and clinical trials. The justification for limits proposed for
certain other tests such as particie size and/or dissolutien rate will reguire inference 1o the results
observed for batchies) used in bioavailability and/or clinical studies. Any differences between the
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release and shelf life specifications for antimicrobial preservatives shouwid be supporied by
preservative efficacy testing.

1.2.1.v Storage Test Conditions

The lengih of the studies and the storage conditions should be sufficient w0 cover storage.
shipment, and subsequent use (e.2., reconstitution ot dilution as recommended in the labeiling).

See iable below for acceleraled and long-term slorage conditions and minimum times. An
assurance that long-term testing will continue to cover the expected shelf-life shouid be provided.
Chher storage conditions are allowable if justified, Heat sensitive drug products should be siored
uncter an altemative lewer wemperature condition which will evenwally become the designated
long-:enmt storage temperdlure. Special considerztion may have to be given to producis that
change physically or even chemically at lower storape conditions, .2, suspensions or emulsjons
which may sediment or cream. oils and semi-solid preparatiens, which may show an increased
viscosity, }

The clarity of solutions and the physical stability of semi-solid preparations and emulsions should
be determined over a wide temperature range. Where a lower temperalure condition is used, the
six months accelerated testing should be carried out ar a temperature ar least 13 ° € above its
designated storage temperature {together with appropriate relative humidicy conditions for that
temperature). For example, for 2 praduct to be stored long term under refrigerated condidions,
accelerated testing should be conducted at 25 +- 2 "C/60%RH +- 5%REH. The designated long-
term testing conditions will be reflecied in the labelling and expiration date.

Storage under conditions of high refative humidities applies particularly (o solid dosage forms.
For products such as seolutions, suspensions, etg., contained in packs designed w provide a
permanent barrier (o water loss, specific storage under conditions of high relative humidity is not
necessary, but the same range of ternperatures should be applied, Low relative hunuidity {e.g., 10 -
20¢% RI} can adversely afiect products packed in semi-permeable containets {e.g., solutions in
plastic bags, nose drops in small plastic conainers, ete.,} and consideration should be given to
appropriate testing under such conditions,

Far solutions with a high sugar content {greater thar: 60 %) or where the sclubility of the active is
low {less than 5 mg per 100 mi) or its content is close Lo sawration, stability data at low
temperatures (2 w 8 ° C) must e conducted for at least 14 days.

Canditiong Minimum time periad
at submission

Long-term testing 25 +- 27C /60 + 5%RH 12 months
Accelerated 40 +- 2°C F 75 +- 5%BRH & months

Where "significant change” occurs due 1o accelerated testing additional testing al an inlermediate
condition, e.g., 30°C +- 2°C / 63%RH +- 5%RH should be conducled. "Significant change" at
accelerated condition is defined as:

- A 3% potency loss rom the ininal assay value of a bateh;

- Any speciflied degradant exceeding its specification limit;

- The product exceeding its pH limits;
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- Dissolution exceeding the specification limits for 12 capsules or ablets:
- Failure 10 meet specifications for appearance and physical properties, e.g.. colour, phase
separation, resuspendability, delivery per actuation, caking, hardness, etc.

Should significant change occur at 40 "C/75%RH then lhe initial application for registration
should include a minimum of & months' data from an ongoing one-year study at 30°C/65%RH,
the same significant change criteria shall apply.

The lang-term lesting will be continued for a sufficient time beyond 12 months 1o caver shelf-life
at appropriate test periods.

Long-term stability studies can also be performed at 30°C/659% RIL but then there are ng
intermediale conditions (Zane 1Y)

1.2.1.wi Testing Frequency

Freguency of testing should be suificient (o establish the stabiiity characteristics of the drug
product. Testing will normally be every three months over the first year, every six months over
the secand year, and then annually threughout the proposed shell-life.

The use of marrixing or bracketing can be applied if justified {Se= Glossary).
1.2.Ivii Packaging Material

The testing should be carried out in the final packaging preposed for marketing, Additional
testing of wnprotected drug preduct can formm a useful pari of the stress testing and pack
evaluation, as can swdies carried out in other related packaging materials in supporting the
definitive packs},

Where package container sealant integrity 15 to be assessed, higher than 75% relative humidity
may be appropriate io stress its adhesive properties at 30 1o #0°C e.z., blister units and strip
packages. Allernatively, seatant integrity can be performed through physical testing of the pack
itsedf

The loss of moisture can be important for liquid formuiations, semiselid and certzin solid dosage
forms packed in moisture permeable containers and studies at low relative humidity and high
temperature for a limited peried of time may be appropriate for these products.

For most dosage forms stability data need only be obtained for the container-closure system to be
marketed, provided that all container-closure systems are of idenucal composition and seal
integrity and a brief justification is included staung the reasons for the container size chosen e.g.
larger air volume, or largest surface contact etg.

If the product is to be marketed in more than one type of container and the applicant proves that
resistance (o variables such as moisture permeation, oxygen permeation, light diffusion ete,, is
demonstrated to be cqual e or better than existing comainer closure systems, additional stability
testing would usually not be required for solid dosage forms before such changes in packaging
can be supplemented.



208 Ne, 24785 GOVERNMENT GAZETTE, 2 MAY 2003

- STABILITY

Physician's sarnples should be included in the stability studies if their container-closure system is

different from the marketing container unless equivalence or superiority of the packaging material
can be demonstrated.

In instances where the product will be marketed packaged in & "moisture permeable"” material
{e.g.. pplycthy]ene. polypropylene, polyviny! chloride, etc.}, the stability of the product shouid be
determined under conditions of high humidity and elevated lemperamure.

Stability may be conducted in the least proteciive container-closure system if the superiority of
the other containers ¢an be proven. These data must be included in Part G . ’

The time that the product is stored in the bulk container. prior to packing into the final immediaie
container, constitutes pari of the approved shelf-life, that is, the date of expiry remains a function
of the date of manufactere, not the date of packaging. Siabitity data must be submiued for bulk
products that are stored for a peried of time prior 10 packaging into the final immediate coptainers
e.z., for 25% or more of the approved shelf-iiie.

1.2.1.viii Evaluation

A sysiernatic approach should be adopted in the presentation and evaluation of the stability
information which should cover as necessary physical, chemical, biological and micrabinlogical
quality characteristics, ncluding particular properties of the dosage form {for example dissolurion
rate for cral solid dosage forms),

The design of the stability swdy is to establish, based on testing a minimurn of three barches of
the drug product, a sheif-life and label storage instructions applicable to al? future batches of the
dosage form manufactured and packed under similar circumstances, The degree of variability of
individuai batches affects the confidence that a future production batch will remain within
specification until the expiration date.

An accepiable approach for quantitative characteristics that are expected to decrease with time is
wr determine the time at which the 95% one-sided confidence limit for the mean degradation
curve intersects the acceptable lower specification limit. If analysis shows that the batch-1o-batch
variability is small, it is advantageous to combine the data into one overall estimate, and this can
be done by first appiving appropriatc statistical tests (for example, p values for level of
significance of rejection of more than 0,23} 10 the slopes of the regression lines and zero ume
intercepts for the individual batches. If it is inappropriare to combine data fiom several batches,
the overall shelf-life may depend on the minimuwm time a batch may be expected io remain within
accepiable and justified limits,

‘The nawure of the degradation relationship will determine the need for transformation of the data
for linear regression analysis. Usually the relationship can be represented by a linear, quadratc,
or cubic function on an arithmetic or logarithmic scale, Suanistical methods should be employed
10 test the goodness of fit on all batches and combined batches (where appropriate) to the
assurmed degradmion line or curve.

Where the data shows se litile degradation and so little variability that it is apparent from looking
at the data that the requested shelf life will be granted, it is normally unnecessary to go through
the format statistical anaiysis but only o provide a justification for the omission.
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Limited extrapoiation of the reai time data beyond the observed range 1o extend expiration dating
at approval lime, particularly where the accelerated data supporis this. may be undertaken,

- However, this assumes that the same degradation relationship will continue 1o ai:p\y beyond Lhe
observed data, and hence the use of extrapolatinn must be fustified in each application in terms of
what is known about the mechanisms of degradation, the goodness of fit of any mathematical
model, barch size, existence of supportive data, etc.

Any evaluation should consider not only the assay, but the levels of degradation products and
appropriate atributes. Where appropriate, atlention should be paid 1o reviewing the adequacy of
the rnass balance, differem stability, and degradation performance.

The stability of the drug products after reconstituting or diluting accarding to labelling, should be
addressed to provide appropriare and suppertive information.

In the case of reconstinited products for oral use, the reconstituted sroduct must be tested for at
leasi the recommended storage period a1 25 °C even If the recommended storage lemperature is 2-
8°C.

1.2. 1 StatementsiLabelling

The storage temperature should be based on the stability evaluartion of the drug product. Where
applicable. specific requirements should be stated particularly for drug products that cannat
toierate freezing.

“The use of terms such as "ambient conditions" or 'room temperature” is unacceptabie.

There should be a direct linkage between the label stalement and the demonstrated stability
characteristics of the drug product.

The use of a temperaure range. for example 13 - 25 °C, is pot accepiable, unless adequate
motivation for the lower temperature i5 submitted. The cecommendation, *Siore below 23°C. Do
not refrigerate” could be considered,

1.2.2 PRODUCTS CONTAINING WELL-KNOWN CHEMICAL ENTITIES
{GENERICS}

1.2.24 Selectien of Batches

Stability information from acceierated and long-term testing is to be provided on at least two
batches of the same formulation atd dosage form in the containers and closure proposed for
marketing. One of the two batches should be at least pilor scale. The second batch may be smaller
fe.z..

2.5%]00 ta 30 000 tablels or capsules for solid oral dosage forms). The long-term  testing should
cover at Jeast § months duration at the time of submission. The manufacturing process to be
used should meaningfully simulaie that which would be applied 1o large scale baiches for
marketing. The process should provide product of the same quality intended {or marketing, and
meeting the same quality specification ag 10 be applied to release of material.

1.2.2.i Storage Test Conditions
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Conditions Minimum time peried at
Submission
Long-termn testing 25 + 2°C [ 60 + 3%RH 9 months

Accelerared 4+ 2°C {75 + 5%RH 3 manths

The above criteria will be used for allocation of a tentative shelf-life of 24 months.
Stability data over the ful) shelf-life period must submitted for confirmation. 3 to confirm  the
tentative Arleas D monihsdata-muest-besoubmiied-hoforaashelli{e canbe considerad:

Long-ierm stability studies can also be performed at 30°C/A65% RH, but then there are no
intermediate conditions (Lone [V)

The first iwo production parches manufaciured post approvai, if not submitted in the originai
application for registration, should be placed on long-term stabiiny using the same stability
protocols as in the approved application for registratian,

[f the acceierated data subemitred in the original application were derived from baiches other than
production batches, accelerated data on ai least one production batch must be generared.

Heat-sensitive drug products showid be stored under an altemative lower temperature condition
which wiil evemually become the designaied Iong-term storage temperzture. Where a lower
temperature condition is used, the 3 months accelerated testing should be carried out at a
terperature at least 15 “C above its designated long-term storage temperature {together with
appropriae relative humidity conditions for that temperature).

Note:
Other general poimts discussed under "Products containing new chemical entities” are also
relevant to generics.

2. PRESENTATION OF STABILITY DATA

a) The criteria for acceptance of each parameter (minimum 2nd maximum, values} relating to
stabality rmiust pe stated.

b} Owverages in the formuiation of batches included in the stability investigation should be clearly
stated.

¢) The actual analytical results obtained at the commencement (zero time! and at pominaied time
intervals throughout the trial (for example 0. 3. 6, 9. 12, 18, 24, 30, 36 months which can if
necessary be adapied to suii the product) must be provided in a tabulated form. For praduets
predicted 1o degrade rapidly more frequent sampling is necessary.

d}. The container-closure system used must be clearly indicated, e g., the type. nature, grade and
eolour of the material of the container and closure must be stated. composition of strip packaging,
blister packaging and liners and size of the container{s} or pack-size must be clearly stated,

) Storage conditions must be clearly defined in respect of temperature, light, humidity. opening
and closing of contatner, whether stored upright or inverted, whether a desiccant is incjuded in
the container and presence of foam/icotton wool.
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f} The name and strengih of product, dosape form, batch size. batch number, name of
manufacturer, source of active substance, dates of manufacture and nitial iesting must be slated.
g} 1f more than gne assay result is availabie for any particular time interval, all results should be
quoted including the Mean and Standard Deviation (where possible).

h} The actual resuit abtained For an assay at the beginning of the siability trial should be recorded
zne compared with subsequent values.

i} Initial assay results shouid b cxpressed as the quantity of active substance per unit dosags
form in terms af micrograms. milligrams or grams. Assay resulis for subssquent checkpoints
should be given in the same way and in terms of percentage of initial assay.

j} Quantitative resofts must be reflected wherever relevant in which case the expression
"complies” does nat suifice.

kb All results obtained shouwld be discussed and conclusions drawn from the stability studies be
given. A shelf-life muse 2o conciuded from the results. Explanations should be given whers
necessary eg. anomaleus ar unusual resuits, changs inoassay method. Resolts shoold ve
processed utilizing current :laisiical methods apd any sssumption made should be statistcally
tested at ihe 90 - 85 % contidence level.

11 Stability- indicating methad refers (o the specific analytical method and does not absolve the
applicani frem submicting reasons why the assay methods are assumed to be stability-indicating.
m) An assurance that lony-term testing will continue o cover the shelf-life period must be given
in Part 2 (writter undenskine ae the time of submission of the applicalion). Applicants are
reminded of the recommendanon under Testing frequency that products should be tested at least
annually after the second vear,

3 PREDICTION GF SHELF-LIFE FROM STABILITY DATA

a) Ai least nine months’ data derived fram the araduct stored at the maximum recommended
storage conditions and three months under conditions of siress for generic products must be
availabie at the time of subsmussion , for consideration of a tentative shelf-life of 24 months. For
products containing new entiites. the data accumuiated over a sufficient period of fune, bevond
the initial 12 months, to cover appropriate retest periods must be available.

bt Generally a tentative shelf-life shall only be assigned provided tha the stability investigation
of the product as above has been satisfacionly compiete:d.

¢} Applicants are remindded that 4 tentative shelf-life iy vfien established on conditicn that the
applicant has commitied himself by an undertaking to continue and completc the required studies
and to submit the results as they become available.

4. FOLLOW-LP STABILITY DATA

a) The temtative shelf-life must e substantiared by stability data derived from at least two
production batches, stored at the maximum recommended storage conditions for the full period of
shelf-life for generics. If the accelerared data submitted previcusly were derived from hatches
other than productinn batches. three months' accelerated data on at least one of the production
batches are required.

by For products containing new entities, the tentative shelf-life must be substantiated by stabilicy
data derived from a0 [east three production barches, If the acceterated data subruited previously
were derived from batches other than production batehes, six months' aceelerated data on the
three production batches are required.

¢t The maximum recommended storage conditions, integrity of contdiner used and formulation
will determine the wemperatures and hurmidity conditions to be included in the siress-esting
program.
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d) Stability trials invalving the product stored at the maximum recommended temperature must
be continued for the full period to validate the tentative shelf.iife.

&) An approved shell-life may be extended through submission of additional data accumulated on
praduction batches covering the full period applied for, Applicants should note, however, that the
shelf-life may not be extended until the data have been evaluated and appraved.

3. CALCULATION OF EXPIRY DATE

The expiry date is calculaled from the date of manufacture. If the production baich contains
reprocessed material the expiry dare is calculated from the date of manufaciure of the oldest
reprocessed baich and it should be verified that the bawch will meet the final product specification
for the full period of the shelf-life allocated.

& STORAGE INBULK

The applicant must consider the suitability of the container used for in-process sworage and
transporiation of bulk product in terms of compatibility, moisture permeation and closure seal
ability.

7. EXTENSION OF SHELF-LIFE

For an extensian of shelf-life real time data obtained according 1o the programi on at least two
production batches for the full period required must be submitted for genetics and on at ieast
three batches for new ewiities.

Note:

In order to facilitate evaluation, the application for an exiension of shelf-life should include 2l the
stability data in support of the shelf-life extension {including previously submitted data [or the
relevant batches).

Reference oniy to previously submitted data is not acceptable,

8. STABILITY REQUIREMENTS FOR POST REGISTRATION AMENDMENTS

Procedures and submission of data relating to changes in formulation, site and method of
manufacture and packaging, that may influence the shelf-life quality of a product are cwtlined in
the Guideline for Minor and Major Amendments.

APPENDIX |
GLOSSARY AND INFORMATION

The following terms have been in peneral use, and the following definitions are prl:wided o
facilitate interpretation of the guideline.

Accelerated testing
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Studies designed to increase the raiz of chemical degradation or physical change of an actjve
substance or product by using exaggerated storage conditions as par{ of the formal, definitive
storage program. These data, in addition ‘o long-temm stabiliny studies, may also be used 1o assess:
longer ierm chemical effects at non-accelerated conditions and to evaluate the impact of shor
term excursions outside the label storage conditions such as might oceur during shipping. Resulis
from accelerated testing studies are not always predictive of physical changes,

Active suhstance; Active Pharmaceutical Ingredient; Drug Substance: Medicinal Substance

The unformulated active substance which may be subsequently formuiated with excipients to
produce the product.

Brucketing

The design of a stabddity schedule su that at any time point only the samples on the exiremes. jor
exampe of container size andfor desage strengths, are ‘ested. The desizn assumes that the
stabiiity of the intermediate condition samyples are represented by those at the extremes. Where a
range of dosage strengths is 1o be tested, bracketing designs may be particularly applicable if the
sirengths are very closely related in campositien (e, for a tablet range made with Jdiffereni
compression weighis of a sirutar hasic granulation, or 2 capsule range made by filling different
plug till weights of the same basic composition inte different size capsule shells). Where a range
of sizes of immediate containers is o be evaluated, bracketing designs may be applicabie if the
materiai of compasition of the container and the type of closure are the same throughout the
range.

Climatic Zones

The cencept of dividing the warld inte four zones based on defining the prevalent annual climatic
conditions, Fluctuations in  climatic conditions througheut Houth  Africa prohibit the
characterization of this couniry by anv one of the four idemtified zones and ihe conditions of
storage likely 10 be encountered in South Adrica must be considered in designing the stability
irial.

Dosage Form; Preparation

A pharmaczutical product tvpe., for example taolet, capsule, solution, cream, eic. that contains an
aclive ingredient generaliv, but not necessariiy, in asseciarion with excipients.

Product; Finished Praduct
The dosage form in the final immediate packaging intended for marketing,

Excipient

Anything other than the active substance in the desage form.

Expiry/Expiration Date

The date placed on the containerdabels of a product designating the time during which a baich of

the product is expected to remain within the approved sheif-life specification if stored under
defined zonditions, and after which it must not be used.
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Formal (Systemartic) Studies

Formal swadies are those undertaken according o a pre-approval stbility proweol which
embraces the principtes of these puidelings.

Long-Term {Real Time! Testing

Srabiltty evaluation oi the physical, chemical, biologtcal, and microbisiogical characteristics of a
product and an active subsiance, covering the expected duration of the shelf life and retest period,
that are ¢laimed in the application for registration and will appear on the labelling.

Mass Ralance: Material Balance

The process of adding ogether the assay value and levels of degradation producis 1o see how
closeiy these add up to 100 per cent of the initial value, with due consideration of the margin of
analytical precision, This concept 15 a uselul scientific guide for evaluating data, but it is net
achizvable in ail circumstances. The focus may instead be on assuring the specificity of the assay,
the completeness of the invesrigation of roures of degradation, and the use, if necessary, of
identified degradants as indicators of the extent of degradation via particutar mechanisms.

Matrixing

The statistical design of s stability schedule so that only a fraction of the total nomber of sampiles
is tested at anv specified sampling point. Ar a subsequent sampling point. different sets of
sampies of the te1al number would be tested. The design assumes that the stability of the samples
tested represents the stability of all samples. The differences in the samples for the same product
should be identified as. for example, covering different batches, different strengths, different sizes
of the same container and closure and possibly, in some cases, different container/closure
syslems,

Malnixing can cover reduced testing when more than one variable is being evaluated. Thus the
design of the mawrix will be dictored by the factors needing to be covered and evaluated. This
potential complexity precludes inclusion of specific deiails and 2xamples, and it may be desirable
to discuss design in advance with the Council, where it is possible. In every case it is essential
that all batches are tested initially and at the end of the long-term testing,

¥ean Kinetic Temperature .

When establishing the mean value of the lemperature, the formula of 1 D ilaynes* can be used 10
calculate the mean kinetic temperature. It is higher than the arithmetic mean temperature and
takes into account the Arrhenius aquation from which Haynes* derived his formula. *. Pharm.,
Sei. J 60, 927-529. 1971.

New Chemical Entity; New Molecular Entity; New Active Substance

A substance that has not previously been registered as 4 new active substance with the Council,

Pilos Plant Scale
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The manufacture of either active substance or product by a procedure fully representative of and
simulating that ic be used on a full manufacturing seale. For oral solig dosage formns this iz
generally 1aken 1o be a1 a minimum scale of one-tenih that of full production or 106 000 tablers
or capsuies. whichever is the farger,

Primary Stabilicy Daty

Law on the active substance stored in the proposed packaging under starage conditions thar
suppart she praposed retest date. Data on the product stored in the proposed container-closure for
rarketing under storage conditions that support the proposed shelf-life.

Retest Dae

The date wnen samptes or the acive subsiance should te re-examined 1o ensure that miaterial is
still suitabie for use.

Retest Perind

The peried of time duning which the active subsiance can be considered to remain within the
specification and therefors acceptadle for use in the manufacture of a given drug product,
provided that it nas seen stored under the defined conditions after this pericd, the batch should be
retesied UGr compilance 1o 45 speciilcation and then used immediately.

Sheif-lifer Expiration ating Peried
The time interval that a product is expected to remain within the approved sheif-life specifications
provided shat it is stored under the conditions defined on the label in the proposed containers and

closure,

The sheif-infe s used o sstbiish ihe expity date i ndividual barches, It is the lengsh of time
required for:

aj the least stabie active ingredient te degrade to the specified. mativated and approved or
proposed fraction of the labeled guantity

bl some glement of pharmaceutical elegance 1o drop 1o an unacceptable level, or

cl an arbitrary munimem of 2 years, unless otherwise determined by Council.
The shelf-life could also reflect the length of time required for;

di a measurable increase in toxicity as shown by cither animal experiments or clinical
adverse reaclion reporis, oOr,

el a measurable loss in reported clinicai effectivenessteven though analytical metheds show

little or no reduction in apparent concentration).
- Release Specification

The combination of physical, chemical. bielogical, and microbiological test requirements that
determine a product is suitable for release at the time of its manufacture.

~ Shelf Life Specification
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The combination of physical, chemicai, biclogical and microbiological test requirements thas an
active substance must meet up Lo al ils retest date or a praduct must meet througheut its shelflife.

Stability-Indicating Assay Methodology

Analyuical methodis) that will quantitatively differentiate between the active ingredient and all
known degradation products andfer refated impurities.

Stability

The capacity of an active ingredient or dosage form (o remain within specifications estabiished to
assure iis identity, purity, strength and critical physico-chemical characteristics.

Storape Conditions

An acceptable variation in temperature and retative humidity of storage facilities, The eguipment
must e capable of controfling temperature to a range of +- 2 "C and Relative Humidiey ta +-
3%RH. The real temperatures and humidities should be monitored during stability storage. Short-
term spikes due to opening of doors of the storage facility are accepted as unavaidable.

The effect of variaticns during equipment failure should be addressed by the appiicant and
reported if judged to impact stability resulis. Exceptions that exceed these ranges (i.e. 2°C and/or
5%RH) far mare than 24 hoeurs should be described in the study report and their impact assessed.

Strength
A quantitative measure of active ingredient, as welil as orher ingredients requiring quantitation.
Stress Testing (Active Pharmaceatical Ingredient )

These stdies are undertaken to elucidate intrinsic stability characteristics of the APIL Such testing
is part of the development strategy which 15 normally carried out under more severe conditions
than that uscd for accelerated tests, Stress testing is conducted to provide daia on forced
decomposition products and decomposition mechanisms for the active substance. The severe
conditions that may be encountered during disiribution can be covered by stress testing of
detinitive baiches of the active substance. These studies should establish the inherent stability
characteristics of the molecule, such as the degradation pathways. and lead to identification of
degradarion products and hence support the suitability of the proposed analytical procedures. The
detailed naiure of the studies will depend on the individual active substance and type of drug
product.

This testing is likely to be carried out on a single batch of material and to inciude the effect of
temperature in _

1) °C increments above the accclerated temperature test condition fe.g., 50°C, 80°C, etc.}
humidity where appropriate {e.g.. 75% or greater); oxidation and photoiysis on the

active substance plus its susceptibility to hydrolysis across a wide range of pH values when in
solution and suspension. Results from these studies will form an integrai part of the informalion
provided to the Council.

Photostability testing should be an inegrai part of stress testing.
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[t is recognized that some degradation pathways can be complex and that under ferced conditions
decomposition products may be observed which are untikely to be formed under accelerated or
long-term testing. This information may be useful in developing and validating suitable analytical
methads, but it may not always be necessary Lo exarnine specifically for all degradation products,
if it has been demenstrated that in practice thesa are not formed.

Stress Testing {Finished Product)
Stuedies undertaken 1o assess the effect of severe conditions on a product,
Light resting should be an integrai part of stress testing {see above),

Special st conditiens for specific products ‘e.g. metered dose inhalations and creams and
emulsions) mav require additional stress studies,

Supparting Siability Data

Data ather that primary stability dara, such as stability data on early synthetic route batches of
active substance, small scake Datches of materials, tnvestigational fermulations not preposed for
marketing, related formulations, product presented in containers and/or closures other than those
proposed for marketing, information regarding test resulis on containers. and other scientific
rationale that support the amalytical procsdurss, the proposed retest period or shelf life and
storage conditions,

Tentative Shetf-life

A provisional shelf-life determined by projecting results from less than full term data (such 1s
"accelerated studies”) and storage under maximum recommended conditions for a period
motivated by the applicamt using the desage form to be marketed in the proposed concainer
closure system.

APPENDIX 2
APROPRIATE TESTS

Both physical and chemical characieristics of the product should be monitored during siorage.
The possibiiity of interaction between the components of a fixed-combinauon preduct should be
considered. Where a pharmaceutiical interaction appears possible, the applicant shcald either
submit data to esiablish that an interaction does not occur, or that it is clearly recognized and
defined. Where significant interaction with the pack is likely, the effects on the product and on
the pack (e.g.. due to leaching of extractables, or due to absorption of constituenis;, should be
avaluated and the results reported. The following tests must always be included for ali dosage
forms:

- Appearance

- Assay of ail actives

- Degradation, if relevant

Assay

Detailed records of all analyrical methods used in the stability studies shouid be kept along with
validation data.
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Published metheds of analysis for which validations are also published as well as compendia
methods of analysis should be kept, with partial validation data only demonstrating suitability of
the in-house equipment and persannei. [f a change in procedure is necessary during the stability
trial, datz should be generated and kept and processed in such a way as to prave that no
statistically significant difference exisis between the results of the older method versus the newer
method.

The stabilitv-indicating methodology should be validated by the applicant (and the accuracy,
precision and reproducibility established) and analytical procedures described in sufficient detail
1c perrnit validation,

Degradation products

Chromatographic or other analyiical methods designed 10 determine the content of degradation
products should be submined with the assay results even where an assay precedure specific for
the active ingradient has been used.

Physical properties

In addition to assay for content of active ingredient and degradation products, it Is necessary o
ensure that physical properties of the product are unimpaired after siorage, Congideration should
be given 1o the stareo-chemical integrity of the product. The additional tests will vary with the
formulation in guestion, but imporant aitributes of varicus dosage forms may include the
feliowing:

a) Tablets
Disintegration time, dissolution rate {multi-point profiles for each active if it is a muli component
product), moisture content, appearance, hardness, friability, colour and edour.

Solubility time and appearance of solution for soluble tablets, dispersion time. fineness of
dispersion, dissolution rate {unless the active ingredient is in solution after dispersion) for
dispersible 1abiets.

b} Capsules
Moiswre contcnt. colour and appearance (capsule shell and conterts), brittleness, disintegration
time {when dissolution rate is not applicable} and dissolution rate {muitipoint*profile).

[n conducting stability trials for solid dosage forms and other productz with compendia
dissolution requirernents, and which have a history of bicavailability problems, dissofution rates
shoyld be determined and muli-poime profiles presented in tabulated form as a function of
percentage of labelled claim dissolved to time.

<! Emulsions and suspensions

Appearance {such as colour and phase separation), odour, pH and viscosity,

resuspendability, particle size, sterility for ophthalmic preparations, preserving ability,
preservative contend.

d) Salutions :
Appearance, pH. viscosity and density, (where relevart), sotubility time {reconstitution and
appearance thereof], and sterility preserving ability and preservative content (where relevam).
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Tests should be performed to ensure compatibility between the container-closure System and the
product and the resulls included in the submission.

Test methods to determine particle size should not employ extensive dilution of particles or anv
other manipulation which could affect the real particle size existing in the dosage form. The

applicability of the particle size dependent varjable, such as sedimemaiion should also be
considered.

After siorage, samples ol suspensions should be prepared fer assay in accardance with the
recommended labelling under "Directions for use”,

e} Powders, granules {including those for reconstintion}
Muoisture, resuspendability/reconstitvtion 1ime znd appearance of reconstituted product, micrabial
limits. The reconstiined product must be tesied according 1o 2 salution of suspension.

i Metered Dose Inhalation aerosols
Unifermity of deiivered dose, number of metered doses, pamicle size (suspensions), spray parern,
microbal limits, depesition of smitted dose.

Because the container contents are under pressure, filled comtainers must be checked for loss in
mass over the expiration dating pericd. For suspensions, aggregate for solvated Jormaton rmay
lcad 1o clogged valves, ar the delivery of a pharmacotogically inactive dose. Corrosion of the
metering valve or deterioration may adversely affect ihe delivery of the correct amount of active
ingredient.

£) Ointments and creams

Homogeneity, pH. rheological properties. particie size and mass loss {plastic containers).
Preserving abitity if preservative present. Preserving ability for all topical preparations containing
corticosteroids.

h) Parenterals

Small volume parenterals include an exsremely wide range of preparations and

container-closure types. Each should be included in the stability study. Evaluation of these
products shouid include at least the following: pH particulate matter, pyrogens (containers larger
than 13 mi), syringeability of non-aqueous producs.

If a validated system exisls, sterility will generally not be required to be included in the stability
program. Initial skerijity should be recorded on stability reports.

Tests should be performed to ensure the compatibility between the containgr-closure and the
product and the results submitted. Aspects to be investigated on the closure include possible
pizmentation, resealing {ollowing multiple penetration and force for needle to penetrate.

For Large Volume Parenterals the smallast contatrer-clasure size should be studied, provided that
all comainer-ciosure systems are identical in composition and seal integrity.

A brief jusiification should be included stating the reasons for the comainer size chosen e.g.,
largest air volume or largest surface contact etc. Addilional tests - globule size (where
applicable}, volumelplastic containers), moisture permeability (where applicabie) and
exlraclables {plastic containers). Tesis should be perfarmed to ensure the compatibility between
the container-closure and the product. These data must be submiteed.
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i} Suppositaries

Melting range point, breaking strength and disintegration. The effect of aging may also be
observed from hardening of the suppository base, therefore, conirol and s1ability testing should
include distmegration time at 37 degrees C. Accelerated studies should be conducted at 2 - 3
degrees C below the melting point of the suppositories. In such cases, the product labelled o be
administered by additon to another product {e.Z., parencerals, asroseis) should be swudied for
stability and compatbility tn admixture.

j¥ Admixtures
For any product imended fer use us an additive to another product. the possibility of
incompatibilines exists,

A sugsested protacel should provide for (esis 1o be conducted al zero-, 8-, 3-. 24- hour intervals,
These shoald inelede:

- Assav of aciive ingrediens and any other ingredient for which a {imit is ser in the tinal product
specification;

- pH (especially for unbuffered LY Ps). colour, clarity {particulate matter);

- Inleraction with the container;

- identification of precipirant/sediment (although the presence of anv precipitant s already non-
contorming}

k) Intra-userine Devices (IUD}

Tensile strenpth of the withdrawal string and integrity of the package, 1.2., seal sirengih of the
pouch, sterility of the device. If the device contains a reservair frorn which active ingredient
diffuses through a controlled release membrane, it should be 1ested for total active content,
degradation products and in vitro release rate of the active ingredient in

addition to the above tests. Vaginal devices such as doughnut shaped silastic or other polymeric
matrix contaming an active ingredient uniformiy dispersed throughout the matrix must be
checked For in vitrg release rate of the active ingredient and extraneous extractable substapces ic
establish stability and compatibiiity of the active with the matrx.

1} Tran dermal patches
Retrase rate, seal inlegrity, mass variation, adhesive propertics.

Content of Antimicrobral Preservatives ’

Dosage forms containing preservatives 10 cortrol microbial coniarnination should have the
preservative conter monitered initiaily (zero time} and at reasonable intervals throughout the
projecied expiration daving period of the product. This may be accomplished by performing
microbial challenge wests (e.g.. Antimicrobial Preservative Effectiveness Test of the GSP or BP

which is applicable o unopened comtainers) and by performing chemical assays for the
preservative. When the minimum guantity of preservative 10 achieve effective microbial control
has been determined for solutions, chemical assays for the full period of the shell-life may be
adeqguate, provided that the results of tests demonstrating the preservative effectiveness are
subrnitted for evaluation. It is particularly important to consider the adequacy of the preservative
sysiem under conditions of use for multidose vials. When less than full term dala are submitted
for registration purposes. or for 2 major change wn formulatton, preliminary resulis for
preservative effectiveness are a minimum storage peried of ning months should be included for
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those products for which the effect of aging on preservative effectiveness needs to be
demonstrated e.g., suspensions, creams etc.

Those products requiring control of the microbial quality that do not contain preservartives, should
be tested initially {at zere time} and at the termination of study or at Lhe end of the projected
expiration dating peried aceording to the final product specification (Part 2F), for bio burden
{e.g.. Microbial limits Tests of the USP or BP, which includes a limit for total microbial count
and for absence of Siaphylococcus awreus, Escerichia coli. Pseudomonas aerugimosa and
Salmnenella species. In addition, it is recommended that topical preparations be controfied {or the
absence of

Pseudomongd cepacia, Aspergillus niger and Candida albicans as well as any wher topical
pathogens that may be identified as potentially harmful. Simuiated use rests on topical
preparations packed in jars and on ophthalmics are desirable.

Eifects of Opening and Clesing Containers

Investigation into "in-use” stability may be important for certain sensitive preducts. Where
applicable, the opening and ¢lesing of contaimers rmay follow 3 recommended dosage direction
included in Parr 1A to the MRF applicatron form.

Desiceants

Duration of satistactory performance of desiccants should be related 1o the shelf-Tifefexpiry date.
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ADDENDUM 3

~ POST-IMPORTATION IDENTIFICATION AND .
TESTING OF MEDICINES

. This document has been prepared to serve as a recommendation te applicant
Jwisiling to submit applications for registration of medicines. Tt rvepresents th
Medicines Controt Counncil’s current thinking on the safety, quality and efficacy o
: medicines, It is not ingended as an exclusive approach. Council reserves the right t
! request for any additional information to cstablish the safety, quality and efficacy o
1 & medicine and may make amendments in keeping with the knowledge which isi
j current at the time of consideration of data accotnpanying applications for{
registration of medicines. Alternative approaches may be used but these must be
| seientifically and technically justified. The MCC is committed to ensure that all
| medicines gaining market approval will be of the required guality, safety an
i efficacy. It is important for applicants to adhere to the administrative requirement
i to avoid deluys in the processing of applications.

| Guidetines and application forms are available from the office nf the Registrar o
| Medicines.

REGISTRAR OF MEDICINES
WS M.P. MATSOSO
DATE: 25{¢. /2003
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POST-IMPORTATION IDENTIFICATION AND TESTING OF
MEDICINES

1. Imported medicines must be identified chemically, assayed through a
stabiiity-indicating method, and other relevant tests as may be required,
conducted before release, to prove thar the product integrity has not been
prejudiced during transport from sources in other couniries.

{a}  Exemption from these requirements will be considered in the following
circumatances:
{b) When very small quantities are imported for “selected” patients, or groups
of patients.
fc! If the identification and assav cannot be performed in South Africa the
applicant musi submit full justification and motvation, as the return of
samples 10 overseas testing laborarories or manufacturers is not acceptable.
The MCC may direct that a laboratory recommended by it perform the
tests.
{d} Any other reason deemed by the applicant as being of such nature as to qualify
for consideration for this exempiion.

2. Any exemption appraved will be valid for three years, provided thar all the
requirements are complied with during the period of validity. Ininally, post
importation testing must be done and subsequently at spectlic intervals.

3 When requesting exemption the following must be submitted:

d. A suitable motivation for the request. ihar is, a suitable
projection as 10 the annual usage of the reievant project. and:or
detaii of the identificaticn and assay method witich cannot be
performed locally,

iii. Walidarion of transpart, that is, evidence that the conditions
during wansport are conlinuousiy monitored by temperature
and, where relevant, humidity recorders.

A tabulated summary indicating the method of transport utilized and the
conditions during transport as indicated beiow must be submitted. A
minimum of five printouts are required, giving an sccount of the same
product or, five different products, provided that the products reguire the
same storage conditions, and provided tha the products are dispatched
from the same site but by different shipments.

iv. A copy of the accelerated stability data of the [ormulation being
appiied for, packed in the final container as specified in Part 2D

{to determine if the humidity must be monitored).

v. A copy of Part 2B as per the MRF ) Form,



224 No. 24785

GOVERNMENT GAZETTE, 2 MAY 2003

POST-IMPORTATION IVTESTING

vi. An indication as 1o whether the request is for bulk products or
for the product packed in the final container.

vii. A certificate of GMP compliance not older than 2 years, issued
by competent reguiatory authority or in terms of the WHQ
certification scheme,

viii. A copy of the proposed master release document in accordance
with Part 2F reflecting the specifications pertaining to the
praduct in question (example attached).

“The type of recorder used in transit

Specify that the received certificate of analysis is valid, is complete (reflects the
actual resufts of the tests performed} and reflects compliance with the
regisiration requirements,

Visual identification of the product and dosage form

A consignment refercnce e.g. GRN (goods received notice] or invoice, etc.
(Balch numbers on the invoice must concur with the batch numbers of the
products).

Confirmation of the integrity of the containers, seals, and labels. Each aspect
must be specified and controlled to ensure that no damaged articles are accepred.

Furthermore, the following must be ensurad:

a)

b}

d)

&)

The transport conditions (temperature and humidity, where relevant} of
each shipment are recorded by a suitable device which provides a
printout that will form a permanent record of the specific shipment and is
filed with the batch release documents

An SOP, specifying the details of inclusion of the recorders, must be
availabie for inspection. The procedure must include amongst others, the
number of recorders, position of placement, date of activation and
inactivation {on leaving the place of dispatch i.e. faciory, and on receipt
by the applicant i.e. warehonse} and evaluation of the printout with the
reforence to the stability dasa.

The menitor must be validated and the validation data must be available
for inspection.

Please note that exemption is applicable only if each future shipment is
monitored and subsequently evaluated for compliance with the stability
profile.

The submission rust include the necessary supportive stabiiity daga. If
previously submitted, a statement to this effect will suffice.

The transport monitoring method, or transport conditions must be
specified in the master release document. Applicants should note that
any shipment received, not complying with these (ransport
specifications, does not qualify for the exemption. These shipments must
be assaved and identified as if exemption was not granted in the first
instance.

247857
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N.B. The Medicines Control Council reserves the right to withdraw the
exemption, should the applicant give cause.
Applicants who have obtained permission for exemption previously from
the MCC for their preducts must re-apply for exemption.

NAME OF PRODUCT:

REGISTRATION NUMBER:

DOSAGE FORM:

APPROVED STORAGE CONDITION:

QC FUNCTICN TO BE AUTHORISED (point {v) below):
ASSURANCE: TEMPERATURE RECORDED IN EACH SHIPMENT

b ____________________ ___ I

Name of | Batch Maximum | Maximum | Duration of | Mode of | Signature of
Product | Number | and humidity | transport Transport | MD/responsib
. | minimum recorded | (Date le pharmacist
temperature | (Where commenced who verified
recorded relevant) | and date the printouts
terminated)

00382083—8 24785—8
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MASTER RELEASE DOCUMENT

Product name and code b
Batch number
Approved storage conditions )
Final product specification reference number
Receiving notice number (GRN} ]I
Date of dispatch and of receipt
r CQuantity disparched
Number of containers received
Test Specification Result Signature
Temperature printout (storage | Present, attached,
conditions} conforms to stability profile
subrnirtred
Certificate of Analysis Present, valid (batch
! specific), conforms to

MBR1, complete

Visual Identification e.g. Praduct description,
labelling, container, batch
number, expiry date

Shipping containers’ condition | Clean, undamaged Number
. approved,
] Number
rejectet
Shipping container label Untampered
Shipping container seal Present, intact

Position/ Function

Signatures Date
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ADDENDUM 2

. VALIDATION PROTOCOLS AND |
| VALIDATION REPORTS |

This document has been prepared to serve as a recommendation to applicants
. wishing to submit applications for registration of medicines. 1t represents thel
Medicines Control Conncil's current thinking or the safety, quality and efficacy oi
medicines. It is not intended as an exclusive approach. Council reserves the right tci
request for any additional information to establish the safety, quality and efficacy o
a2 medicine and may make amendments in keeping with the knowledge which i
Ecurrent at the time of consideratior of datsa accompanying applications fo
Iregistration of medicines. Alternative approaches may be used but these muost b
[ scientifically and technically justified. The MCC is committed to ensure that al
:medinines gaining market approval will be of the required gualiry, saferv and
" efficacy. It is important for applicants to adhere to the administrative requlremﬂn:s’
tﬂ avoid delays in the processing of applications. r_

" Guidelines 2nd application forms are avaitable from the office of the Registrar of
- Medicines, :

REGISTRAR OF YMEDICINES

MS MY, M(ﬂ 050
DATE: 29[y [2903
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VALIDATION PROTOCOLS AND VALIDATION REPORTS

This guideline intends to communicate to Industry, the pelicy and requirements in respect
of validation protocols and validation reports (o be submilied to the Medicines Control
Council.

1 IMPORTANT REFERENCES:;

Chapter 9 of the SA Guide to Good Manufacturing Practice (1996 edition)
Circulars

United States Pharmacopoeia (USP)

British Pharmaceutical Codex {BPC)

FDA Guidelines on Validation

2 GENERAIL COUNCIL POLICY:

The standard to be used to assess compliance with current Good Manufacturing
Practice, would be the South African Guide to Good Manufacturing Practice
(SAGMP) (latest edition).

“that the Guide to Good Pharmaceutical Manufacturing Practice as amended,
which was prepared jointly by the secretariat and the PMA, be considered as the
standard determmed by Council as referred to in the specific conditicn for
registration of a medicine, namely that the appiicans shall ensure that the medicine
is manufactured and controiled in accordance with Good Manufacturing Practice
as determined by Council."

3 WHAT VALIDATTION IS:
3.1 The 5A Guide to GMP defines "validate" as follows:

"VALIDATE... ,
To provide documented evidence that an item of equipment, process, system or method is
in 2 state of control (i.e. that all assignable causes of variation have been eliminated) and
is able to consistently deliver specified resulis.”

3.2 Validation is an integral part of current good manufacturing practice; it is,
therefore, also an element of the qualiry assurance programme associated with a
particular product or process.

3.3 There should be levels where validation and qualification should be performed,
and the level should determine the intensity of these products. It should be least
for liquid preparations (solutions) and most for parenteral medicines. For solid
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dosage forms, it should depend on the criticality of the product as far as the
patient is concerned.

4 WHEN VALIDATION SHOULD BE DONE:

4.1

»

4.2

4,3

4.4

46

4.7

Validation should be considered in the following situations:

1otally new processes
new equipment
processes and equipment which have been altered to suit changing priorities

processes where the end product test if poor and an unreliabie indicator of product
qualiry

When any new manufaciuring formula or method of preparation is adopted, steps
should be taken to demonstrate its suttability for routine processing. The defined
process, using the materials and equipment specified, should be shown to
consistently yield 2 product of the required quality.

In this phase the extent 10 which deviations from the chasen processing
parameters can influence product quality should also be evaluated. In genera} the
final batch size shouid not be more than ten times the baich size of the
representative developraent barches.

The validation in the production unit mainly comprises the determination and
evaluaticn of the process parameters of the facilities applied for the scale-up 1o
final baich size. The control of ali critical process parameters, the results of the
in-process controls, {inal controls and stzbility tests should prove the suitability of
the important individual sieps of a procedure.

At least three baiches (including at least iwo production batches in the final batch
size) should be validated, to show consistency. Worst case situalions shaould be
considered.

When certain processes or products have been validated during the development
stage, it is not always necessary to re-validate the whale process or product if
simiiar equipment is used or similar products have been produced, providad that
the final product conforms 1o the in-process contro! and final product
specifications,

There should be a clear distinction between in-process controls and validation, In-
process tests are performed each time on a batch-to-batch basis using
specifications and methods devised during the development phase. The objective
is to monitor the process continuously.

5 WHAT VALIDATION INVOLVES:
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Validation involves the accumulation of documentary evidence relating to a
process, item of equipment, or facility. This is achieved by means of validation
protocol which should exist for every praduct and which details the tests to be
carried out, the frequency of testing, and the resuits anticipated {(acceptance
criterial.

6 THE VALIDATION PROTOCOL {VP}

The Validation protocol should clearly describe the procedure to be followed for
performing validation, The protocol should inclode at Jeast:

»  the objectves of validatian and guaiification study.

*  site of the study,

+  the responsible persammef,

»  description of cquipment to be used (including calibration before and after
validation},

*  SOP’s 10 be followed,

+  standards and criteria for the relevan: products and processes,

*  the type of validation,

+  time/frequency should be stipulated,

+  processes and/or parameters to be validated (e.g. mixing times, drying
temperatures, particle size, drying nimes, physical characteristics, content
uniformity etc.) should be clearly identified.

7 THE VALIDATION REFPORT (VR)

7.1 A written report should be available after completion of the validation, The
results should he evaluated, analysed and compared with acceptance criteria. All
resulis shouid meet the criteria of acceptance and satisfy the stated objective, 1f
necessary, further studies should be performed. [f found acceptable, the report
should be appraved and authorised (signed and dated). '

7.2 The report should include at least:

the title and ohjective of the study,

refer 10 the protocot,

detaii of material,

equipment,

programmes and cycies used

details of procedures and test methods

results {(compared with the acceptance eriteria).

& & & e Es
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s, recommendations ¢n the limits and criteria 1o be applied to all future
production batches {which could form part of the basis of a batch
manufacturing document}.

8 RE-VALIDATION:

a).

As a rule re-validation is required under the following circumstances:
change of formulae, procedures or quality of raw materials

change of equipment, installation of new equipment, major revisions to
machinery or apparatus and breakdowns

major changes to pracess parameters

changes 1o facilities and installations which influence the process

on appearance of negative quality trends

on appearance of new findings based on current knowledge, ¢.g. sterilisation
where

the frequency of checking is dependent on sophistication of in-process

methodology

a

NOQTE: The extent of re-vzlidation will depend on the nature and significance
of the changes.

¢ GENERAL NOTES

9.1

9.2

The following aspects could be considered during the validation of specific
dosage forms,

Validation of 1ableting: In the case of an oral 1ablet manufactured by
granulation and compression, the critical process paramerers may include {(but
not be limited 10):

blending time for the powder

particle size distribution of the active

granulating time and speed

amount of granulating fluid-binder concentration

drving time - final rnoisture content

granule particle size distribution

granule active content and homogeneity

blending time of external phase

tabiet hardness with respect 1o water content, friability, disintegration, and
dissolution

lubrication level with respect tablet hardness, disinlegration, dissolution  and
die-ejection force

tabiel mass and thickness control uniformity of content

If the tablet is film coated, the following additional parameters may require
validation:
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1.3

10.4
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spray rate of coating solution

nlet and outlet air iemperatures

coating mass of polymer with respect to table appearance, friability,
disintegration. and disselution

REQUIREMENTS

Each applicant should have a Validation Master Plan (WMP) (See SA Guide
to GMP, Chapier 9

Each product must have a Validation Protocol {VP), (where validation is
required, {.e. for inter aliz solid dusage forms, cortain suspensions, sierile
products etc or where mejer changes in formulation or manufacturing method 15
envisaged).

There should be a Validation Report (VR) following the completed validation.

Validation Protocols and Validation Reports shouid be available for inspection
purposes by the inspectorate,

The iollowing is applicable:

10.4.1

10.4.2

New Applications for regisiration:
A VP must be included in Part ZE. {The VR should only be submitted when
requested by the inspectorate).

Applications for change in applicant/manufacturer/packer/laboratory

A VP must be submirted with each application for a change in manufacturer
or laboratory, or change in applicant where it also involves a change in
manufacturer,

[If the validation had already beer done, it should be indicated as such in  the
application. A VR should only be submitted when requested by the inspectorate.]

105

Applications will not be accepted if the Validation Protocol should be found to be
incornplete.

10.6  Applicants should note that the submission of the VP or VR does not imply that

the VP or VR had been approved by the council or secretariat.
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ALCOHOL CONTENT |

This document has been prepared to serve as a recommendation to applicants
wishing t¢ submii applications for vegistration of medicines, It represents the
Medicines Control Council’s curreat thinking on the safety, quality and efficacy of
medicines. It is not intended as an exclusive approach. Counchl reserves the right o
request for any additional information to establish the safety, quality and efficacy of
a medicine and may make amendments in keeping with the knowledge which is
current at the time of consideration of data accompanying applications for
registration of medicines. Alternative approaches may be ased but these must be
scientifically and technically justified. The MCC iz committed to ensure that all
medicines gaining market approval will be of the required quality. safety and
efficacy. it is important for applicants to adhere to the administrative requiretnents
to avoid defavs in the processing of applications,

Guidelines and application forms are available from the office of the Registrar of
Medicines,

A -
ﬁ;w éé“

REGISTRAR OF MEDICINES
MS M.P. MATS0S0
DATE: 29 20073
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ALCOHOL CONTENT

ALCOHOL CONTENT FOR MEDICINES INTENEDED FOR ORAL
ADMINISTRATION

a)The following maximum concentration Yimits will be allowed for ethy! alcohol as
inactive ingredient:

(3,5 % {v/v} ethyl alcohol {or children under § years of age
5.0 % (v/v) cthyl alcohol for children 6-12 years of age
10,0 % (v/v) ethy! aleohol for adults and adolescents over 12 vears of age,

Minute dose preparations are exempted [rom this requirement.

For products where higher concentratien of alcchol are required, {e.z. plant extracts
or where soiubility or preservarion might be probiematic), 2xemption from ethanol
concentration Jimits will be considered individually, provided that justification and
mativation is submitied together with proof that the proposed dosage will not result
in blood alcoho] levels of 25 mg/dl or higher. {Table 1 is attached for reference
purpases oaly).

In all instances. the alcohol conent of 3 mixture must be stated prominently on the
immediate comainer label, the outer label (carton), as well as in the package insert
and patient information leaflet.

All medicines (registered products, "Old medicines” and new applications) musi
comply with the alcohol levels stated in this policy.

TABLE L#
Volume (Miiliitetres} of Ethanol Preparation Predicted to Produce a2 Blood Ethanal
Concentration of 25mg/160ml* (100ml=1d])
% Ethanol (v/v) in Age
Product {Weight)
2yr Ay Gyr gyr 10yr 12yr
{12kg) {l6kg)  (2lkg) (27kg)  (32kg) {38kg}

2.5 21 122 160 205 243 289
5,0 46 51 86 103 122 144
7.5 30 41 53 68 81 96
10,0 23 30 40 51 61 72
12,5 18 24 32 4] 49 58
20,0 11 15 20 20 30 36
25,0 9 12 16 21 24 29
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* Values were calcutated from data contained in McCoy et al, 1979, by use of the
formuia: dese (in milligrams} = plasma concentration {Cp) x volume distributed {Vd)
and assuming that absorption is complete. For exampte, the calculation (o obtain the
value of 40 mi for a 6-year-old ingesting a product containing 10% alcohol would be
made as feilows: Cp = 250 mg/L and Vd = 0.6 L/kg x 21 kg; therefore, dose = 250 mg/L
x {0.6L/kg x 21kg) = 3.150 mg. Because for absolute ethanol (specific gravity 0.789), 1
g=1.27ml, 31.5 g = 40 ml; thus, for 10% ethanol, the calculated volume is 40 ml.

# TABLE 1 is an abstract from an article on "Ethanol in Liquid preparations
intended for Children”, by the American Academy of Pediatrics, published
in PEDIATRICS, Vol. 73 ne.3 March 1984, page 406.
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MEDICINES CONTROL COUNEIL

DEPARTMEN‘I' oF HE.ﬁL"H

Fgresing S mar e

CLINICAL REQUIREMENTS |

{ This document has heen prepared to serve as a recommendarion to applicants
wishing fo sabmit applicacions for registration of medicines. It represents the
Medicines Control Council’s current thinking om the safety, quality and
efficacy of medicines. It is not intended as an exclusive approach. Council
reserves the right to request for any additional information to establish the
safety, quality and efficucy of a medicine and may make amendments in
iu.epmo with the knowledye which is current at the time of consideration of

* data accompanying applications for registration of medicines. Altermative

1appruaches may be used but these must be scientifically and technically

| justified. The MCC is committed to ensure that all medicines gaining market

, appraval wili be of the required quality, safety and efficacy. It is important for

g applicants to adhere to the administrative requirements to avoid delays in the

| processing of applicarions.

l These guidelines should be read in conjunciion with Regulatiens 5, 22, 24, 25,
1 42 and 43 of the Medicines and Related Substances Act Na. 1081 of 1963,

Guidelines and application forms are available {rom the office of the Registrar
i of Medicines.

%@%IST}U\R OF MEDICINES

NS MP, MAT?OSO
DATE: 29(4- [2003
Yersion MCC2003. !
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INTRODUCTION

This guidefire serves to help applicamts with the correct way of presenting a
package insent for evaluation on application for registration of a meadicine.
Applicants are requested to follow the formar stipulated in the guideling, in
conpunction with provisions set out under Regulation § of the Act 90 of 1997
(hereafter referred to as the Act).

The professional package insert is regarded as the document that ensures the safe
and effective use of the medicine wnder most circumstances. It presents a
scigntific, objective account of the medicines™ uses and limitation as established
by the supporting evidence. Ensure that 2l statements are adequateiv cross-
referenced (See Addendwwm’ I). No promotionai material may be included.
Promotional statements and comparisons to other agents, indicative of anv
potential advantage over competitors will not be altowed.

After registration, the professional package insert may wot be altered without the
approval ot the Medicines Comirol Council. In the case of safety-related matiers
the Councit should be informed immediately, with submission of an approved
professional package insert, a proposed amended package tnsert and the
evidence/motivation for the change. (refer 1o PART 5.2 - Application for the
Amendment to a package insert}.

GENERAL:

r

Package inseits must be typed in a dovbie-spaced text with a minimutn
legibility of 6-point Helvetica typeface in black ink on white cartridge
paper ot the equivalent thereof. The package insert text must be in at least
Enalish {British English) and any other official language.

r3
L]

Cross-referencing of the package insert shal! be by leaving 2 broad margin
on the right hand side of the page where every statement is clearly
referenzed.

Y4

()

Every statement shall be verified by a reference for purposes of
evaluation, The exact page’s shall be stated and. if possible. the colurn
and line number. Nowe. however, that no refarences shall appear on the
finalized printed package insert. [f an entire section 15 quoted from one
source, i will be acceptable to indicate the one reference at the end of the
relevant section.

24 The printing quality of the package insert must bs clzar to etable
duplication, for inclusion inta various documemns. during the evaluation
and registration process. The spelling and grammar in the package insert
text. and Tvpographical errors must be checked by the applicant hefore
submission to the Medicines Contral Council. Fatbure to do so shat! resuit
in a detav of the registration process.

23 Eiectronic submissions will be preferred.
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PART 1A - PROFESSIONAL PACKAGE INSERT
MULTI-SOURCE MEDICINES

3.1  HEADINGS AND PARTICULARS IN A PACKAGE INSERT

Applicants shall take note of which sources 1o be used as a reference for the
different headings specified i Regulation 9 of Act 90 of 1997, Applicants also o
aote that in-hceuse package insert templates shall be used as a reference during the
evaluation process of therapeutically equivalent, interchangeabie multi-source
medicines. {Schedule of definmons (23 of Regulation 9 of Act 90 of 1997), and as
contemplated under sub-regiation 1 {s)Wiv)of Act 90,

32 SCHEDULING STATUS

Applicants shall note the scheduting status of medicines as determined from tume
to time by the Minister, and as published in the Government Gazette. The correct
tzrm for unscheduled medicines is “Not Scheduled”.

i3 PROPRIETARY NAME AND DOSAGE FORM
Shall be in aczordance with the first page of the MRF 1,
34 COMPOSITION

An approved name of all active ingredients in accordance with Part 2 shall be
listed.

The guantity thereof per dosage unit. per suitable mass, per volume, or per unit of
the medicine shall be indicated.

The approved name and quantity of any preservative shall be listed and expressed
as a percentage. The content of ethy] aleohol, where such quantity exceeds 2%
shall be indicated.

Anv ingredient which may cause an z2llergic reaction, or which may be harm ful to

certain imdiveduals e.g. tartrazing, nust be indicated as such, in accordance with
Regulation @ of the Act.

3.5  PHARMACCQLOQGICAL CLASSIFICATION
Shall be in accordance with Regulation 25 of the aAct.

3.6 PHARMACOLOGICAL ACTION INCLUDING
PHARMACOKINETICS

Shall be in line with the relevant package insert template as determined by the
Council. Any additional information as required by the applicant must be
submitted with relevant clinical data.
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3.7  INDICATIONS °

Shat! be i Hine with the relevant package insert emplate as determined by the
Council. Apv additional intormation as requited by the applicant must be
submitted with relevam clinical data

3.8  CONTRA-INDHCATIONS

Shail be i line with the relevant package insert template as determined by the
Council. Any addiienal information as required by the applicant must be
submitted with relevant clinical data.

3.9 WARNINGS

Shal! b_e 0 line with the relevant packaue insert template us determined by the
Councit. Any additional intrormation s required by the applicant must be
submirted with relevant clinical data,

310, INTERACTIONS

Shall be in line with the relevant package insert template as determined by the
Council. Any addittonal utformation s required by the applicant must be
submitied with relevant clinical dara.

311 PREGNANCY AND LACTATION

Srall be io line with the relevant package insert template as determined by the
Couneil. Any additional information as required by the applicant mus: be
submitted with relevant clinical data.

3.12. DOSAGE AND DIRECTIONS FOR USE

Shall be in line with the relevant package insert template as determined by the
Councif. Any additivnal information as required by the applicant must be
submitied with relevant clinical data.

3.13. SIDE-EFFECTS AND SPECIAL PRECAUTIONS

Shail be in line with the relevant package insert template as determined by the
Council. Anv additional information as required by the applicant must be
submitted with relevant ¢linical data.

314 KNOWN SYMPTOMS OF OVERDOSAGE AND
PARTICULARS OF ITS TREATMENT

Shaif e in line with the relevant package insert template as determined by the
Counzii. Any additivnal information as required by the applicant must be
submitted with relesant ciinical data
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3.15. IDENTIFICATION
1 accordance with Part 2F
316, PRESENTATION
In accordance with Part 2D,
3.17. STORAGE INSTRUCTIONS
In accordance with Part 2.

The statement “Store all medicines out of reach of children.” must be stated,

. 3.18. REGISTRATION NUMBER

Allocated by the Medicines Control Council.

3.19, NAME AND BUSINESS ADDRESS OF THE HOLDER OF
THE CERTIFICATE

The name and business address of the holder of the certificate of registration. or
the holdsr of the paraltel importer license, whichever is applicable, shall be listed
under this section of the nackage insert,

3.20. DATE OF PUBLICATION OF THE PACKAGE INSERT

This date shail be the date of the Medicines Control Council Resolition. The date
shall only change when the package insert is amended exiensively and is re-
evaluated by Council,

Note: Any deviations from the requirements as described in these guidelines
will require approval by the Council prior to implementation.

PART 1A - PROFESSIONAL PACKAGE INSERT
NEW CHEMICAL ENTITIES

4.1  HEADINGS AND PARTICULARS IN A PACKAGE INSERT

The package insert shall follow the same format as laid out in the guidelines for
interchangeable muiti-sovrce medicines above, in conjunction with Regulation 9
of the Act. The difference being that the primary source of reference for headings
510 I3 below shall be the ciinical siudy data in the SBRA, or the AMRP,
whichever is applicable 10 that particuiar application.
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42. SCHEDULING STATUS

Applicants w nate that the scheduling status of medicines shall be determined
from time 1w time by the Minisrer,

4.3 l PROPRIETARY NAME AND DOSAGE FORM
Shall be in accordance with the first page of the MRT 1
{4, COMPOSITION

An approved nane of all active ngredients n accordance with Part 2B(1) shall be
“sted.

The quantiry therzof per dosage unit. per suitable mass, per volume. or per unit of
ihe medicine shail pe indicated.

The approved name and quantity of any preservanve shall be lisred and expressed
as a percentage, The cantent of sthyl aleohol. where such quanity exceeds 29%
shall be indicated.

Aoy ingredient which may cause an allergic ceaction, or which may be harmtul to
certain individuals £.g. tartrazine. must be indicared as such, in accordance with
Regulation 9 ot the At

4.5, PHARMACOLOGICAL CLASSIFICATION
Shall be in accordance with Regutlation 25 of the Act.
4.6, PHARMACOLOGICAL ACTION

Source of pantigulars shall ae the clinfeal data in the SBRA (Summary Basis for
Registzation Aprlicationy, or the AMREP (Abbreviated Medicines Reaisirnoron
Procedure} documents, whichever applies.

4.7, INDICATIONS
Sourge of particulars shall be the chinical data in the SBRA (Summary Basis for

Registration Application). or the AMREP (Abbreviated Medicines Registration
Procedured documents. whichever applics.

4.8.  CONTRA-INDICATIONS

Source of particulars zhall Be the clinical data in the SBRA {Summary Basis for
Registration Applicaticnl. or the AMRP (Abbreviated Medicines Registration
Procedure) documents, whichever applies.

49, WARNINGS
Source of particulars shall be the clinical data in the SBRA (Summary Basis for

Registration Application). or the AMREP {Abbrevigred Medicines Resistration
Procedure) documents, whichever applies.
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4.1¢. INTERACTIONS

Source of particulars shall be the clinical data in the SBRA (Summary Basis for
Registration Apphcation). or the AMRP {Abbreviaied Medicines Registration
Procedure documents. wiichever applies,

4.11. PREGNANCY AND LACTATION

Spurce of particulars shall be the chipical data in the SBRA (Summary Basis for
Registration Application;. or the AMRP (Abbreviated Medicines Registration
Procedure] documents, whichewver applies.

4.12. DOSAGE AND DIRECTIONS FOR USE

Source of particulars shall be the ciinical data in the SBRA (Sumimary Basis for
Registration Applicanon), or the AMRP {Abbreviated Medicines Registration
Procedure ) docomenrts, whichever applies.

4.13. SIDE-EFFECTS AND SPECIAL PRECAUTIONS

Sowrce of partculars shall e the clinical data wn the SBRA (Summary Basis for
Registration Application). or the AMRP (Abbreviated Medicines Registration
Procedure) doctmnents. whichever applies,

The side effects that belong together shall be grouped together either in ane
paragraph or under one sub-heading. e.g. gastro-intestinal. skin, hematological
ste. as per the Svatem Crgan Class Classification System of either WHOART or
MeDRA.

Side effects that ocour mare freguently as well as the more serions type of side
effects shall be fisted at the begmnme of the paragraph. The terms “mare
[requent” or “less frequent” may be used.

[n the case of multi-component formulations, the side effects shall be listed
sepiralely [or cach active ingredient

Special precautions shall be grouped topether in a separate sub-section or
paragraph. They should also be listed in order of importance.

.04, KENOWN SYMPTOMS OF OYERDCSAGE AND
PARTICULARS OF ITS TREATMENT

Source of particulars shall be the clinicat data in the SBRA {Summary Basis for
Registration Application). or the AMRP (Abbreviated Medicines Registration
Procedure) documents. whichgver appliss,

For treatment of over-dosage it ts usually acceptable to state, “Traatment is
svmptomatic and supportive”. There are exceptions where 2 standard text is
required .o paracaiamol. codeine. beta-blockers, Applicants should update
themselves wirly the relevant Circulars on a regular basis,
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4.15. IDENTIFICATION

in accordance with Part 2F,

4.16. PRESENTATION

In accordance with Farr 2D,

417 STORAGE INSTRUCTIONS

Iz aveordanee with Pt 200

Tie <ratement “Store bl medicines cut of reach of chitdren.™ must =e stated,
4.13. REGISTRATION NUMBER

Allocared by the Medicines Contral Couneil.

419 NAME AND BUSINESS ADDRESS OF THE HOLDER OF
THE CERTFICATE

The name and business address of the holder of the certificate of registration, or
the holder of the parallel importer license. whichever is applicabie. shall be listed
undar thes section of the package insert.

14.20. DATE OF PUBLICATIGN OF THE PACKAGE INSERT

This date shall be the dare of the Council Reselution. The date shall onty
change when the package insers is amended extensively and is ro-evatuated
by Couneil.

Note: Any deviations from the requirements as deseribed in these guidelines
will require approval by the Council prior to implementation.

PART 1 B-PATIENT INFORMATION LEAFLET

Al INTRODUCTION:

This guidetine serves o help applicants with the correct way of presenting a
patient information leaflet for evaluation on application for repistration of a
wedicine. Applicants are requested to folfow the format stipulated in the
guideline. in conjunction with provisiens set out under Regulation 10 of the Act
90 of 1997 {hereafter referred to as the Acr),

5.2 GENERAL:
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.1 Paticnt information leaflet shail be typed in a double-spaced text
with a minimum legibitity of 6-point Helvetica typeface in black
wk on white cartridge paper or the equivalent thereof The
package tsert text must be in at least English {British English}
and any other official language.

322 Cross-referencing of the patient information leaflet shali be by
leavmg a broad margin on the right hand side of the page where
evers statement (s clearly referenced.

20 Duery statenent shall be verified by a reference for purposes of

evaluation. The exact page/s shall be stated and, if possible, the
column and line number. Wote, however, that no references shall
appear on the finalized printed patient information leaflet. If an
entire section is gueted from one source, it will be acceptable to
indicate the one reference at the end of the relevant section.

14
1.
e

The printing quality of the patient information leaflet must be
¢lear 1o enabie duplication. for inclusion inty various decuments,
during the evaluation and registration process, The spelling and
crammar wi the patient information leaflet teat. and rypographical
errars must be checked by the applicant before submission to the
Wicdicines Contral Council. Failure to do so shall resuit in a delay
vl the registration provess.

L
o

10

Electronic submissions will be preferred,

HEADINGS AND PARTICULARS IN & PATIENT
INFORMATION LEAFLET

The patient information teafiet must be written in easily understandable English,
be consistent with the professional package insert and in accordance with the
reguzatiot 10, in tevms of the leaibilin, languaze and formart (Refer to Addendum
i for Lay terms).

Eachi immediate container should have a patient information leaflet apd should
refiect the following:

531

SCHEDULING STATUS

That is the schedubing sams of the medigine a8 in the srofessional
package msert.

PROGPRIETARY NAME AND BOSAGE FORM

Shall be in accordance with the first page of MRF I. When umbrella /
prand™ pames are used. the applicants wouid be responsible to include
precautionany statements of usage of these products simultaneously so as
w inform patients of the comrect uvsape and potential safety concems.
Example. if a range of produets under the same umbrella name contains
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paracetamel; it should not be vsed n conjunction with another products in
the range alse containing paracetzmod.

&  WHAT THIS MEDICINE CONTAINS

The compasition of the medicine. that is -

i the approved name of each active ingredient and the quantiry
ihereot contained in a dosage untl or per suitable mass or volume
or unit of the medicine:

i all inactive ingredients must be histed qualitatively:

T WHAT THIS MEDICINE IS USED FOR

The reqisiersd indivations for use of the medicing us accepted by the
Counedtin the orofessional paciage ingern,

(£ BEFORE TARING THIS MEDICINE ~ the following information

should be incleded

Y coitra-indicaians
precautions
WAFMINGS £.2. Warnings concerning sedative properties of the
medicine. warnings concerning the risks involved with sudder
withdrawal of the medicine ete most be included here
mleractions
Cieneral statement to be included i this section:
“[f ¥oo are taking medicines on a regular basis, concomitant use
of the medicine may canse undesirable interactions. Please
consult vour docter, pharmacist or other health care professions)

for advice.”

“If vou are pregrant ov breast feeding your baby while taking this
medicine please consult yveur dector, pharmacist or other health
care prodessional for advice.”
(THIS STATEMPNT SHGULD BE BOXNED AND BOLDELD:

H) HOW TO TAKE THIS MELICINE

The recommended dosage must be included here. (Any special
information, which the patient may require for the proper and safe use cf
the medicine. should be provided)

[nformation on what o do tn specific circumstances, for example in the
case of a missed dese. an unexpegted rteaction or in the case of an
overdose should be ingluded. “No not share medicines prescribed for
von with others.™ must be stated. As well as, “In the event of aver-
dosage, ¢onsult your doctor or pharmaciss. If neither is available,
rush the patient o the nearest hospital or poisen contrel centre”,

{z)  SIDE-EFFECTS

ti7 This section should be in lavman’s terms for the consumer to
undersiand -
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{al Stde-effects associated with the use of the particular medicine -
hsting the more frequent side-effects first,
{bi Side-effects that can be easily recognised by the patient.

(il The following general statement should be stated:
“Not all side-effects reported for this medigine are included in this
teaflet. Should your genera! health worsen while taking this

medicing, please consulr your doztor, pharmacist or other health
care professional for advice ™

STORAGE AND DISPOSAL INFORMATION -

Should contain inforimation on hew to store the medicine properly and
how o dispose of unused medicing. such as by returning such medicines
10» the pharmacy. The following statement must be stated:

~Stere all medicines ogt of reach of children.”

PRESENTATION

The number, volume or mass per package unit must be mentioned. A
deseripuion of the packaging maierial {i.e. bottle, blister, etc.) should be
meiuded.

IDENTIFICATION OF THE MEDICINE
A comabere description of the phyvsical appearance of the medicine.
REGISTRATION NUMBER/ REFERENCE KUMBER

The number 25 allogated by the Medicines Control Coungil,
This date shall be the date of the Council Resolution. The date shall
onh change when the patient

THE NAML AND THE BUSINESS ADDRESS OF THE HOLDER
OF THE CERTIFTCATE

Tie name and business address of the holder of the certificate of
registragion. or the hoider of the parallel importer license, whichever is
anpiicalie. shall be listed under this section of the patient information
leatlet.

THE DATE OF PUBLICATION OF THE PATIENT
INFORMATION LEAFLET

The wfarmation jeaflet is amended extensively and is re-evaluated by
Couneil.

Note: Amv deviations from the reguirements as described in these guidelines will
require approval by the Counct! prior 10 implementation.
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Note:
The n::_:,pm'ls_ibi{ir}-' for eusuring that the patient information leaflet is in line with
the regulations. including assurance that the patiemt information leafler

corresponds  with the information in the professional package insert will
essentially rest with the appticant.

PART 1 C- LABEL

An example of the facsimile of the label must be included here. Requirements
e.yg. font size as stipulated in the Regzulations shoold be adhered to.

The following inclusions are sermnitesd:
“For seate use rml:: - Not for sale’ — Yor tenger irems
“Predessicnal samale” - sampies for protessionals

Note: Any deviations from the requirements as described in these zuidzlines will
requive approval by the Council in tw@erms of Section 36 of the Act, prior w0
umplementatian,

PART 1 D - FOREIGN REGISTRATION

-

A list of countries including SADC countries in wihich an application has
been lodged and the status of such applicattions shall be furnished.
Countries that are members of the PER Scheme. other EU countrigs and
the USA should specifically be identified. Approvals (with indications),
deferrals, withdrawals and rejections shouid be stated. If the medicine has
already been registerad in any of the countries mentioned above, a copy of
the registration certificate and the approved package insent (data sheet) as
well as the conditions of regstranian, should be provided.

-1
[

It should be siated whether data packages submitted in the counrries in 7.1
are essentially similar to those submined to the Medicines Control
Council. including the proposed indications.

7.3 The Medicines Contrel Ceuncil should alsa be notified of any rejections,
withdrawals or approvals of applications in the EU commission {mutual
recagnition process), Australia Canada, the Netherlands. Sweden. UK and
1:54 during the evaluation period. Where the rejections or withdrawals
relate to safety arters details in each case should be provided.

PART 4 - PRE-CLINICAL STUDIES

3.4 Guidelines are constantly evolving as & result of sciensific developments
and harmonisation of the requirements of the maior overseas regulatory
anthorities. The Medicines Contral Council endeavors to keep abreast of
such developments and keep its application requirements and evatuation
policies in line with “best imternattonal practice™.

g2 Legisiation to be read in conjunction with thesc guidelines is:
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The Act
Application form - PART 4

* Regulations

For Biplogical Medicines the applicont must include deiails (published or
vapudlishedy of the resules of ame rigls or experiments carried vut in man
or H the animal wegel species, or carried our v other animals, that
extehlish and confirm the sofery of the medicine. with particular reference
{0 the dosage and directions for uve,

For medicines other than biolosical medicines

It PART 4 the applicamt needs 1o address the Pharmacology and
Toxicalogy of the ruedicine:

8.1

8.2.1.1
i

i}

I

v

$a.

—

i

Pharmacolom:

Fharmacodyvnamics:

The primary effecis of the medicine. with results in different
animal species {EDy, values if possible] must be addressed,

Compartsen of the effects of the product with that of reference
products is valuable information.

Where relevant. the pharmacology of significant metabolites must
pe investigatad.

Qiher pharmacodyvnantic effects, especially thase that might be of
significance for adverse effects of the megivine. should be studied
and described.

Interaction sdies. where relevant, should be included.

Phatmacokingtics:

To assist ip the erpretation of wxicological studies, it is
imporiant to compars the exposure of the animals used in the
roxizin reszing with thar anticipated in patients given the
proposed therapeutic dose regimen.

PART 4 should, therefore. include comparative pharmacokinetics
data. which inzludes C,,.. (afizr a singie dose and at steady state)
and AU date for the parent deug and major/active metabolite(s),
where relevant, in human and all species used in the toxicity,
carcinogenicin and reproduction studies,

© These data should preferably b2 obtainsd from the oxiciny

soidies.

Other formation (for exampile, t, and clearance), may be of
valug where important differences have been shown between
animals and man,

Toxicelogy:

Aosummary or expett report must be submitted for cach animal
species studied, inzluding sex. number of animals, dosage, route
of adminestration. duration of study and toxic manifestations.
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il [mpertant points pertaining to preclinical toxiciry to consider and
address are!

- Dose-response relationship
Tune-response relationship
+ Species specificin
Target organ spe~iiicity
+ Reversibility 7 wreversibibity of toxie zffects.

1) Medicines that show specific toxicological effects, such as
immunotoxicity, hepatetoxieity or neuwrotoxicity, should be
investigated further, 1aking into account the points under 1)

ivy New medicines, which belong te ciasses that are known to
producs 2 particular ioxic 2ffect. should be tested appranziately,

v3 o The possible mechanisnus; cnderlving the changes observed in
toxiciy stedies need to be mvestigared and addressed.

viy Due o the jocal climatic conditions e phototoxic porenttal of a
medicing showld be considered.

wii) The points o address i the reproduction studies are: ferniliny,
ambrsy onal roxicity. teraogenicity. peri- und postnataj Hfiaets.

The detaiis of results trom tests shaill depend on the state of scizmific
knowledge at the time when the application is lodged. Any interim and
final results of ongoing studies must be svmitted 45 scon as these Jatn

hecome available,

A new route of adminietration or an increased daidy dese of koown
gxciptents may result in the nesd for additional pharmaco-texicalogical
daia,

5 - CLINICAL STUDIES

Guidelines are constantly evolving as a result of sctentific developments
and harmonisation of the requirements of the major wverseas regulatory
authorities {USA. UK. Sweden, EU, Canada, Metherlands. Australial
The Medicines Cantrol Council endeavers to keep abreast of such
developments and keep its application requirements and evaluation
policies 1wy line with ~best international practice™ as per ntroduction.
Please refer the Medicines Control Counedl Climical trials guidelines.

Legislation (o be read i conjuuction with these goidelines are:

ALt

Application form - PARST 2.

Regalation.
The clinicat data must be presented in such manner that allows for casy
cross-referencing to the index. other studies and the profassional package
msert. [Applicants wishing to submit data in electronic form should
discuss the requirements with the Registrar of the Medicines Conrraol
Council].
Daia presented in suppors of the safety and efficacy of the medicine must
be derived from clinical trials conducted in compliance  with
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CLINICAL REQUIREMENTS
internationally accepted GC'P guidelines. The studies must be properly
designed and conducted and must be of acceprable statistical power.
Where relevant, results published in peer reviewed scientific journals
should be submitied.

Clinical triats should be conducted with the formula as applied for. Where
studies have been conducied with different formulations. comparative
equivatence stodies need 1o be submnted w enable extrapolation 1o the
formula intended for the market,

Normalby individual patient data from clinical trials need not be included
in an application dossier {except in the case of bicequivaience studies
where the individeal plasma/serum  concentrations and  derived
pharmacokinetic data are to be supplied). Tabulated individual patiemt
data may be included in the application if' the applicant considers it
appropriate.

Studies designed 1o demonstrate the pharmacodvnamics of a3 medicine
should address the effect of the medicine, duration of effect. dose-
response and tolgrance. Additional action .0 the central nervous svstem,
respiration, circulation. blood chemistry. liver and hidney funcuon. ete.,
sivould be considered at the proposed therapeutic dose{s).

Pharmacokinetics studies should be conducied with the formula as applied
for. All relevant pharmacokinetics data shall be given, such as amount and
rate of absorption after vartous routes of admunistration, plasma
concentration. half-lives, drug clearancs. drug metabolism as well as the
routes and rates of excretion.

The pharmacokinetics siudies are w0 be carried out with both single dose
and muitiple dasss 10 steady state within the recommended dosapes range.

Where applicable the plasma coneentration{s) producing pharmacalogical
and/or therapeutic offcets, as well as adverse effects should be presented.

Pessible dose-dependent pharmacokinetics needs 1o be addressed.

The trig] desigr of the relevant chinical studies should be such that the
safen and efficasy of the medicme can be established i comparison to
either placebo apdior a2 registered medicine wn UK. USAL Sweden.
Netherlands, Canada. Australia and EL:. The dascription of the studies
must include patient poputation size and disgnosis. in- and exclusion
criteria. test and comparator dgrug dosage remimens and duration of
therapy. parameters assessed for efficacy anc safety. including results of
special investigations. Detailed statistical resulis must be presented. ht
should by noted thar the randomised. deubie bild. piacebo andfor active
contralled tral des:en remains the goid standard for establishing the
efficacy and safer o medizives.

The dosage of the active comparator reier w Section 4.0 Bio-
equivalence of a new multi-source medicinest musi be in line with that
approved for the specific indication.

The patient drop-cuts musi be addressed. mcluding the time of and
reasons) for withdrawal,

Ta enable evaiuation of safeny of the medicing i should be noted that the
long-tetrn safety, particularly for medicines propesed for chronic use.
neads 10 be addressed.
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913 While a product is being evalvated, applicants should notify MCC of:

\) any approvals, refections or withdrawals of applications in other
countries and

i} any serious adverse effects observed for the first time. or at a
frequency, which has become a concern,

9.t During the evaluation period, if new significant data becomes available
that 15 contrary o the use of the medicines. applicants must notify
Council. With this notification the applicant should stare it's tniention.

STANDARD PACKAGE INSERT INFROMATION FOR CERTAIN
CATEGORIESINGREDIENTS:

Unless the applicant can provide convincing evidence (o the conlrany. packase
inserts should contain the tollowing, although the wording aeed not be identical.
Standard information to be includsed in the professicnal package insert

10.1 GENERAL DROWSINESS WARNING FOR
ANTTHISTAMINES (OLD GENERATION)

This medicing may lead to drowsiness and impaired zoncentration thar may be
aggravaled 9y simuitanecus intake of aleohel or other cenmtral nervous system
Jdepressants, Patients should be warned agains: taking care of vehicles ar
machinery or performing potentially hazardous tasks where loss of concentration
mav Jead to accidents.

.2 GENERAL DROWSINESS WARNING FOR
ANTIHISTAMINES (NEW GENERATION)

This medicine lacks significant sedanve etfects,
10.3  NON-CONTENT CLAIM : "CONTAINS NO ASPIRIN"

The use of the words "contains no Aspirin™ may not appear on the package insert
or in the advertising of non-aspirin containing medicines. [n terms of regulation
9(3) the wording may still appear on the immediate label of the medicine provided
thar the type size is not bigger than the tvpe size in which the active ingredients
appaar.

1.4 DEPENDENCE PRODUCING POTENTIAL OF MEDICINES

Warnings concerning the dependence-producing potential of certain substances
may be made known 1o the professionals.

i0.5 IMPORTANT PATIENT INFORMATION TO BE
INCLUDED IN ALL PACKAGE INSERTS OF MEDICINES
INTENDED FOR MALARIA PROPHYLAXIS

The folbgwing patient warnings must be included in all package inserts of products
intended for mataria prophyiaxis:

No. 24785 253
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Because no form of prophylaxis is fully effective, the prevention of mesquito bites
sheuld form the mainstay of malaria prophylaxis. The following preventative
megsures 1o prevent mosquito bites should be taken:
i1 endemic areas should pruizrably be visited during the dry season or in
wears when rainfall is low:
i} high risk patients should avoid malaria areas aliogether.
High risk persons include:
-babies and young children less than 3 years of age:
-pregaant women; -immung-compromised individuals such as those
o long-tenn steroids. cancer patiemts and those on chemotherapy,
AlDS patients and those who have had their splecns removed:
lit) not gaing outside between dusk and dawn, when mosquitoes are most
Aactive,
W applying inseet repellan: to exposed skin and ¢lothing,
v] wearing long sleeves and wousers at night;
Y1) USing mosquito nets. screens. coils or pads

A warning that should fiu-ilke ssmptoms present the patient must inform
the doctor that he has been to 2 mafarious area.

1.6 USE OF MEDICINES DURING  PREGNANCY  AND
LACTATION

In cases wihere the safery of a medicine with regard to its use in pregnancy and
lactation has not been established, the following warning must be included i the
package mserts Tor those medicines

"The safery of this preparation in pregnant women has not been established ™

10,7 PACKAGE INSERTS / SLOGANS
Advertising (slogansy in package inserts is not permissible.

10.8 PACKAGE INSERT REQUIREMENTS : WATER FOR
INJECTION

Genera! exemption from package insert requirements in respect of sales packs of
water for injection will be considered provided thar the foliowing warming appears
on at least the outer labe! in prominent tvpe:

“Waler for iriection must nod be administered alone”

10,9 PRODUCTS CONTAINING ACE-INHIBITORS

The following boxed warnings ntust be mcluded:

"Should a woman become pregnant while receiving an ACE-inhibitor. the
treatient must be stopped prompty and switched to a different medicine.”

"Should 2 woman contemplate pregnancy. the doctor should consider alternative
medication.™
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The following wamnings must be included:
"ACE-inbibitots pass through the placenta and can be presumed o cayse
disturbance in foetal blood pressure regulatary mechanisms. Oligohydramnios as
well as hypotension, oliguria and anuna in newborns have been reported after
administration of ACE-inhibitors in the secopd and third trimester. Cases of
defective skull ossification have been observed. Prematurity and low birth mass
can ocour”
10.10 ANTIBIOTICS INDICATED FOR THE TREATMENT OF

BETA-HAEMOLYTIC STREPTOCOCCAL INFECTIONS

The following statement must be inciuded under the heading DOSAGE AND
DIRECTIONS FOR USE:

"ln the treatment of beta-haemolytic streptocoecal infections, a therapeutic dose
miust be administersd figr ar teast 10 days™,

10.11 REYE'S SYNDROME WARNING FOR MEDICINES
CONTAINING ASPIRIN

The following warning be included in all package inserts for aspirin containing
produees;

"WARNING: ASFIRIN HAS BEEN IMPLICATED [N REYE'S SYNDROME, A
RARE BUT SERIOUS ILLNESS. [N CHILDREN AND TEENAGERS WITH
CHICKENPOX AND INFLLENZA. A DOCTOR SHOULD BE CONSULTED
BEFORE ASPIRIN IS LISED IN SUCH PATIENTS.”

10.12 BENZALKONITMCHLORIDE-PRESERVED
OPHTHALMOLOGICAL PREPARATIONS:

The concentration of benzalkonium chioride showeld not exceed 0.01% and sheuld
not be used in preparations intended fey sott contact lens solutions.

The following warnings should be inciuded in the package insert:

“As the possibiline of adverse eifects on the comeal permeability and the danger
of disruption op the corneal epithelium with prolonged or repeated usape of
benzalkoniun chloride preserved ophthalmological preparations cannot be
excluded, regular ophthalmological examination is required.

Caution should be exercised in the use of benzalkoninm chloride preserved ropical
medication over an extended period in patients with extensive ocular surface
disease.”

10.13 PACKAGE INSERTS FOR BENZODIAZEPINE

Unless the applicant can provide convincing evidence to the contrary package
inseris for benzodiazeping should contain the following, although the wording
need not be idenucal:

Under "Side-effects and special precautions”
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The side-effects most commonly encountered are drowsiness and over
sedation. Drowsiness is morc common in elderly and debilitated patients
and in patients receiving high doses. Less commaon are depression of
moed and affect. disorizmation or confusion. lethargy and ataxia.

Paradexical reactions such as acute hyper excitable states with rage may
oceur. [fthese ozcur, the medicine should be discontinued.

There is a potential for abuse. Withdrawal svmptoms (including
convilsions) have occerred following abrupt cessation especialty in
patients recefving large doses {or prefonged periods.

Injections:

Respiratory deprassion dile to a depressant effect on the respiratory centre
and cardiovascular collapse may occur fallowing intravenous and
intramusecular administration.

Special Precaunions:

Partizular caution should be exercised with the elderty and debilitated -
who are at particular risk of over sedation respiratory depression and
ataxia. (The injtial oral dosage should be reduced in these patients):

- patients with pulmonary disease and limited puimonary reserve,

- patients suffering from impatrment or renal or hepatic function;

- pattents sufiering from ansizly accompanied by an underlying
depressive disorder.

- PALIENTS recelving Darditurales or othe. Sentrai nervous system
depressants. There is an zdditive risk of central nervous system
depression when these medicines are taken together,

- petients should be cautioned regarding the additive effect of alcohol;

the medicine should be used judiciously during pregnancy and
preferably avoided. Given during lahour it crosses the placenta and
may cause the floppy-infant svndrome characterised by central
respiratons depression. hypotherniia and poar sucking. 1t should not
be administered 1o lastaung mothers.

Patiants should be advised. partizularly at the mitiation of therapy. not
to drive a motor vehicle, climb dangeroug heizhts or operate
dangerous machinery, I these sitwations, umpatred decision making
could lead 1o acctdents,

Crverdosape:
“anifesiations of overdosage include somnoience, confusion. coma,
respitatory and cardiovascuiar depression and hypotension,

BENZODIAZEPINE OR BENZODIAZEPINE-LIKE
COMPOUNDS

Product name to be inscried in [ ]

Indications

247858
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] is only tndicated when the disorder is severe. disabling or subjecting the
individual 1@ extreme siress.

[Dasaue and directions for use:
Freatment should be started with the lowest recommended dose. The maximum
dose should nar be exceeded.

For products with anxiety approved as indication:

Tremiment should be as short as possible.  The patient should be reassesszd
regzidarly and the need for continued treatment should be evaluated. especially in
case (he patient is svmptom-free. The overall duration of treatment generally
should not be more than 8-12 weeks. inciuding a tapering off process. In certain
cases eatens o bevend the miaxinum treaiment period may be necessary: if so. it
should ro: taks slace without re-evaluation of the patent's status.

Far products witl insonmia approved ax an indication:

Treatment should be as short as possible.  Generally the durarion of treatment
varies fromm o few davs 10 two weeks. with a maximum, of four weeks including
the rapering-off process. In cematn cases extension bevond the maximum
ireatmen: pericd may be necessarv: it so. it should not take place without re-
evalualiof of the pafient’s status,

Side-etizcls and spaeial precautions:

] is not recommended for the primary treatment of psvehotic illness. [ 1
showid oot be Used aione to treat depressmn or anxisty with depression 25 suicide
M be provipitated in sucn patients. [ shoutd be used wath extreme cauiion in
parients with a bistare of aleohol or drug abuse.

Camendunue

Thzre 1z a potential for abuse and the development of physical and psvchologizal
dependence. espeeiatly with prolonged wse and high doses.  The nisk of
depeindenye Is also greater in pabents with 2 history of aleohol or drug abuse,
Uz prosizal dependznes has develaped, abrupt termination of treatment will be
decrnpaniea byowithdrews) svmpioms. Thess may constst of headaches, muscle
DaiT eAlIeme anxaens . lension. restiessness, confusion and ireitabilite,

i szwes ne followine  svmploms  mav  ococur: de-rcalisation.
depel=onais=aiion.  livperacusis,  pembnes:  amd  tingiing  of  extremities.
Eyvoersensinivits v light noise and phvsizal contagt. hallucinations or epileptic
UL

[ . ;
Aotrnisivnt epdrores wnerzhy e svpiatoms thas fed o reatment with [ ] recar
nioanoeahapeed ftem mzy ocowr or withdrawal of treatment. It may be
accompanied by miber reactions tnciudmg mood changes, anxiety and restlessness.
S the risk of withdrawal phenomenairebound phenomena is greater afier
abropi discontinuation of treatment. it is recommended that the dossge is
drerepsed gradualy,

Gursron o freatmen:

The durenon of wearmzn: should be as short 25 possible {see Dosage), but shou!d
net eaceed 4 wesks for insomnia and eight to twelve weeks in vase of anxiety,
C*uincluding the apering-off process. Extension bevond these penods should

24786—9
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not take piace without re-evaluation of the situation. It may be useful 1o inform
the patient when treatmem is siarted that it will be of limited duration. and to
expiain precisely how the dosage will be progressively decreased. Moreover, it is
unpurtant that the patient be aware of the possibility of rebound phenomena,
thereby minimising anxiety over such svmptoms should they oceur while the
product ’s being discontinued.

{**1 Note chat the duration must be adapted aceording o approved indicarions for
each individual product,

10,15 BETA-? AGONISTS

INCICATION
“Trzamment of reversible airway cbstruetion in asthma, chronic bronchitis
and empiivsema and prevention of bronchospasm in exercised-induced
asthma™

Under "$[DE EFFECTS AND SPECIAL PRECAUTIONS”
Hypokaiaemia may oceur.
Overdosaze may cause cardiac effects.
High dosages may increase the risk of seripus side-effects, inciuding
cardiac dvsrhythmias. This risk is further aggravated if administered
cancomitantly with other medicines that cause hypokalaemia and cardiac
desrhivthmias or in the presence of hypoxia and acidasis.
The maximmm dose should not be exceeded,

Under "DOSAGE AND DIRECTIONS FOR USE™
Do not exceed the reeommended dose.

10.16 STANDARDIZED PACKAGE INSERTS FOR BETA-
BLOCKING AGENTS

Unless the applicant can provide convincing evidence to the contrary, package
inserts for bera-blocking agents should coneain the following, although the
wording need not be identical:

Under "Side-effects and special precautions”

a) Bronchoconstriction may occur in patients suffering from asthma,
bronchitis and other chronic pulmonary diseases

b} Congestive cardiac failure and marked bradvcardia may occur

¢y A variety of neuropsychiatric disorders may occur, ranging from
vague fatigue and nightmares to overt psychosis

d1  the following may uceur: exacerbation of peripheral vascular disease,
or the development of Ravnaud's phenomenen {due to unopposed
arteriglar  alpha-swmpathetic  activation). sexual impoience,
hvpoglvcaemia, skeletal imuscle weakness and  gastrio-intestinal
disturbances, Severe peripheral vascular disease and even peripheral

sangrene may be precipitated.
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¢b  Adverse reactions are jore common in paitents with renal
decompensation, and in patients who receive the druz travencusiy,
v Lt is dangerous o edminister this medicine concomitantdy with e
fellon ing medices: Byvpoglveaeric peens. plivnofivazines and
varicus antarenythme gents,
NED - Busk drog-deux interactions  ocan hine dife-tresicning
COltEeqUETICes

SPECIAL NOTE: - digmalisation of panenty rezsiving Dagz-ienr bata-
Biocher themamy may e necessars i gongestive cardiae fadurs ke w
develop. This combmation ca2n be considered despite the patentiation of
negative chronatropic effect of the two medicines. Carelul control of
dospges and ol the individual paliznt's ressonse (and notzhis puise rare: s
gssenial o this situation.

vl Abrug dizzonnnuation of sherapy mas cause exazerhatian o angine
setoris n patients sufiering from ischasmic oot Giseuse.
Disconunuation of therapy should be mradual. and pacents should be
advised o limit the extent of their phasical activiny during the periog

* that the medicine ts heing discontinoed.

b Adminustration to pregnant mothers shorth betore oiving birk, o
during lehoue may result i the newhorn tnfaats hoine hon: by poteing.
collzpsed and hypoglveasmic.

iy Patients with phaecchrogasytoma usually require trepamzit with an

aiphia-adrenzgreic blocher.

Lnder "Contra-Indications"™

a) Particular caution should be exercised witi: pativats suf
followwivg:  asthma. bronclins. chranic respisas:
turd-dzgree neart boch and bradyaardia (less than 50 beats per minaie),
peripieral vascular disessss and Raviaud ¢ phenomaenmn,

by Tie normai dose should be redused i elderh pausznm, or o patients
suttering fromw renal 2y sfunctron,

a0 Fron 4
LT Llte

oseonnd dno

P
LTIy

to which the patient is azzuseomed. as there may he dange~ o7 aoeravatnm
of ancine pesorts of hvperonsion o
esponse 1 npovalaemia or bload foss may be o
surgen.. Paricuiar zaction shouid ba taien s (his 5

ot in the peninperative pericd i peneralh unwdis oreds s the G

e
ST g

mpiams o overdnego T
. PR T T E -
p e M B e s L THAH H

sar7 failure may e produces i

Linger "lopowr =

PNy TS T I

Brongnoenas: and

Cages of mild cverdose should be observed far 2l leasi 2 ioues. 2o aphices
and cardiovaszular collapse mas appear siddoniy .

Gastriz lavage should be performed within 4 hiours of suimensd myerdoae,
Repeated activated charcoal is necessarc in severs overgise,

Atropine may b used (o traal savers bradvessdia 17w is
wadeguaie,  ciuctzon ma be give  Inimvenaas o S lisrpanivels.
dobutaming or isoprepabing mas be reouired woreverse hetn hinzkade,
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Iniravencus cardiac pacing may be required for severe bradycardia.
Bronchospasm should be treated with 1V aminophyiline or inhaled or IV
beta-agonist ¢, satbutamol.

10.17 WARNINGS FOR INCLUSION IN BETA-BLOCKER AND
CLONIDINE PACKAGE INSERTS

The tollewing warnings muse be nciuded in ail bera-blocker and clonidine
pachauge inserts.

"Cautipn sbeuld be exercised when transferring a patient from clonidine. The
withdrawal of clonidine mav result in the release of large amounts of
catecholamines that mav give rise to a hvpertensive crisis, [f beta-blockers are
admtinistered in these circumstances. the gnopposed alpha recantor stimularan
may potentiale this afiect™:

"It a beta-dlocher and cionidine are given concurrently, the cloniding should not
be discontinued ontil several days afier the withdrawal of the beta-blocker as
severs rebound yperiension may oceor”

10.18 BETA-LACTAM ANTIBIOTICS

Tie foilowing statement musi be neluded in the package insens of al] beta-lactam
and flusroguinclene  antibiotics  coutaining  an  indication or claim  for
Pseudomunas aeruginosa under the heading

INDICATIONS:
“In the treatment of infections caused by Pseudomonas aeruginosa. an
aminoglycoside must be administered concomitantly".

10,19 BISMUTH CONTAINING MEDICINES

The package mserts for bismuth conmaining preparations maust include a warning
regarding the possibility of neurotoxicity with prolonged or excessive use,

10.20 PACKAGE INSERTS FOR CLOFIBRATE CONTAINING

Package inserts for all clofibrate-containing medicines must reflect:

Linder "Indications”

Before startng treatment with ciofibrate. attempts should be made to
control serum lipids with appropriate dietary regimens. weight loss in
nbese paties, contrel over diabetes medlitus, ete.

IF after consitering the possible benefits in relation to the risks, it is
decided to use clofibrate it is indicated in types H{B), U IV and ¥V
hyperlipoproteinaemias (Frederickson and Levy Classification)
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FREDERICKSON  LIPOPROTEIN MAIJOR LIPID
TYFE ELEVATION ELEVATION
[iver rare} chylomicra Tngiveerides
[T a} {LDL) Cholesterol
Tk pre- - Cholesteral +
(VLDEL = RDL) Trigiycerides
[ rare) abnormal (LDL) Cholesterol +
Trigiycerides
v pre {(VLDIL) Triglycerides
V' [rarch chylomicra + Triglvcerides +
pre (YLDL) chotesterol

It bas not been established whether the drug-induced lowering of serum
cholesterol or lipid levels has detrimenial. beneficial or no effects on
morbidity ot mortality due 10 atherosclerosis or coronary heart disease.

Clofibrate therapy should be discontinued if a significant lowermg in
serum lipids is not obtained.

Uinder "Side-effects and special precautions”
Due to its action on cholesteral metabolism, clofbrate may increase the
lithagenicity of bite and there is an increased frequency of pailstones.

A possible association berween treatment with clofibrate and gastro-
intestinal malignancies exists.

10.21 CONTRAST MEPDMA - WATER SOLUBLE - BOXED
WARNING

Faral reactions have been associated with the admiinistration of water-soiubie
conerast media. 1 s therefore of wimost importance that a course of action be
carefully planned in advance for the tmmediate treatment of serious reactions, and
thai adequate and appropriate facilitics and personnel be readily available in case
nf a severe reaction. Patients should be observed for a possible severe reaction
durimg and for at fgast 30 - 60 minutes afier administratton of [proprietan name].
Patients with known or suspeeted hypersensitivity o iodated contrast media must
be closeh observed.

10.22 EXEMPTION FROM PACKAGE INSERT REQUIREMENTS
INRESPECT OF CONTACT LENS SOLUTIONS.

THIS EXEMPTION SPECIFICALLY DOES NOT APPLY TO ARTIFICIAL
TEAR SOLUTION.
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Contact leng selutions are exempted from package insert requirements i TESpECT
ol contact lens solutions provided that: -

ir the relevant iminediate container labeis and cartons (if any) contain
the necessary information that would normatly be required on the package
Insert:

tit such labels are fullv bilingual;

ik e advertising matter of reference to other products be included on
such labels and

ivl the draft labets be submited to this office for prior approval,

10.23 WARNING FOR INCLUSION IN POTENT TOPICAL
CORTICOSTEROID PACKAGE INSERTS

The fellowing warning must be mncluded in all potent topical corticosteroid
packaac inserts:

"Potem topical coniensteraid preparations (name) should not be applied to any
skin crease aregs”

10.24 PRODUCTS  TOR  TOPICAL USE  CONTAINING
CORTICOSTERGIDS

Packese insert for all topical corticosteroid must reflect the following:

Under "CONTRA-INDICATIONS":

“Corticosteroids have been shown to be teratogenic in ammals following
dermis] application. As these agents are absorbed percutaneously,
eratogenicits fnllowing topical application cannot be excluded. Therefore
{name of products should not be used during pregnancy.”

.25 CO-TRIMOXAZOLE

Ail package inserts of products containing co-trimoXazole or long-acting
selphonamides must inelude a warning with regard 1o the occurrence of ervthema
muititerme, texie dermal necrolysis and allergic vasculitis.

10.26 DICYCLOMINE IN INFANTS

The mdizatinn “infenule colic” and dosage schedule for children under six months
of age be wy included and a waming against its use in "infantile colic™ be
ingcluded.

Apnlicants submir evidence of. as well as a motivation for the dosage, dosage

intervals. effizacy and safety of the administration to children older than six

s and:

10.27 PACKAGE INSERTS FOR DISOPYRAMIDE
PREPARATIONS

Linder "Side-effects and Special Precautions”
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The administrations of disopyramide may precipitare cardiac failure when
administered to patients with congestive faifure wha have been stabilised.

Under "Contra-indications"
The administration of disopyramide is contra-indicated in patients with
congestive cardiae faflure, irrespective of whether the parient is digitalised
or 1ot

10.28 FLUOROQUINOLONE ANTIBIOTICS

Refer 1o Beta-iactam antibiotics

16.29 BOXED  WARNING FOR  GLIBENCLAMIDE &
GLICLAZIDE

A reduction in dosage may be necessary 1n patients with renal dvsfunction,
10.30 IODINE AND IODIDE CONTAINING MEDICINES

Svmthetic thyroid hormene preparations are exempted from the following
requirenments,
On the LABELS as well as tive package mserts of all medicines containing more
than 0,60 mg wdinefionic iodide per daily dose. the following warning must
appear:
"NOT TO BE USED DURING PREGNANCY OR BY LACTATING
MOTHERS™

On the package inserts of ALL iodine containing preparations, there must be a
Warting:
" NOT TO BE USED BY PERSONS WHO ARE ALLERGIC TO
IODINE"

1031 PACKAGE INSERTS FOR METGCLOPRAMIDE
PREPARATIONS

Kindly note that this warning must appear on ALL package inserts

"WARNING

The use of metoclopramide throughout the duration of pregnancy is
considered unsafe as teratogenicity has been demonstrated in animal
studies.”

10.32 WARNING TO BE INCLUDED IN THE PACKAGE
INSERTS OF ALL PRODUCTS CONTAINING
METRONIDAZOLE

The following warning must be included in the package inserts of all products
containing metronidazole:

"Pseudamembranous coiitis has been reported following the use of
metronidazole”,
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10.33 NON STEROIDAL ANTEINFLAMMATORY AGENTS

The following warning regarding the ose of non-steroidal anti-inflammatory
agents in pregnancy must be included in all package insert of nen-steroidal anti-
inflammatory agents:

“Regular use of NSAIDs during the third trimester of pregnancy may result in
prammature closure of the foetal doctus arteriosus in utero and possibly in persistent
pulmanars hvpertension of the newborn. The onset of labour may be delayed and
its duration increased.”

[n addition to the above. the following special precaution should he included: “In
view of the product’s inherent potential to cause fluid retention, teart failure may
be precipitated in some compromised patients.”

10.34 PACKAGE INSERT WARNING FOR OESTROGEN-
CONTAINING PRODUCTS

With the exclusion of oestrogen-containing oral contraceptives, all other
oestrogen-containing medicings shall have package inserts bearing the following
WaInings:

"ot for ose during pregaancy. Vaginal adenosis and vaginal and cervical
adenocarcinoma las been noted in post pubertal girls whose mothers were treated
tor threatened abortion with large doses of stilboestrol or related cestrogenic
substances during their pregnancies.”

"An increased incidence of endometnial uterine carcinoma, related 1o the
continuous use of ogstrogens in the post menapausal period, has been reported.”

Products intended solely for post-menopausal use may have in their package
inserts, instead of the aforementioned warning, the warning:

"WOT FOR USE DURING PREGNANCY™

All combination oral contraceptive products containing cestrogen shall have
package inserts reflecting:

LUnder "SIDE EFFECTS AND SPECIAL PRECAUTIONS":

Oral contraceptive fallure may ocour with concomitant antibiotic therapy.
For maximal protection, additional non-hormonal coatraception is
recommended for the duration of antibiotic therapy and far seven davs
afterwards. Those on long-term antibiotic therapy need only take extra
precautions for the first two weeks of antibiotic therapy.

Spoumg and breakihrough bieeding are possible signs of' diminished
contraceptive effectiveness.
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14.35 PHENVLBUTAZONE & OXYPHENBUTAZONE

The indications and period of use for phenylbutazone and oxyphenbuotazone
preparations must be resiricied to "acute exacerbations of ankylosing spoadylitis”
and & maximum period of use of 7 daws:

Watnings 110 be in prominent type and boxed} - the fallowing most be included:

"Because of potentiaily serious and eccasionally fatal adverse effects. use
shouid be restricted e 2 maximum of 7 days and the maximum
recomimended dosage should not be exceeded”,

"Caution agamnst repeated short-term use ts advised, due o the possible
danger ol sensitisation”:

"Haemaiological disarders are potentially fatal”,

For parenteral dosage forms the dosage be limited to 2 maximum 600 mg
per dav;

Combination products containing phenvibutazone and oxyphenbutazone
15 not allowed

10.36 POTASSIUM SUPPLEMENTATION

The follmwing statement must be included in package inserts of medicines
containing potassium for the purpose of potassium suppiemeniation {under the
headine pharmacological Action):

"Thiz madicine conaing potassivm ... (salt 10 be named). 1t nas not been
proven that this dosage will necessariiy prevent a significant potassium
lerss o correct an existing deficiency of potassivm".

16,37 LONG-ACTING SULPHONAMIDES
kefer o co-timnonazals
Hi.38 TAMOXIFEN

The fallawing safety information must be included in the package inserts of all
tamoxifen comtaining products:

WARNINGS:

"Endometrial changes

An increased incidence of endometriat changes, inchuding hyperplasia.
polvns and cancer has besa reported in association with tamoxifen
tr=atment.  Any  patients receiving or having previousiy received
tamcxiten. who report vaginal bleeding should be promptly investigated”.
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SIDE-EFFECTS AND SPECIAL PRECAUTIONS:

"Tamaxiten was shown to be genotoxic in some in-vivo genotoxicity tests
in rodents. Gionadal tumours in mice, and liver tumours in rats receiving
tamexifen were reported i long-term studies. The clinical relevance of
these lindings has not heen established,

1139 TARTRAZINE (FD & C YELLOW NO 5) — WARNING IN
THE PACKAGE INSERT

It is required that the following warning be included under the heading of
"WARNING" in the package msert nf medicines which contain "Tartrazine” -

"This procuct coniaing FD & C Yellow No 3 (Tartrazing) wiich may
cause dllergic-type reactions (incivding bronchal asthma) in cerain
susceptible individuals. Although the overall inedencz of tartrazine
sensivity 0 the general population is currently thought 1o be low it is
trequently seen in pattents who also lave aspirin sensitivity.”

10.40 TOPICAL TRETINOINS - STATEMENT ON PREGNANCY
AND LACTATION.

Chal cresinoin has been shown o be teratogenic in a wide variety of animals.

Limited animal data uree caution in the use of preparations containing tretingin
during the Srst trimester of pregnancy.

In the case of eventual pregnancy the patient should inform her dector.

Therefore. it may be concluded that cutancous administtation of retinoin to
pregnant wonlen shoutd not pose 4 sigmificant hazard, although, as with alf
medicines. its use should be avonded during pregnancy unless the benefits
outweigh any potential risk 1o the toetus.

It is not kuown whether tretinoin is excreted in animal or human milk. Because
many medicines are excreted in human mifk, caution should be exercised when
applying topical tretinoin to nursing women. (0 this event the product shoutd not
be used on the chest.

10.41 TRICYCLIC ANTIDEPRESSANTS:

ACCEPTABLE CLAIMS

Serious depressive conditions such as major depressive illness, reactive
depression and secondarv depression. The following reflects what is
defined under the various disorders:
Major depressive iliness:
endogenous depression, unipolar depression, bipolar depression
[manic-depressive puychosis), masked depression:
Reactive depression:
neurotic depression:
“econdary depression:
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depression associated with alcoholism. schizophrenia, and
Parkinsonism, depression associated with personality disorder.
depression caused by medicines and senifiny with depression.

The ciaims for enuresis and other states which mav benefit from the
administration  of tricyclic antidepressants such as phobic anxiery
disturbances. obsessive comsuisive disturbances and chronic pain. may be
considered but wili require the stbmission of substantiating data.

[8.42 STANDARDIZED PACKAGE INSERTS FOR TRICYCLIC
ANTIDEPRESSANTS

Unless the applicam can provide convincing evidence to the coutrary. package
inserts for tricyelic antidepressants should contain the following. although the
warding need not be identical:

Under "Side-effects and specizl precautions”
Peripheral anticholinergic side sffects: notably drnv mowt. constipation,
urinary retention and pupillary dilatation with blurred vision and changes
in visuzl accommaodation. When anticholinergic =ffects are severe, the
medicing should be discontinied or reduced.

Drowsiness ot excessive sedation in certain patients. On the other Hand
disorientation and agitation, in<omnia and r:stlessness can also ocour with
normal doses. The risks of ventral nervous system depression are greater
when administered together with other central pervous  svsiem
depressants. e.g. alcohal, barbiturates,

NOTE: Elderlv patients are more prone to all these effects. and therapy should be
initiated at lower than standard doses in the elderly

Speciat Precautions:

2y At tie time of initiation of therapy, patients should be ads ised not 10
drive a motor vehicle. ciimb dangerous heiehts or operare danperous
machinery, for at least several days. In these situations impaired
degision making coutd lead to accidents.

b) Cauwtion should be obscrved with patients suffering from a depressive
phase of manic depressive psychosis, as occasionally hvpomania or
mania can be precipitated in such patiems. Withdraw the druy i the
depression turns into o manic phase.

¢} Ir elderly maie patients suffering from prostatism uringsy r2(ention
may be precipitated.

d) In patients suffering from cardiac discase, special cawiion should be
observed because of the occasional probicms of tachvcardia
dysrhythmias orthostatic hypotension and other umwanted effocts on
blood pressure.  aggravation of conduction disturbances  and
electrocardiographic  abnormalities.  Reguiar cardiological and
electrocardiagraphic examination is advised,
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¢) Epilepsy may be aggravind.

fy The medicine should not uswally be given to patients receiving other
central nervous system depressants, e.g. barbiturates, and o patients
receiving menoamine oxidase inhibitors only after a suitable interval
tthe drugs may be given together if the dosages are carefully
contralled, preferably in hospital). The pressor etfects of the direct-
acting sympathownimetic agents. adrenaline and noradrenaline. are
enhanced, and the use of local anaesthgtics containing  these
wasoconstrictors should be avoided as hypertensive reactions may
aceur. The simultaneous administration of anticholinergic agents may
be dangerous. The hypotensive effect of certain antihvpertensive
agents may be reduced,

21 Narrow-zaele glalcoma may be aggravated.
iy Wirthdew the drog if aflergic skin reactions appear.

Under "Conter-lndications”:

The acuie phase of myocardial infarction. Administration s not advised
during the first trimester of prezoancy. unless there are compelling
regsons for its use.

Under "Overdosage™:

Overdosage and poisohing may be characterised Yy central nervous
system  depression or excitation, severe anticholinergic effects and
cardiotoxicity.  The following symptoms and signs are characteristic of
acute overdosage: drowsiness. restlessness, ataxia, stupor, coma, pyrexia
palpitations. tachycardia, cardiac arrhythmias, hypotension and n severe
cases. respivatory depression.  Epileptiform seizures may oceur. Mixed
poisoning with other central nervous system  depressants is  not
VT NTITLOn,

special warning:

Tlus medicine should at all times be kept out of the reach of children. as
¢ven small doses may be fatal ro them.

STATEMENT ON EQSINOPHILIA MYALGIA SYNDROME
TO BE INCLUDED IN PACKAGE INSERTS OF L-
TRYPTOPHAN CONTAINING PRODUCTS

The fallowing statement must be included under the heading "WARNINGS" in
the pachage inserts of the preducts contaiming L-Tryptophan.

"I the USA the Eosinophilia Myalota Svndrome has been associdted with the
intake of L-Trvprophan.”

lir44 CODEINE WARNING

The following warning must appear on the immediate container labed. the outer
labei (if applicable) and the package insert of all CODEINE-containing products,
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“Exueeding the prescribed duse, together with prolonged and continuous use of
this medication may iead to dependency and addiction,
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i This document has peen prepared (o serve 35 a recommendatiqn to applicants wishing td
: submit applications for registration of medicines. It represent the Medicines Control |
i Council’s eurrent thinking nn pharmaceurical and analvtical aspects of medicines. [t is no
lintended as an exclusive approach. The Council reserves the right to request for additiona
Cinformation to estublish the saferv. quaiity and efficacy of any medicing for which an
fapplication is submitted for reqistration,  Altermative approaches may be used but thes
Cmust be scientificaily and technically justificd. The MCC is committed to ensure that al
medicines guining marker appiroval will be of the required quality, safety and efficacy and)
_in dwing 50, reserves the right fo muake amendments in keeping with the knowledge which i
current at the tinte of consideration of data accompanying applications for registration o

medicines. !
i These guidelines shouid be read in conjunction with Regulations 2, 8, 9, 22, 24, 42, 43, 44|
s and 48. _ !
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1. INTRODUCTION

Tie technical requirements for pharmaceutical and analytical information are
divided into ten parts in the application form. The parts are as follows:

Part 2.4 - Actwve Pharmaceutical Ingredient.

Part 2B — Formulation.

radients.

=

Parz 2C - Specitications and control procedures for active and inactive ing
Part 20 - Containers and Packaging marerials,

Part 2k - Manuracturing procedure.

Par ZF - Finished Product Pharmaceutical medicines.

Dart 2C - Stability studies.

Part 2H — Pharmaceutical Development.

Part ZI — Expertise and premises used for manutacture of biological medicines.
Part 3 - Bioequivalence studies as proof of efficacy.

The above Parts must be read together with the rollowing documents:
ADDENDA TO THE GUIDELINES

ADDENDUM 1; Alcohol Content .
ADDENDUM 2: Validation Protocols and Validation Reports

ADDENDUM 3: Post-importation Identification and Testing of medicines
ADDENDUM 4 Stability Studies

ADDENDUM 3: Bicequivalence Studies as Proof of Efficacy
ADDENDUM 6: Dissolution Studies
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2. PHARMACEUTICAL AND ANALYTICAL REQUIREMENTS

T
m—

FART 1A - ACTIVE PHARMACEUTICAL INGREDIENT

21 The lriemationa Nenpreprictary Name (INNY, or approved name, or chemical
deseripten of the active pharmaceutical ingredient(s) must be stated including the
structural formuda, the empincal formula and the molecular mass.

.2 The solubility of each active pharmaceutical ingredient must be stated in terms of a unit
part of the substance per tumber of parts of the solvent. or in unit mass of substancs in a
piven volime of solvent at & specific :emperature, The solvents must include water and
the selventis ) reievant o the tormuiation.

2 The srorage requirgments for the active pharmaceutical ingrediemt and the retesting
seried mosi e staled

S The nare ang abrsies) wdcress of sach manufacturer of the APT betng applied for must

e stared. N APL Tom asy source oiber than the approved source(s) may de used,

215 The Active Pharmaceutical Ingrediest File {APIFY or open part of the DMF must be

submitted 2nd shouid includa the foloewing nformation;
The name and phvsical widress of the manufacturer (including any intermediate
marufacturer)
The 1IN orappersed dame of the relevant AP
The cherruca: name and erzimical siructare of the AP
A deseripton of tne sathasy of svnthesis using a flow char which includes the
starting maierials, reagents, selvents. conditions, processes, duration of treatments,
intermediates formed ond any Jther relevant aspects. MNote thar specifications and
contral proceduees tor substances used in this process are not generally required.
i The specific processes under any intermediate manufacturer musi be identified)
Ev:dence of oecurrence of wsomers and polymorphism, where applicable
Structure elucidation for NCEs
& vescriplion o irpurities ang & clear distinciion berween actual and possibie
Impuriiies
A description of possible desradation products
The physical and chemival properties of the APL

« The detailed methods used for (deorificarion and assay, including chromatograms
whErEVET relevant

© Cod results relating to at jeast nwo full-scale batches manufactured not maore than 2
vears zrior to date ot submissicn
Results o7 stabtine siudics performed on the AP obtained by the sbove methed of
swnthesis. The conditions under wiich degradation products are tormed. A validated

stabiiin -incicating assay methed nust be wsed in these studies, and must be
deseribed i 0l Supporting chromatograms wherever relevant must be included,
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Alternatively, if available. an EU certificate of suitability (CEP) can be subminted,
Ensure that the CEP is accompanied by report A and eny appendices mentioned in
the CEP. tf a CEP is submitted, detailed methods for the identification and assay of
the APY {5 not required in the APIF, and only an outline of the method of synthesis
will suffice. Impurities and residual solvents listed in the CEP must be included in the
API specifications (Part 2C).

Certificates of analyses (Cods)

Valid Coas* of  rwo baiches of the APl purchased and received by the
manufacturer of the final product must be submitted. Any iest not included in the
valid Coa as specified in Part 2C must be performed by or on behalf of the
manufacierer of the final product. A valid Coa muost be on the letterhead of the
manufacturer of the APL

Z.1.% When more than one manufacturer is being applied for or when different methods of

syithesis are used in the manufacture of API, the following must be submited:

1) An Active Pharmaceutical Ingredient File (AFIF) for each manufacturer
Note that if an identical method of synthesis is used by each
manufacturer, or by each site of tha same parent company, a statement 1o
this effect will suffice.

h] Communication pointing out the differances in the methods used, where
applicable. and the differences with regard to the impurity profiles and
residual solvents. The specifications for the AP must make provision for
these impurities and residual sofvents

! Valid CoAs® issued by each manufacturer or site and the analvtical
reports issued by or on behalf of the manufacturer of the final product.
For new sources the valid CoA™ is required.

Tl Comparative critical tests e.g. idemtification, assay, solubility andior
dissolution, particle size distribution, polymorphism, optical rotation,
residual soivents and impurity profiles, performed on samples from each
saurce to demonstrate physical and chemical equivalence, must be
performed by the same laboratory (either the laboratory of the
manufaciurer or an independent laboratory). The same anatytical
matheds and equipment must be used for these tesis. These resuiis must
be preseated in tabulated format.

#vald as defined in the ¢GMP

205 Srapliny datz on new chemica! entity APIs must be gengrared according to the

[}
[

siadility muidetings,

A For hislogical medicines. specifications af raw materials used in the primary

production int are reguired.

i in e case of o biological medicine of microbial origin, history and
preparation of thy seed lor must be described with specific reference io
e resis thar gre carvied our on such a seed lot to establish and mainiain
the fntegrine thereof,

hy Farticulars af the composition of oll cultwre media used in the
prepurarion and resting of a blological medicine must be given.
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o Particiudars must be given of the other biological source maierial from
whiclt a bivlogical medicing te.g. blnod fractions) iy extructed. including
the grighn of culture or Slocd.
oy Specifications must he at the level of the loresr aditions of recognised
niarmacopagiad reference broks and anv devintions must be disclosed
and fully substantiated.

2 Referenice onlv io the recognized pharmacapoeial referznce books shall
be uceeptubie where (e specifications correspond to the reference.

2D For hislogical medicines fldl details of tests carried our on the raw matericls

muse be srovided. | Refer o WO yuideiines or Biologiculs,.

PART 1B - FORMULATTON

El
El

o
Ll

3]
4

i
La

Ld

The farmuls must show e NN or aperoved names andfor chemicdi nameas of all A 2ls
znd approved names of excipiens firective ingredients) including those that do naot
vemann 0 the finad product after manufacturing.

The name and the amount of the APl must correspond to the rame and quantity stated
under Composition in the package insen.

A araduct may contain more than one APl provided that
a1 eacis AP makes & contrioution 1o the ciaimed indications;

5o the zlfect of comoming the APls o one oreduct deoes not  decreasce the safery,
stabilery o 2fficacy of the product: and

ci o the produgt provides raronal concurrant therapy for a significant prosortion of the
tarzet population. e.z. tubereulostatie combinations.

Each raw marerial snust be listed together with its quantity per dosage unit. This would
include the vehicle sy solvent(s} or bases). [n the absence of an approved name (INN) or
chemicl mame. 2 chemical desenpiton or characterizatien of the substance must be
given, Special techaical charactetistics of the sxeipient, where apnlicable. must hs
indicated. The technical grade of excipients, where rglevant, must be indicated.
The purpose af each inactive ingredicnr or excipient must be stated Driefly. if the excipient
is used ror muitiple purposes in the formuiation. each purpose must be mentioned.
For mactive ingredients. such as ceating formulations, or excipients that are chemically
madified. the chemical composition and the quantity of each component must be specitied.
Ay overages Tor the APT must be staked yeparately apd the justification for them must be
giver. Tne ‘abel claim quantity must be stated and the excezss quantity indicated as the
acisal quaniity ar as a percentage. For example, 300 mg + 3 mg (=1%} overage”

*lse the asterisk 1o indicats the justificaitan for the overage.

Where 1 potency adjustment for the AP has 10 be made, a statement io ihe =ffect that the
acteal quantity of the active wifl depend on the potency. and tae excipientts) thar will ke
used o adjust the bulk cuantity moast be idenuified. as well as the manner in which he

Mo, 24785 275
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adjustment will be made. Potency calcufations and formulae, where applicable, must be
included and must afso be shown in PART 2E (Manufaeturing Procedures).

ha
12
=

Pernitted flavouring and colouring agents (thai comply with the The Foodstuffs,
Cosmetics and Disinfectants Act, Act 54 of 1972}, because of their complexity in many
instanzes, may be described in terms of their main constituents onlyv. provided that
appropriate chemical identification and characterigation for them is given in the relevant
section. The Colour Index Numbers (Foodstuffs, cosmetics and disinfectants Act, 1972
Reg. Food Cotourants ) of colourants must be included in the formula. The use of dyes.
printing ink, coating materials. flavourants and organic solvents is subject 10 the same
safety and quality requirerents that applv 10 medicinal substances.

2210 The content of alcohol, if included tn medicines for oral administration, must comply
with the reguirements of Supplementary Guideline 5G 1.

2.2.11 Where the vehicle is added up to the required volume or mass of the product, the actual
or estimate quantity of that velicle may be stated. However, expressionssuch as ~add up
10" and "gq.5.” are acceprahle. Solutions added o adjust the pH must be described in terms
of composition and strength (normality, molarity, erc.}, but i is not necessary 1o state the
actual guantits added as none may be added or only minute quantities may be neededl.

2212 For capsules. the fill mass. as well as the capsules size, composition and mase
musi be mdicated.

2.2.13 Inthe case of coated dosage forms, the theoretical mass of the core. coating matenial, as
wa|| a5 the total mass of the dosage form/unit must be Indicated

22004 For bivlogicel medicines the deqails of any selution supplied by the manufaciurer for the
reconstitition before wie of & dricd biological medicing that is offered for sale in o dried
form shall e supplicd

D205 amicity levels per dosage wiit must e indicared for all seivems und for other ingredients
when reguired by Cowncil. Levels must be indicated as per USP D or Martindale, or The
Complete Drug Reference. gic

23 PART 2 C - SPECIFICATIONS AND CONTROL PROCEDURES FOR ACTIVE AND
INACTIVE INGREDIENTS

Specifications and the limits of all achive and inactive ingredients must be listed and
adhergnce w pharmacopoeial requirements (BP, USP and EP). where applicable. is
recommended. Anv deviation from such specifications and limits must be fully
substantiated. Use of any other pharmacopoeia must be justified and acceptable to the
Coungil. Ir the latter case, copies of the reievant monographs must be included. More
than one pharmacopoeta masy be used for the active or inacive ingredients provided that
aach mdivideal reference is used fully and not partially or seiectively. For exampie, USP
max be used for starch. and BP for lactose.

Fa
a2

ra
L

It

Any in-house specifications that are at a lower quality standard thau that of an approved
pharmiacopasia must be fully moltvated. subject 1o approval by the Counet],



STAATSKOERANT, 2 MEI 2003 No. 24785

arr

L3
[P¥]

[E¥ ]

iLa

.
Lo

()
[

[
[ ]

ya
i

[

[ ¥}

[

1.3
Loa

5.8

PHARMACEUTICAL & ANALYTICAL REQUIREMENTS
Additioral specificarions for isomers, pelvmorphs, as well as impurities. particle size
distribution, residoal solvenis, etc.. where relevant, musc be submittad for atl AP(s

Control procedures for ai! active and nactive ingredients must be ully described. When
pharmacopoeal methods are used, copies of those procedures must be submitted.
Specificatren iimits and the cortrel procedures for pamicle size of APls which have a
solubiliny o less than § zart in 200 parts water, and for those which the Council may
reques:, must be summizned. Panticle size must be stated in ST units (dm). Exemption from
this requirement may be grantzd :f the APl is administerad as. a clear solution

Calourants and Flavourants must compy with either one ot the following:

aj ar least a specification limit  and control precedure regarding chemicai
identification and a statement 1hat the {lavourants comply with the general
requirements and that the colourains compiy with the purity criteria of Act 34 ot
1972 (The Foodstuffs, Cosmetics and Disinfectants Act, Act 54 of 19723

ki ar least 3 specifcation dimioand control procedure regarding  chemical
entificarior and 1 #ta@mant that L comaiies with the directives o0 the E37 or the
rogister of the TiA,

The Sollowing munimem requirermen: must be contimed:

44 [dentification and assay of the APL will be perfortned irespective of the
possession of 3 captificate of anaivsis from the manufacturer.

k) [dentification of the inactive ngredient will be performed irespeciive of the
possession of a carificate of anaivsis from the supnlier: and that

! Any tesis not inziuded ina valid® certificae of analvsis will be periormed,
*valid as defined by o OMP

Inactive ingredients for waich 4 conclusive identification test is not described, ail these

parameters which are specific 1o the wdentification of those raw materials must be lisied

and ihe wests performed {rrespective of the possession of a Cenificate of Analysis from

the supplier.

Microbizal [mits and control precedures (or all natural raw materiz.s of organic origin,

st be included,

Frequency of testing of water, 1 applicabie. shail be included. Water qiust be ested at

least once a week for microbioicgical contamninants. and dailv or just before use for

conductivity, pH and total organic carbon if applicable.

All raw material of bovine ongin must be certified BSE/TSE tree and tale, asbestos-ites
For holngicat medicines.

a) Specifications for the primare peadiedon (o vged In the monwiacture of the fingld
e i specificarions for all raw materials for the

ditling Tt o a biclagiced medic
clilbens woust e Jisind,

&) Tests of o hlogival scirce matericl must include tests o confirm the
identificotion. safzhe und potene. of the primery production or Bulk lor used in
the mamfaciure o the qnend filing Lo

¢f Parameters amd criteria of acoeptaice o confirm the idenitification, sgfety und

Sotency of the product must fe provided.
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24 PART 2D - CONTAINERS AND PACKAGING MATERIALS

241 Full details of the immediate container specifications and lrmits. including the nature of
material. dimensions and sketches where applicable, as well as those of applicators and
administration s2ts. the closurs svstem. wadding and any other component in direct
contact with the product. where gpplicable. and a descripuon of the centro! procedures
must be suppiisd.

242 A brief description of the outer container, it any, must also be given. At least the nature
of the material must be mentioned ¢ g. Outer cardboard carton.

I
e
[

The tvpe of container deseriped hers must correspond 1o that described in the package
insart under “Presentation and in the stabiiity studies.

244 Ifthe produet is packed in bulk containers, the tvpe of material of the container must be
siated

]
*-
s

Al pack sizes must be deseribed in the submission,

[

.5 PART 2E - MANUFACTURING PROCEDURES

14
)

An inspection Fiow Diagram must be included.

252 The batch manuracturing formulz and the batch size(s) must be included. Where more
todn one bateh size s indicated. the barch formula of all batch sizes must be given.

[ 3]
L
4

A copy of Batch/Master manufacturing document for a real bateh must be
submutted. In additton. either a comprehensive flow diagram or a description o
the manufacturing procedures detatling the vartous stages of manufacturing mus
be submuitted. Indicate the type and size of equipment (including sicve sizes ir
pm. duration of treatment. temperature. light end humidity conditions, maching
sertings (e.e. potation speed or rpm) ete. The frequency of all inprocess conircl
tesis ranalvucal, microbiological, and physicaly must be shown in the fiow
diagram or specified in the description,

254 A copy of the Barch/Master Packaging documem or a comprehensive description of the
packzging procadores. derajling the varicus stages of packaging and labeiing must he
sebmitied. The tvpe of eguipnient used in the packaring process must be indicated. The
in-pracess ests and control procedures carried out during the packaging process must he
included.

“

o5 4 process wvalidaton protocol must be submitted and. subsequent to this. a validation
repant wher available (see Addendum 20 Validation Protocols and Vaiidation Reports)
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PHARMACEUTICAL & ANALYTICAL REQUIREMENTS
PART IF — FINISHED PRODUCT

Final product specifications and limits must be listed for in-process controls, final
areduct  contrels (Batch release). stability controls and the manipulated final product (if
applicable).

The description of the finar product must corretate with the description given under
“{dentitication” in the package mnsert.

Comient uniformity muost be specified and a control procedure must be submitted it the
quantity of the APl is less than 2 mg or less than 2% mass per mass of the total mass of
the desage unit {e.z. tzhigt. capsule, suspensions, etc.), unless otherwise requested by
Cuureil. The active content dssay need not be performed separately in the case where
Lontterrity of Content has already been performed for bateh retease purnoses.

=or quality congro! and batch relegse purposes. final oroduct specifications for all soiid
arat dosage forms and suspensicns shall include a1 reguirement For Zissolugion of APYs)
unless arherwisa raguested e Joung:l,

isintegration time, whers relevart, for example for chew tabiets. matrix ablets and sont
gelatin capsues will be determimed as a lof release requirerment on ail barches on which
dissowuiion is not delermined as a criwerion for o0 release ag weli as for srabiloy.
Disintegration tme can e Jsed as a o1 release requirement 1or preparations containing
multivitaming and minerais. unless a disspiuiion reguirement for 2 specific product s
included (0 the USSP, in which case dissoluzion must be done as a [ot release requirement,
See Appendix 2 oof Subidiny guidelne (Addendum 2, For minmmuem sugoested
specifications required tar each desage form,

For imponed products. at least the identification and assay of the AP] contemt must be
perfarmed by an approved faboratory {FPROY after importation. This 1s intended 10 venity
that the product has nat bean affected adversely during the transfer process. Exemption
from this requirement may 2¢ applied for according to the Guide on Post-impaortation
idemtification and Festing of Medicines (See Addendum 3).

The tinal non-anaiviical reiease criteria must inelude the verification of the appearance of
the Jdosage form. the zortainer. the package insart. the label. the batch number, the expiry
date of the product. the certificate of analysis and the barch release documents (Final
Product Relecse Responsibiline or FPRR functions).

Al contrel procedurss other than those from a recognized pharmacopocia must be
described in fuil. Cupics of pharmacopoeial procedures, when referenced, must also be
submitad.

A complete analvsis report or certiticate of analysis for one batch {pilot or preduction not
olger than 2 vears; of the finished produet must e submitted with the application.

The tuil validation Jdara of the 1ssay method of the APT related 1w batch refease must be
zubmnicted. Chromateerams confinming e separation of the active from the degradation
oroducts, it relevant, must be included $ Se2 Addendum 4: Stability studies).

[t must be demensirated thal the assav method is stability indicating, t.e. it must
distinzuish betwesn the APls and che degradation products.

if the assay methed Jsed o determine the AP content s not stability indigating, then it
cannat be used for asseying atter imporiation.
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li" the assay method (chromatograptac) is taken from one of the latest rzcopnized
pharmacapocias. then other panial validation data. .g. s¥stem suitability and specificity
must be subrmitiec.
|7 diftfersnt essav method’s are used for stabilite resting, then & ful) description of the
method and the validation thereo! mus: be submitted.
Supporive Chromarngrams far the validation mus: be submitted,

2 Al other Juantitative assay methieds (for preservatives. degradarion products. antioxidants.
dissotuiion assay, ero) muss be validaed and the validation data included.

L2
=28
r

2603 Foraopreduet from 2 non-bioiogical origm winch has endowoxin tevels. the validation data as
required by the LUSP . BFS ZF must be submitted.

2604 1P ghr endetoxin tevels wre no detzrmined according 1o the method ih oz recognised
pharmacopezic. the validation date must be submiticd for evaluation.
24,05 For medicines imported into the country see Addendum 3.

PART 20 — STABILITY DATA: FINISHED PRODUCT

! Al applications Tor regstration of a mediving must be submitied with stability data in accordance
with the mirimuem reguirements stated in Addendum 4 Stability studies,

7.2 The stabiline program must be deserives i detall znd mos! inelude the following informatian:

tay Conditions eriperaiure. homidity

L]

(e T piuny IO I2SUNCD 2.2, - DRI S MGng et

(o Spwciilcations o be 2stentined
(d1 How otizn the sizbihn testing will be performed on future batches {should be in accordance
witl cCR P mideiines.
- Stabiiio data muost be presented in 2 tabwated farmat and must include the Tollowing:
LoZarar N iCondinm viat the formuds i the same as the one applied for)
i Date of manaiusiure,
i ko o guemmznsement of statiny sads
v, Name of manalaciirern
v Sourze of AP omanufaciurer not the suppliert
viodndezare wisether preductionspilatzexperimental bateh.
Vit Container 1 Confirm that the container is the same as the one apgplied for),
viie, Storage condiions st be contrndled according to guidsiines),

ce Spediations 2o imits

oLk,

suDseussion and conciasion of shelf iife for each tvpz of containgr must be provided.
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2.8  PART2H - PHARMACEUTICAL DEVELOPMENT

Any change or differences in the formulation during the development history must be
indicated cleariy.

A separate Pharmacewnical Expert Report (of not be more than 25 pages of A4 paper)
must be submined with each application and must include at feast the foliowing:

a)

b

d}

£)
f)

Active Pharmaceutical Ingredient(s):
+ Comment on the synthesis of the API{sY,

» Discuss all physicochemical properties, e.g. solubility, wuter coment,
particle size, crystal properties, polymorphs, chirality, stabitity ewc. Referance
may be made 1o the APIF.

Formulation:
» Motvate and explain the funciion of the inactive ingredients;
indicate the safenytoxacity profile of the inactive ingredients;

s Swate any interactions lkely o occcwr or that may occur under ziven
CIrCUmMSTances,

» Motivaefexpiain alt overages;

Discuss reievant physico-chemical parameters separately, e.p. dissolution
and chotce of medium. pH. ez,

» Include pre-formulation studies and motivate.

«  Novel formulations and exeipients must be discussed sexplained.
Production/Manufacinre:

»  Describe how the manufacturing method was derived,

n Describe how in-process conrrads and validation plans were developed.

Stability:

» Discuss the stability of the final product formulation and the parameters used
during stabilicy and o confirm quality for lot release;

o Discuss the containers used doring stability studies;

» Discuss dissolution:

» Conclusion on stability and shelf-life ailocation.

Conclusion in Expert Report

Nawme, signature, date of signature and CV of responsible person.

a) A reference list used in the compilation of the report.
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2.9 PART I - EXPERTISE AND PREMISES USED FOR BIOLOGICAL

2.4

[FE)

MEDICINES - DETAILS RELATING TO THE PREMISES
ON WHICH PRIMARY PRODUCTION OF BIOLOGICAL
MEDICINES I8 UNDERTAKEN AND TO THE STAFF
INVOLVED IN THE PRODUCTION AND TESTING OF
THE PRODUCT

A description of the premises where preparation of the primary production
or bulk batch are carried out, names, qualifications. field and expenence of
the persons tvolved in preparation of the primary production and the final
lot and details of the facility where the imported final filling lot is stored
must be recorded,

A floor plan of the premises must be included.

[f the premises are used for other purpeses such details must be supplied.
Conditions under which the product is stored muost be described.

PART 3 - BIOEQUIVALENCE STUIMES AS PROGF OF
EFFICACY

¢ Where clinical evidence in support of efficacy has not been submitied. stedies and darta w0

demongtrate the pharmiaccutical andfor beoiogical availabiliny of the produet must be

included.

(PR
+

2 The applicant may recusst partial or total exemption from these requirements if efficacy and

safery are inended 1o be established by means of chinicel data {or for other rzasons
determined by the Council i Provided that ehinical wials have been conducted with the same
formulation as the one being applisd for.

(]
L1

For details on requirements for bicequivalence refer (a2 Addendum 5: Bivequivalence Studies

as Proof of Efficacy as well as Addendur &: Dissalution Studias.

3.4 The following must be included:

al
hi

ﬂ“-f__

The purpose of the study must be stated,

Full details of the reference products used as the standard for reference purposes
Lincluding the appiicant, proprietary name. lot number, expiry date. etc.) must be
supplied. The reference products used must be motivated and wili be subject to
gpproval b the Council.

Details of the method used must be given.

Ful data must be submitted. [including all individual patienr data)

A discussion and the conclusion drawr from the data must be submitted

17 sharmacewical availability or equivalencs data i submitted. the studies must
be carried out according to the guidelines detzrmined by the Counal, and the
daea must be submitted in the forma: determined by the Council,

The applicant must state whether there arc any i vivo-in vitro correlation from
the data obtained by the method wsec,
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hj The applicant must confirm that the data submitted have been obtained with the
formutation being applied for, .

i) Bioegquivalence studies must be carrted out for all antibiotics and bioavailabidity
far antimicrobial preparations (such as for tuberculosis) unless otherwise
determined by the Council.

i The applicant must maivate and jusify why the swdy and the results obtained
should be accepable.

k) When bic-equivalence studies are submitred in support of efficacy of the
formulation. the Application control document for bicequivalence studies
included under FORMS must accompany the data,

REFERENCES
L. [CH Guidetines (1A, Q1B and Q1F)
2, WHO Guidelins on biclogieals
3. Stability Data Package for Registration in Climatic Zones 111 and IV
(QIF)
4 Photustability Testing {(J1B)
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LIST OF ABBREVIATIONS

APl Active Pharmaceutical Ingredient
APIF Active Pharmaceutical Ingredient File
BSE Bovine Spongiform Encephalitis

BP British Pharmacopoeia

CGMP Current Good Manufacturing Practices
Coa Certificate of Abpalysis

(Y Curriculum Vitae

DMF Drug Masrter File

EP Eurepean Pharmacopoeia

Ev Eurapean Union

FD 4 Food and Thrug Adiministration {US4)
FIPRO Final Product Release Control

FPRR Final Product Release Responsibiliny

GMP Gaod Magufacturing Pracfices

INN International Nonproprietary Name
MCC Medicines Control Council

~CE New Chemieal Entity

NTI Narrow Therapeutic Endex

TSE Transmissahie Spongiform Enveephalopathy
USSP Einited States Pharmacopoeia

USE DI United Stated Pharmacopoeiz Drug Index
WHO World Health Oreganisation
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TERMINOLOGY

Active pharmaceutical ingredient
A substance or compound that i3 intended w be used in the manufacture of a pharmaceutical
produet as a therapeutically active ingredient

Finished product

A producs that has ondergone all stages of production. including packaging in its final container
and lakelling
Inactive ingredient ™

A substance or conpound that is used in the manutfacture of 2 pharmaceutical product and does
nor coniribute o the therapeutie 2ffeet of the product, but is intended ro enhance the consisiency.
appedrance. integrity, stability, reiease characteristics. or other features of the product.

Manufacture {manufacturing)
All vperations of purchase of materials and products. production, guality control. release,
storage. shipment of finished produer and relared controls

Medicine
As derined in section | of the Medicines and Related Substances Act 1963, (Act No. 101 of
1963

Medicinal product
See pharmaceutical product

Pharmacentical product
Any preparation for human or veterinary use that is intended to modify or explore physiological
systems or pathological states forhe benefit of the recipient
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i

MECGICINES SONTAGL COUNMCIL

ARRSRTRIEUT SR D 7

GUIDELINES FOR REGISTRATION OF MEDICINES IN
SOUTH AFRICA

GENERAL INFORMATION

i This document hus been prepared to serve as a recommendation to applicants wishing to

: submit applications for registration of medicines. 1f represents the Medicines Control
! Council’s current thinking on the safety, quality and efficacy of medicines, 1t is not |
Jintendcd as an exclusive approach. Councit reserves the right to request for any®
) additional information to establish the safety, quality and eflicacy of a medicing and may !
] mike amendments o keeping with the knowledge which is current at the time nf_i
| consideration of dula accompunying applications for registration of medicines. ]
| Alternative approaches may be used but these must be scientificallty and technicaily |
I justified. The MCC 5 committed to ensure that all medicines gaining market approval |
I will be of the required quality, safety and efficacy. It is important for applicants wi!
 adhere to the adminisfrative requirements to aveid delays in the processing of !
! applications. }
i These guidelines should be read in conjunction with Regulations 3, 22, 24, 25, 42 and 43 j
i of the Medicines and Related Substances Act No. 101 of 1965, !

1

1
: Guidelines and application forms are available from the office of the Registrar of -
1 Medicines. :

%! GISTRAR OF MEDICINES

M5 M.P. MATSOS0
DATE: 'l‘i{q. {’1003

Version MOO2003 7
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MEDICINES CONTROL COUNCIL

GUIDELINES FOR THE REGISTRATION OF MEDICINES

—

ENOTE: These madelines vutling the formar and data requirements for preparation and
Isubmission uf an apalication for registration of medicines. and should be read in conjurction
}wnh the Medicines und Rzlared Substances Control Act {Act 101 of 1963, and the
iRegulations fo this At

INTRODUCTION

The registration of medicines in Souwth Africa s governed by the provisions and requirements of
the Medicines and Related Substances Control Act No. 18] of 1963, and the Regulations and
Guidefines published in terms therenf. The refevant sections of the Act and Regulations riat
apoly w these guidelines are! Reguiaton 2, Regufation 3, Regulations 8, 9. and 10, Regulation
22, Reguiation 24 and Regulaiion 25

These Guidelines describe the information required with the application form for regisweation of
“medicines” and for application to amend a registered medicine. The information submisted will
be evaluated in terms ot the Act.

The aim of these Guidelines s 10 assist applicants in the preparation of documentation of
applications for the registration of medicines for animal and human use, namely a new medicine
ifor a aew chemical entity [NCE]L a multi-souree {generic) product, a product line extension,
or a biclegical medicine.

it s a legal requircment thar data submitted for evaluation niust satistactorily substantiae
clatms for core and must meet technical requirements of quality, safety and efficacy of the
medicinal product for the purposes for which it is intended. The Guidelines are meant 1 guide
the applicant in meeting the reguirements of the Act. @t ts acknowledged that in some instances
scieutific developments may dictate alternative approaches, Heace, where the applicant chooses
1o deviate from a gwideline, a motivation for such deviation must be subminted. the decision
must be fully explained. motivated and justified in the expert reports submitted with the
application.

Whenever lhere is doubt. applicants are advised to consult the Medicines Control Council
tMUCY for cenfirmation and/or clarification before completing and submitting the application
form. Applicants must always refer 1 e current version of the relevant Guidelines for the
Registration of Medicines in South Africa and the Addendums thereto before completing the
applrcation form,

Guidelines are dvnamic and constantly evelving as a result of scientific developments and
harmonisation of the requirements with regional and intemational regulatory authorities. The
MCC endeavours to regularly update the goidelines to reflect current thinking and keep its
technical requitements and evaluation policies in line with “best international medicines
regulatory practice”.
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GENERAL

SCOPE OF THESFE GUIDELINES

The MCC requires that an appiication be submitted for regisiration of medicines ror purposes
ol sile and marketing in South Africa.

These guidelines are relevant anly to hwman and veterinary medicines, Separate suidelines
that apply w0 the vewisiration of complementary medicines and medical devicss should e
referred to and dre cbtainable tram che office of the remizstrar.

ELIGIBILITY
Ehigtbiliny w apply for registration of 2 medicing is governed hy Regulation 22 of the At

AN applicanion may be made By any person residing and doing susiness in Scuth Alvica, by a
closed corporation mcorporated In South Africa, or by a company with at Jeast a responsible
deiegated person residing in South Africa.

An Appiicant Master File must hav: been submined previousiy 1o MCCT and a :atisfactory
Applicant Inspection pecformed  If 'he applicant is nut a registered pharmacis: ar registered
veterinarian. the application must be co-sigaed by a Responsible Pharmacist as de¥ined i the
Fharmacy At (Pharmacy Act Moo 33 0F 1974 as amended, Section [} or a4 registerad
veterinarian who may sign appiications for registration of veterinary products. or the applicant
must be 4 person witly appropriate knowledge of al! aspeets of the medicine and whe shall be
responaible for communication with Couneil.

CONFIDENTTALITY

The contidenttaliny of infarmation submined 1 the Medicmes Conrrel Council 1s provided for
b the Act fAgt No. Y01 of 1963, Section 345 A member of the MCO, a Commitiee member
oroa statf imember may NOT disclose to apy person any information i refgtion to the
acquisition, supply . markeling, imporration. expert. development, manufacture of research in
cannection with any madizine, veterinary medicine or any other marter related thereta, except
tor the purpose of exercising his her powers or for the performance of his/her functions under
the Act or when required to do so by any competent cowt or under any iaw, or with the
written authority of the Director-General, Certain conditions may apply regarding the Access
tc Informarion Act, and an otficer designated as ifwe Chiet Information Officer shall be
respensible for disclosure of such mformation.

The MCC mar insist on written confirmation of the identification and afiiliaten of an
indisidual inguiring teicphonically or in person about a medicine. No information shall be
disuicsed telephonically.

LANGUAGE



2834 Mo 247ES SOVERMMENT GAZETTE, 2 MAY 2003

- GENERAL INFORMATION

hial

[n terms of Zegulation 22 o the Azt abl applications and supporticg dara subimited to the
Mudsataes Contred Couneil must be presenced in Englizh, Any documents in lansuases other
i Erg sl st he accompanizd by an English transiation {see regulations).

[
L

WHERF TO SEND APPLICATIONS

Agpiications should ke posted or deliverad to the Directorate: Operations and Administration
in Reonr 204, Haltmark Buslding, 237 Proes Street. Pretoria. where they will be logged and
scknowledued. Al correspondence shuuld be addressed 1o the Registrar of Medicines.

Tae MO wiil not take responsikility for documents posted or delivered 1o any piace or
cooneer cdiv i 15 described.

p WHEN IS A PRODLUCT REGCISTERABLE?
JUpmaaudt 15 ciale fer sgzistratnen wib tive Medicines Control Couneil 1f

1o Ay orihe ngredients of a producr s Tisted T one of the Schedules w the At

-

b, e product is 2 medicing by virtue of the definition of a2 medicine in the Act. The
Nladicines and Related Sobamness Controdl Ach 1963 {Act 101 of 19657 defines a
siedicine aa

“apv substance or mivtire of substances used or purported 1o be suitable for use or
manufacrured o sold forvse in

(11 the diagnosiz. treatment. mitigation or prevention of disease, abnormal physical
or mental state or the symptoms thereof in man: or

(21 restoring. correcting ar modifving sny sematic or psyehie function in man:
and inciudes anv weterinary medicing,

<. I :he product fails under any ot the pharmacological classifications as specified in
Reguiation 23 of the Act.

d. It addition. the interded use of a produst and the text'wordseuse in promoting the
product. even if no claims are reflected on the labe!, may still render a product
registevable, [ & substance is not ordinarity eaten or drunk by man. it cannot be
cousideredd o foodsttf only because there are no apparent ¢laims, Legislation requires
that every medicine shall be registered by the Council before it may be sold or
marketed, Wlere 1 medicine has been called wp as a complementary medicine. the
relovant provisions and guidelines shall apply.

e s a complementarny medicing,

2.7 TYPES OF APPLICATIONS
Moedianzes Yor hyman and animal use are divided into the foflowing wpes for purposes of ease
“orevacmation and Jdetsrmination of fees

New chigmicai entities 1 INCEs)

Multi- soured penetic appiications {including line extensicns) where clinical information
is prasented o suppart;

sificaes and safery of the formulation



STAATSKOQERANT, 2 MEL 2003 Nao. 24785

295

29

GENERAL INFORMATION

safery and efficacy of 2 new indication

i3 Multi-source/generie (including line extensions) applications with;

drsselution studies as evidencs in suppen of comparative 2ffcacy
bicavailability studies as evidence fn suppoert of comparative etficacy
* other avaitability data as evidence in suppart of comparative efficacy

4 Other multi-source/generic (Including line extensions) applications e.o.
liquidsssolutions not mentianed under 2.7.3 ahove,
5 Siogical medicines
FEES

Iror medicine registration the following fees are relevant:

13 A non-refundable pre-screzemng fee, accompanying the screening submission

i} Anapplicatien fee, cecompanying the spplication for regisiration;

iy A registratton fee. pavable when the appiication compiies to ali requirements for
yegistrarion, and is payable before a registration certificate is issued:

iVl Ao annua) retention fee - maintain registeation,

¥) o A Iee to cover any amendments o the dossier or cerificate.

viy A fee o cover any inspection ol any manufacturing site.

The tees are determined zecording 1o the tvpe of applicaiion and wul e published in
the Government Gazetre.

GUIDELINES ON SAME OR SEPARATE APPLICATIONS FOR TIE
PURPOSE OF REGISTRATION ({For easy reference see table below):

2.9.1 Tablets/Capsules/Suppositories/Lozenges
iY An application with difterent pack-sizes of the same strength and formulation will He
considered as the same applicaton
i) Applications with different strengths and’or formulations wili be considersd a3
separate applications.
i Uncoated ard coated tabiets of the same strength and formulation will be
considered as separate applications.

2.9.2 Syrups/Liquids/Solutions (¢xcluding parenterais)/Creams/QOintments

i) Applications with ditferent container sizes of the same strength and formulation will
be  considered as the same appiication.

ii) Applications with the same container size of different strengths andior

formulations will be considered 25 separate applications,

2.9.3 Ampoules, Vials and Large Volume Parenterals
1] Applications with ampoules containing identical solutions of the same strength but

of ditferent volumes will be considered as separate applications;
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1} Ap;w.]ic;;zjmu wAth urpanies containing solutions of different strenaths wiil be
consuderad a3 separate applications:

1l Appficaﬁti:?ns with umpouies andor single dose vials containing drv nowder. crvsials
etc, of differsnt mass will be considered as separate applications:

v Applications with ampoules and single dose vials containing the same respective
masses of dvy powder. ervstals eie. will be considered as separate applicasions:

Vi Applicaions with ampaules. single dose vials, as well as disposable syringes and
cartrdyes containing identical solutions of the sarme strength and same volume of
linuid will he coasidered as the same application

1} Appheations with dental cartridges containing tiuids of different voiumes will be

considered 13 e same apphieation:

vil Appiicadens with ampouwles containing Mwater for injectien”. bur of differen

vedume witl be constdered as the same application;

Vi Special ampeules of dry powder and “water for injections contained in the same
unit. e intended for mixing @ the tme of injection. may be considersd as the
same apnlication provided that the “water for injections” g fullv deseribed in the
dosgsier: -

ix] Amnoules containing identicat selutons of different volumes vsed only 35 4 diduent
i ihe recanstioien of a preparation tor parenteral use. may be considered as the
same appiication, depending on the relevant informatien being submitted;

1 Ault-dose viels af the same strength and formalation in different volumes may he
sonsidered as the same application, depending on the relevant information submirted
raéminisierad seoording to the same dosage schedule}:

xi Mlobei-dase wials and a stngle dose ampoule of the same formulation witl be considered as the
same application provided that the single-dose ampoule corresponds (o the dose indicated for
the multi-dose vial;

s Muli-dose Vi contalning dry powder of ditferent mass amd the same forruelation,
and Having the same corcentration when reconstituted may be considered as the same
appiicaticn:

wiiiy A container af diluent 1o be used wit: any preparation in {itiY, (iv) or (xiiY meluding
bioieeical medicine will be conzidered as a the same applicarion prm-ideg that the diluent is
alse Tuliv deseribed n the 2ossier together with the medizginal product

siv i lnfusion salugens ot the same or different volumes and of the same tormulation ‘which are
packed i contiiners uf exactly the same type of material, may be treated as the same
appiication, Jepending on the relevant information submitted:

xv) Infusion solutions of the same or d.fferent volumes and of the same formulation
which are packed in containers made of different types of materials shail be
considered as separate applications:

11} Skould a preparation. packed in plastic containers. be intended to be marketed in
2lass containers containing the same volume and the same formulation, it mayv he
considerad us the same applicaiion arovided the following data are submitted: -

ai charzeteristics of the rubber stoppern:

b speeiflcations for the gass;

¢} a cumprehensive manufacturing process with particular reference (o the
washing and sterilization cveles and apparatus used:

dy data on particulate manter (Contamination}:
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o) stability Jduta with reference 1o the effect of the pH of the solution.

svil) Produe:ss with the saume strengrh and formulation bur with dificrent colouss and.or
favours wiil be considered a8 separale applications:

il oppijeations contining the same active pharmaceuueal ingradient sy, and wherg

additionud indications are sought. where such new indications render the produet

o dirferent schedubing status. or different pharmacologicsl elussificetion or have

any other restrictions ‘mposzd other than the original application. will require a

seprale registration,

24 Bifferont annlicants nraprietary names for same farmuola

Sdme Lormaninien appied s pler deenl proprieniny names ar sy diTTerent apmiiiants

witl he consideren s@narate aniianons.
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TABLE FOR SAME/SEPARATE APPLICATIONS
© Type of applications " Same M Separate |
; | application ! application |
| — | 5 requiired i
Each individuai dosage furm of 4 particuiar medicine i X i
Deviations ot variances of the active ingredient of a product T | ’- X k
. Tablets'Capsules/Suppositortes/Lozenges g T ;
"1 Difrerant pack-sizes of sxacily the same stes steth and formulation Ix i' !
2. Dirferesn simengths and formulations i by ;
P Lnepated aned u_r.mted iagtets of the same strenur und fermulation : : X .
5\ rupsiLiguids/Selurions (excluding parentemls} CreamsQintments - i | |
. 1. Diferenr conrainer sizes of the spme strength and {ormu lation "X | i
i 2. The same container size of differsnt strengths and formulations : X !
, Ampoules, Vials and Large Yolume Parenterals ' . - _:
. Ainpoules coptining identical solurions o the same strength (provided the dose | ' X
refmaing cansianig but of different valumes ' ;
oo rumpodaies containing solutions of different sirengihs l "X ;
IooAmpoales, single dose vials containing masses of dry powder, crystals e, uil . '
dirferent mass ! X l
4. Ampeuies. single doss vials conlaining the same respective masses of dry powder | ’ l
ervsials ete. %
3 Aunpoules, single dose vials, 45 well us pre-filled disposable svringes and canridges'
contarning identical solutions of the same strength and same volume of liguid x
€. Denta carridees containing fluids of the same strength (pravided the dose remains
constant) hut ditferens volumes X
T, Ampoules coataining Cwater for injecrion”. but of different volumes X | i
8. Special ampaules of drv powder and "water for iniecrions” contained in the same |
anit, but intended for mixing at the time of injection X
9. Ampoules containing identical solutions of difierent volumes used onty as a diluen
in the reconstitutian af a preparation for parenteral use, pending relevant information | X
10, Multi-dose wizls of the sarne strength and formulation ire differenr volumes, same
dosags sehedule X
<11 wiuin-dose vials and a single dese ampoule of the same formulation if the mnﬂ-i:-
dose ampoule corresponds ta the dose indicated for the multi-dose vial: X I
T2 Munti-dose vials contining diy powder of different mass and the same formulatian. i
ane vving the $ame concentration wien recor stiuted x |
I3 A container of diluent packed 10gether witi any preparation described in 3., 4. and !
12, :nciuding bioivgical medicines X !
i+ Infusion solutions of the same or differcir wolumes and of the same formulalion
which are packed in containers of exactly the same type of material depending o _
the relevant informacion submitted X l
i 0% Infusion solutions of ine same or diferent volumes and of the same formulatior. I X
which are pached in containers made of different tvpes of matetials !
il

6. A preparation. packed in plastic containers. intended ta be marketed in 01333
containers containing the same voiume and the same formulation provided fe
rollowing data are submided; -

- characteristivs of the rubber swopper: \

- specifications far the glass: |

- 4 comprehensive manufzeturing procass with particular reference w the
washing and  sterilizing cveles and unparatus used: |

- data on particulate matter {cantamination & I

- srability dara with reference o the effect of the pH of the solution. A

P|0ducts with the same sireneth and formulation bur with different colours and/or|
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| Tvpe of applications T CSame : Separate

: . application apelicaticn
. _ i s required
i avors o _ 5 A -
P Auplicitions containing the same actee oharmaceutical mpredient(s). and where - -

" additonral indications are zoughi, wiers s azw o indications cender the predduct oo
fddifferent scheduling status. or different pharmucological classification or WITH AN :
* ADDITIONAL PROPRIETARY “AME or am . any other restrictions |mpua:d

ek

arter than the ol appleatan Y
. Diilerent npplicun!s#prupr':emr}f names for same formula . T
©Bame formusiation appied for under differcat proprietan names or by differem :

ApDiicants. Y

200 TRAMSITIONAL TONVERSICGN TABLE

The MBRUlorm for apnlicatfun Ty rcg'}strﬂtion presuribed by Act VU0 ar 1983 iy
replaczd W the Medicines Re ;.' nen Form MRS 1) There will no longer be a

"’

ERalnne form for J]UIO%]C&L madicines,

Circuiars issued before and during the wanstormation process mace reterence
Amexures of the arevious MBRID application form. These Gw lines
contmuously updated to retflect policies deveioped by the Council,

For 2asz o retevence the llowing conversien mabte s ineluded.
- MBR! FORM  MRF | - SUBJECT }
Cover paue CL:VET;E;L.@ . Admenistrative Dawe : ___:
e | _PanAa Boo o R0 PHL label _ o
Annexure o Part 2B ~Formulation - ___ . T
Pt 2B i Funm!h‘mn Far reconstiretion figeid ©or Jnap s
_ L " lor® ]
Adnexie 3 CPad AN Active Pharmaceutical ‘nwﬂ'imm T
. _Pam2AG anan production jo* o
Catesuret 0 Pan 20 Raw materials {specifications) __ j__
Avneswed Aol _Raw materials 1 conin] procedures
_Annexure b Pamc | Raw materials (release laburatories
Amexure 7 Pan2f - Finished product _
_Aamexure § ~ Parn Ef)__.__. _ i Container and packaging maeria] _ __'__
Annexurg 43 PatZt  _ Fished product (release coiteria and s
Annexure 9B Part 2D “Comainer and packaging mazeriad . celiase dvheria
- _ and laboratories)
Annexpre I'l}_ _ Pam2G Stability program and data -
Anmexwre |10 Par’t "E o Manutacturing procedures _,_
.—.—‘uu.]_e.*::i_re__]; __ " Pant 1D Foretgn repistration _
Amexure 13 - Part 3 invivo apellor o viero equivalency sudics 23 oreal
~Andesure 14 Parl = Pre-clinival studies —_ __:
Annexore 13 Part 3 " Clinical studies - )
i Annexure 16 Fart 2H Pharmaceutical development
" Apnexire 1 otOld Part 2) Expertise and premises used for manufacturing o

P Biclosical Form biofomcal medwines=
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P Biclovical Medicines, only
|

PREPARING AND SUBMITTING AN APPLICATION FOR REGISTRATION
OF A NEW MEDICINE

Ap_phcatjons for repistration oi’a medicineg must be submitted on the MEDICINE
REGISTRATION FORM (MRF 1) obtainable from office of the Registrar of
Medicines.

Fach zzge or the appication must be numberaed and the printing must be clearly
legile.

lndes according o the MRF [ c.g. 2B-1 (referring to PART 2B, first page).
Double-stdec copies are ailowed excent for package inserts,

The application far regissration Jossier must be properly indexed by the use of cleoarly
labeled iabs to indicate cach PART of the dossier.

Each PART must contaln a corplete index to that specific PART.

The application for registration must be properly bound on the left side as this aliows
for casy opdateraddition of pages. Binding is left to the discretion of the applicant,
aowever, the use of lever-arch files is not accepred.

The applicationcovering tetter must be bound to the application dossier.

The chegque must be anached to the covering letter. Proof of clectronic pavment and
copies of deposit slips must be sabminied with the application forms

The requirements with regard t¢ metrication in accordance with the Trade Metrology
Act must be applied. ’

The bexes in which decumentation are submitted to the MCC must be clearly labeled.
The following details should appear clearly on each box:

Applicant name

Narme ot the product

The contents of the box .. File numbers, Pants, Sample, Cover letter. Cheque
ote.

Product identitication code for each application (e.g. NCE-04NOV01)

Number of boxes e.g. 1 of 1{

Tvpe of applicalion ¢.g. expedited regisiration, AMRP

Colour stickers indicating sereening copy (red) or post-sereening copies {green)

In the case of expedited registration. approval letters must be anached. Applicants are
advised 1o consull the relevant schedule of fees.

3.10

A dulv completed pre-screening checklist and screening form, a product sample and
the non- refundable preseribed scivening fee the: is anached to the cover letter, must
sccompany each application.
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On receipt at the MCC. ali app.ications for registration will be subjeet to a pre-
screening according 10 a check ist (see attachment A),

Lpen successtl pre-serezning, the application will be logged onto the S¥Siem,
allocated an application number and a letier acknowledging recerpt of the application
and the screening fe2 will be issued o the appiicant,

of the pre-screening is unsuccesstul. the applicant will be notified via 2-mail or fax to
coutect the application within a sertain period of time or the application will be
submutted to council for o decis on.

Arter sucvessiul pre-seresning fae appiication wiil e subjesred 1o technicul screening
ACCOTAING 10 the screeniny form ( MRF 21,

The HOLD and RETURN A% DNCOMPLETE sereening vuivomes will be
vormmunicated to the applicant together with the reasons. lime rrames tor the
applicant to suamit sutstanding intcrmation or 1o coliect the upplication will also be
cominuricated to the appiicant. The nucome af the sereening and the submitted
sureening decumeniation will s tabled az the nest Couneil mesting for a decision.

The ACCEPTED seresning sucome, the application fee. the number of copies and
the time trame for these copies to be submitted will be communicated to the applicant.
Where an expedited registration has been approved the applicatjion will be so marked.
Any future correspondence regarding an expedited registration application shall be
accompanied by a reference number and a copy of the approval lerter.

The corezet number of zepivs of aeplications and additional documents required for
the wvaluation of the application must ke submitted in the formar detailed in section 2
mefuw,

PRESENTATION OF SCREENING AND POST SCREENING COPLES

In order 10 facilitate processing of the application for registration it is required that
certain Parts of the applicattorn for registration be duplicated and submined as
preseribed in the sereening approval letter together with the application tee. Al
documentation must be in Lnglish or the original document must be accompanied by a
translation inte English,

No additionzl documentation other than that which has been clearly stipulated below
mav be bound in any of the tiles identitied below,

Where applicants have submitted  clectronic  applications, there must be prior
arrangements with the rewistrar s such applications. which will be submitted in the
prescribed format

Sercening submission:

Covering leiter

Sereening fee

Completed pre-screening checklist
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Completed screening
One complere applicaricn ¢or re 2istratton dosster

“Fit

fi}

¢ 17 helaw

File I (with ariginal submission for screening)

Capy of e atest wspeetion Report (not older than 2 vears) from the Medicines
omtrol Courell wid o Torelgn regulatery body recognized by the Council for
the manutaciurer of imnorted medicinal products and medicines In

diagram rivhat aboot lecalls mamacured medicines

GMNE WO cenifieate

Catiilewte of analy sis for the sumpile submired

Cne cample sl oma]lent sack size

Sawh manuincturing dociments tor the sample submined or availakie for
msprection

License for Manuracen

nspccticn law

ror. Packer, Lakoratory
Proot ol egisiation »f he Comprany and the authorised persoen as o pharmacist

Full submission:

Cenvermyg wrter and appiicution ess plus e number of coples requested by MCC
DSl sereening.

{1k}

(i#i)

{iv)

(v

{vi)

Fite 2

Covenng leter

Appiication tor regisiration MRE b tront page

Cony of serzeniy forny M RTF 2 completad i fubls

Parts 1A TB1C, "D Za TR 202D 28 3F . 25 and 217

File 2

Cuovering letter

Anplication toi ueg seenizan YRE 1 front pave
Parts LA 1B, and 28

File 4

Covering Jetier
Appilcation tor regisisn
Parts 1A 1B, 10, 2B 25

on MRE ] ot pa
cuned 2F

File 5
Covering letler

PART 2

File &
Covering letter
SBRA Clinical Expert Report if applicabie
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{vii} File 7
Covering letter
Application for registration MRT | itont page
Parts 1 AL 1C.and 1D
Approved foreign package inserts
Clinical and Toxicological Expert reports

(viii) File 8
Covering letter
Applicaten for regisiration MRT [ front page
Capy of screcning oo PVRE 20 campleted in iyt
Papis PACITBL IO DU ZA ZBO 2O DD 2R CE D T Y e T
Cinee 1he applicant has submined ceditional comss. dn avkOwieegemear wier will he
sent 10 the applicant and the application will proceed with the ovaluation Ar0ess.

iz appitcact will act be permitted w0 communivate divoedy with the situatar, !

Lo

queries and concerns must be cormmunicated through the secretariar,

3. Summary Basis of Registration Application (SBRA;

HE

51

Cremeral

To expedite the review process of the safety and erficacy of medicines it is
cequired that an Summary Basis tor Registration. Applicarion (SBRA '} accompany
cach application for rezistration where a clinical and pre-cinical expert report s
not presented and clinlealpre-ciinical data i3 submitted i suppon of the
ARpicarion,

The SBRA is intended 1o be o very brief and vencise deeument sontaining the
core daty on the basis of which the applicant intands 10 vhtain registiation for the
Producl, it 15 o de presaried as @ sumumary oniv: therefore nu articles, reports <ic.
are 1o be earparated into the SBRA ner should such papers be attached 10 11
either. as these belong with the ol submission.

Applivants must cnsure that the general qualiy of the studies. proper cross-
refereneing 0 the dara. zxplinatory notes and the gualin of photecapving and
birding are of an appropriawe standaed. SBRA must be cross-rererenced with the
docutnentatien submitted to the Medicine Contrnl Council.

Adaptatiorn to the fwmat preseibed i by below. o suit each individual
produet dosage torm ar the diseretion of the appiivant, where specific items are
not applicable. may be necessary . Applicanrs are Kindly requested 10 Teave a4 wide
wer-hand mareir (o at feast 3 cmy, for offics use.

SORA formar
Kelfzr to tormat belew tor details and a completed hypotherien sxampic.
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SUMMARY BASIS FOR REGISTRATION APPLICATION (SBRA)

THIS APPLICATION INVOLYES:

anaw apniieation
or

a resubmission
o

3 zackome smdert amedment

DATYE GF THIS SBRA;

o Srainaan v o

[ Pl U IILFIF I R R

- .. | -

- T st resed S s s a
—_———— L L A Y ey

2O cemment o applicant woifics asen

PRODUCT DETAILS:

Active ingredients(s) and quantity thereot
Sroprieiay Gam

Annlicung

Apmiication Registration Mo,
Prarmavalupicas classiticason:

Zosage form;

NAMELS) of Registration Person and/cr Medical Adviser responsible for compilation
of this appiication, and telephone number where responsible individual mayv be
contactad during offics hours:

Name Position Qualifications Tel No,
PROVEN (ESTABLISHED) PHARMACOLOGICAL ACTION;

(Only information concerning tke clinical issues and indications ¢laimed are relevant,.
PVLARIMUST MR WORDS).
1AL least twa kev references in suppor. preterably published — see 13 below).

EVIDENCE OF EFFICACY IN HUMANS;

1Data should be summarized i @abulated format, preferably under the following
headings. as appiicable:

- buey criaigs) reterence number: as lisied under item 13 of SBRA
- Tiial design @ indicaie with abbreviations/symbols, e.g.

- DNE - doubte-blind

- sB - sinyle-blind

! = open

X = CrOss-0over
- I = parallel groups
- R = tandomized



STAATSHKOERANT, 2 ME| 2003 MNo. 24785 305

GENERAL INFORMATION
- C = controlled
- rC = olacebo-conirolled
- MO = multicenter
- LS = Latin square

- Indications/Diagnosis.

- Number of pattents weated with each drug,

- Dasage runge used,

- Durauon of rzutmenl,

- Reterence’comparative drugis),

- Parameters evaluated/findings.

- Statistical data

rPlease indicate separatelv. the otal {overall) number of patients treaied with the
oraduct)

Indicate clearlv which trials were done’not done with the formulation and dosage
form. for which registration is being appiied (as reflecied in Part 2B of MRF).

| Free comment, if required. MAXIMUN 200 WORDS, excluding tabulared data).

7. MAIN SAFETY ISSUES AND TOXICOLOGY:

71 Human studies:

(L.ist side effects;adverse reactions ioxicntogtcal protile, with incidence
figures and kev references).
Pre-clinical studies:

i

|

tAnimal and in vitro toxicology data)

{Free comment. if required: MANXIMUM 200 WORDS, excluding tabulated
data).

8. EVIDENCE OF LONG TERM SAFETY/EFFICACY

Tabulate key long-terta studies. their duration. indications. findings, tolerabilicy, ete.:
with references. where applicabie),

{Free comment. if required: MAXIMUM 100 WORDS).

Q038z082-—B
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EVIDENCE OF BIOAVAILABILITY AND PHARMACOKINETICS OF THE
ACTIVE COMPONENT(S):

{(Methods used apd rwmber of subjects studied to ke clearly specified. where
applicable. Pharmacokinetic data summarized in tabular or graphical foom (s
gesentiull,

{MAXIMUN 100 WORDS)

For medicines coniaining more han one active component. provide a summary of
avidence vwith Rev reforenves), 10 each coninbutes materaily to the erficacy of the
srrduet.

EVIAKIMTND 100 WORDS

REGISTRATION STATUS IN OTHER COUNTRIRS:

Couniry Date of reristration

PROPOSED SCHEDULING STATUS:

{Provide reasqns hrietlv, and illustrate structural formulal

LIST OF KEY REFERENCES:

IMANXDVU N 25

{Directly applicable publications in referred scienrific journais are preferred. Where
suitable published scientitic documentation is lacking, selected unpublished key
sctentific reporis or iit-ilouse documents may be quoted. provided jhese are clearly
indicated as sucih.

The “Vancouver Swvle™ of setting out pubiished references. entails the following*:

Author(s), title of anicle. named of journal {abbreviated according 1o Index Medicus),

journal partictlars {year, volume, sage ne.).

Eg.:
i Smith J rreatment of mild hypertension, Br Med 7 1981: 283:628,

*Please refer 1o, "Lniform requirements for manuseripts submitted 1o biomedical
Journals™ S AT Med I 198 1:60:263-268].
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HYPOTHETICAL EXAMPLE:
SUMMARY BASIS FOR REGISTRATION
APPLICATION (SBRA)

1. THIS APPLICATION INVOLVES:

A new application

!4

DATE OF THIS SBRA:

o adomitted: Di-10- 1134
- disclszea:

am - e ]

2 COMMent fir apilcant:

'

3. PRODUCT DETALLS:

Avine ingredient(st agd

{uantive thereot : rosalene 10 mg
Propriclany name : REOZTN
Appiivant : ROSEPHARMN Laboratories

Applicatien/Registration Mo
Pharmacaiosicai clossificailon .1 Cardiac stimuiznes
LPosage tomm : hitm-coated 1ablets

1. NAME(S) of vegistration Person and/or Medical Adviser responsible for
compilation of this appiication:

Nama Position Cualifications Tel. No.

Mo Smath Regisieation Munager B.Sc {Pharm) 011-9638413

D P fones Nedical Director MB. Ch.B. {12-
488307

5. PROVEN/(ESTABLISHED) PEHARMACOLOGICAL ACTION:

Rosalune i3 1 pasitive Inctropic agent, with direct vasediiater activity. different in
strueture and made of action from cither digitalis ghveosides or catechotamines.
Rasalone produces clinjeal'y and statistically signiticant improvements in
haemodynamic indices of congestive heart failure, without significant increases in hean
rate or myacardial oxygea consumption. Haemnodynamic improvements are both dose
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GENERAL INFORMATION

diastolic function as evidenced 3v improvements in left ventricular diastolic relaxation.

{References: 1. 2 and 6)
6. EVIDENCE OF EFFICACY IN HUMANS:

! Key Eim rcization ! ho. of . Stausteal 1 Dosage. dosage ; Reference Drug | Guration of | Parameters |
-; et | \..'~:.Der. : palien!s ' gaia i ferm and | and dosage | reatment | evaluated: |
| Mo | DB—Daubfe- enteren zng siformulatior) | Findings
I bline ' fcampleed) = '. ! l |
| | R=Ranaomized ' ! } i i |
|| | X=Crossover . _ E _ l
'{ ! A=Farallel Groups | f ' ! | l
| | PC=Placeno ' ‘ - '
! i ceniolleg } I '
i ' MC-Mulli-center : I - ! JI
b ; = : ——— . —
e CC.MCES. R X Congestve S0l TP<Qi'hr | 10morday | Placeno & weeks al '
! | Br | canciag failure catoara=  tifaal) : : L |
i s " meters, i i fy) i
| : axgeptic) : l i
| ‘ | | | | |
|5 | i 185 51 | Motdone 20 mgiday Digoxin Pdwesks | o) ll
_ | 0. X ' ' ; | ‘rapsiie) . i0.25 mgiday) N
| i i ) d ... i
| . .
l! a p GoME ) T2 OEE G i 10 mgiday |l - l 14 weeks ' ...... !
, | g : i faal) ! ? ' |
| : | ‘ l ! I -
2 lpeARFC | W L | 0mgiday | Placebo | 2woeks | '
| i : . | ffaat) ! | ’
i ; i [ (T
'| 18 ! TERP | 7B B3 | 10 mgiday | Digexin | Bwesks |
| i | ; i thaal) | (0.25 mgiday)
. ! : ‘. 1 | i |
| : . l
l \ ' ! | l l| l ‘
L . i | | ! oo,

TOTAL NUMBER OF PATIENTS TREATED IN ALL CLINICAY TRIALS, WITH
ROSALONE: 618 (362 COMPLETED THERAPY)

See also item §.

Ail studies {listed under items 6 and 8). except refl 5. were done with dosage form and
tormulation that registration is being applied for; {*=formulation as applied for).

7. MAIN SAFETY ISSUES AND TOXICOLOGY:

7.1 Human studies:
! Efect i Incidence 1 Key ref I
| Wentncular arythmias ! 12.5% || 13 ;
I Supraventricutar arrhythmias | 3.5% i 13,3 -
. hypatension ' 31% - 13 i
" AnginaChest nain i 1.4% | 5 i
| Headaches : 4 4%, 412,13 |
i Hypokalagmia i 0.7% l 15 ]
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| Tremor I 0,5% T 8 |
| Thrombocytopenia | % | 13 .
 Alkgling phosghatase | % ! 813,15 !

Allergic reactions occurred in +1.4% of patients.

Dermartoiogical reactions (rash. pruritus. etc) were reported in + 20% cf patients,
Daspire thus. patient sceeptance and compiiance was vary good.

7z Pre-ciimical Studies

NMCIDEMZZ  ¥EY
i A ACute Tty i =l ; :
| Sugies; ' Fabot s Al Em \ .
_ i “ouse s o 40 motkg ; :
l : 509 10.0.) 400 myag ‘ '
: Sl Cog .o, G50 sevare emesis. ) i1
P8 Supacute Tomty i) “iarwen morease i Henz ncluson bodes at ) :
' Zlugies '4 weeks] ' 360 matkg 0.3 {Rar : 25% i
) ' dit Thevaled recouistvig csuntin males Juen 30 A ,
i ! Mpikg .. coupled with polychromasia (Ran IAT e .
' Rt Slasma ues 285 Figher (8C mgtke, (Raty ip. s c {11} ;
i o) Crystakike structures delectabie in some tubuli of high dose | '
| Male raes. 40 (] i
[ ] Alergenic reachon 40 mg - 80 mygikg p.o.in 3 gogs ar i : '
! : ceginrung of shudy. P2 19
% o Evidenca of functcnal and merphaingical adney damage | 5
; | monkeys 40 ana S mgikg i, | . '
Zerum ured and ereatning ncreased. T e
i il Zuiderce af funciional ard merphologeal <idney
! _ Camage coserved in 24 monkeys at 30 mgikg. Crystal- :
[ fine oracinitates chserved i i5i
& Succoroms Toxigity Py Recucea enyihrocyte counts and reduced i :
| Swdies : ~agmogickin and haematort values - high | &2 T
; . acse monkeys {18 mgig v s ST
! ) “ {7)
: Crystailord supstances in distar tubles of 2 i high deserals
| nigk- dose monkeys i 3110 s
fai o Crystals inunng sediment (rats) '
l L (i) Zeath of 3 hign dose rats (500 mgixa). * -
1D Chrenic Toxicity i Crystals coserved in wrine sediment of 2 males ' :
| ISixmonths) and Z ‘emaes from high cose group (530 | l !
: . mgka po 320 7 ;
! | iRals) 210 i
j Histopathalecica examination reveales mild | i .
l . ‘0 mederate: foreign body reaction in kidneys ; : :
_ i af 2 menkews receiving 90 mgrkg. i |
'| ' Kidrey changes were associated with [ T !
) | mrratubular crystaliizalion, but no ingicatign | l
l . of fanctional moairment, ' I l
© Cculgtoxicity. : iRhesus morkeyst : :
| ido aculotaxicity opserveg | 32032 L{?} :
i Arthrepathy. i Articular cari age damage (uvenie rats) 120 | iT) i
! ; Lesions ir anrcular carti'age {dogs! | 12112 L
l Fertility. i} Hlight cecrease in impiantations (no statisécally signficant at | [
| | 00 kg dose frat. ! I !
| iy Mg untoward effect on ferdiity or reproductive performance | l N
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T {Pathb IJ o
i " Revreducicn T Waterrial Taicery bat no teralogenieity (rabbits) !' P |:
. )| Mo maternal wuitits (raboity [ {7 i
Hiny Mo materral ioxicaplembryotoxic fyiteratogenicity (mause) i LiT) !
] Mo raterral doxicitvrembryctoxicriyiteratogenicity [Rath | o L7 _|
" MurageniciCncogericy Mene oeseried 1 sitts: 38 well &8 in rafs] L P
§ EVIDENCE OF LONG TERM SAFETY/EFFICACY
[Key | Desicw Cnmea-  No.ofpahenls | Stals- | Dosage.dosage | Reference ¢ Duradon i | Parameiers
| Rt ' C=idgae " ions " Sateren and g i and ' Crug ard | regiment ; evaluated:Firg
Py | DE=Coucle cling pompgieizd) :ate * iformudationt | dosaqe ; ; ngs
I R=Ranoomizes _ : 1 ! !
| B=Parzlel Groups ' : ! ! \
| WMC=Multicerter ! : ._.,.__I__. | i o
1 4 T MEDE R 2 ' Congest 112191} R I 10 maiday | Digoin (0,25 | 30 weeks
| : e ; : ' ifaap) | mgiday) ; :
: . sardize . . - d '
R Cfaluee P 2ariAm | 10 mgiaay i | 12 weexs |
s - iaan) ' ! i

{* Also inciuded under item 64 (f.a.a.p. = tormulation as applied for)
N.B: No wierance developed during any of the clinical studies.

9.  EVIDENCE OF BIOAVAILABILITY AND PHARMACOKINETICS OF THE
ACTIVE COMPONENT(S)

PHARMACOKINETIC PARAMETERS FOR ROSALONE (n=24)

i Peramster | Unils | Mean SEM. Range ]
| Cmax ; ugimt | 1201 425 57 3-154.0 '
: Serum-protgin binging percent % : S04 , 265 TP 271339 |
| i i
| auca-24hr | = ;
! (rapezsidal) i Lg arirl | 7318 913 178.8.285 8 :
| | I -l
| s ! 0.02 | 0.04-0.33 i
i e ! 018 i I i
| U ! 0.88 | 881235 i
ar | 1006 | | :
| Tmax f ; | 3.08 242107 I
! ! hr | 675 | i
| 24 haur arinary ; | | 1.84 519715 |
| exgretion i % of dose | B3
! Serum clearance | | 0.07 0.66-1£0 !
! mliminikg i 0.94 ‘
| Binavaiatiiity ! i ! 3967
| i % : 56 - .

{References: 10, 14
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NOT APPLICABLE TO THIS PRODUCT.

REGISTRATION STATUS IN OTHER COUNTRIES:

Countrv Date of registration
5.A 25-07-1986
LK. 10-05-1985

Australia 04-02-1985
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7.1

- . GENERAL INFORMATION

PROPOSED SCHEDULING STATUS:

S4
iSimilar compounds have been allocated to $§ by Council, in the past).

LIST OF KFY REFERENCES

17 James X, Pharmacology of esalone. Br Med J 1984; 91:640-645

21 Ew.

it Euw

4y Scottetal. Rosalone in congestive heart fajlure: a double blind triad vs. digoxin.

S Afr Mved J 1985
68: 201202

13y “Side effects and ADRs of rosalone™ — Rosepharm Labs, Report R~d 334, 1954
143 Fle.

L.

EXPEDITED REVIEW PROCESS
INTRODUCTION

Medicines Control Council may. uader certain ¢lrcumstances, (as in most other national
drug vegulatory authorities) speed up the registration process for specific medicines that
have important therapeutic benefi: and which are required urgently to deal with key
health problems. In such cases. au accelerated review system is apphed. For detailed
information refer 10 Regulation & of the Act and Guideline ofl Expedited Review
Process.

ABBREVIATED MEDICINE REVIEW PROCESS (AMRP)
INTRODUCTION

The AMRP 5 a system initiated by Council to limit the evalvation time of
pharmaceutical products registered in countries with which the Council aligns itseif,
and where the evalvation report is  readily available. The abbreviated medicine
review process is then based mainly on the expert reports on the pharmaco-
toxicological and clinical data. It should be noted thet the AMRP is an abbreviated
evaluation process and not an aboreviated application.
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7.2 TERMINOLOGY

721 Expert report an independent. objective and encompassing report on all the
r‘ele'f-':-j.m aspects in the specifie field of expertise of the reporter who s
tamjliar-acquainted with the development of the proguct.

722

Expen reviewer's report: the report of the regulatory reviewer. afier evaluation of
the data submitted in support of approval for licensing.

7.3 REQUIREMENTS FOR AMRP

A Ondy aeew chemieal emities registered in are or more of the following aurthorities
with which the Council aligns irself will quaiify for AMRE. The countries fand
their autherities) are: US4, (FDAL UK (MCAY, Sweden (MPAY, Australia (TGA)
and Canada (Hezlih Canada), Evropean Union (EMEAY, and Japan.

1
s
P

The applicant must obtain the Expert Reviewers reports (which are not mare than
two years old) on safety, quality and efficacy. from an approved medicines
regulatory authonty: or request the secretariat to cbtain such reports from ihe
regulatory authorities where agreements have been signed: or from PICS member
states  and  where the mureal recognition agreements or memoranda of
understanding on exchange of evaluation reports on pharmaceusical products.
where such medicines regulatory authority from a participating nation hus
approved the medicine.

-
L]
La

The certificate of appreval of registranon of the new entty by one of the
fullewing registering authorities: FDA, MCA, Swedish MPA, Canada, Ausmgalian
TGA or EMEA.

=1
()
i .

Submit written confirmation thai the proposed packapge insert is based on the
paciage ‘nsert and the complete dossier of the licensing country.

Apart frem the approved sackage insert on which the submission is based. the
nackage msert of the other countries where registration has been approved should
be submiticd.

=l

Lad
t

Written confirmation that the data submitted to the Medicines Control Council 13
identical 1o that submirted 10 the awhority that has granied approval. Raw data of
experimentai and clinical studies should be excluded. Letter authorising MCC w
contact the relevant MRA far an evaluator’s report or assessor’s repoit.

-3
[
o

Expert reports on chemical-pharmacentical. pharmace-taxicological and clinical
documentauon.

~1
i

3

Relevant comespondence between the applicant and the registering auwthority
concerning the regisiration of the product. The negative (queries, non acceptance
of certain claims/stalemnents etc} as well as positive correspondence.
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Written confirmation that the formulation applied for is identical to that approved
by the registering authoriiv.

Applications for AMRP can only be accepted if the product hag been approved by
the said authorities, within the last three vears of their licerice in the licensing
country.

REQUIREMENTS IN RELATION TO THE EXPERT REPORTS:

All problems in the submission should be clearly identified and addressed in the
Expert report.

The Expert report should address all the aspects in the package insert.

A list of the kev references used in compiling the Expert Report should be
attached.

The curriculem vitae of the Expert should be included.

If the application for the registration complies with the requirements for the
AMRP systemn, it should be Jurther determined whether the Expert report reveals
all the necessary information for Council to make a considered decision on
registration. For this purpose an AMRP-SBRA should be drafted. An AMRP-
SBRA should be based on the information in the Expert report only. Furthermore,
written confirmation that the AMRP-SBRA was compiled from the Expert repon
only. should accompany the AMRP-SBRA submission.

PROPRIETARY NAME POLICY.

In terms of section 15 (3) of the medicines act

The term "PROPRIETARY NAME" is defined in the Regulations pertaining to The
Medicines and Related Substances Control Act, 1963 as follows:

"PROPRIETARY NAME. in relation to a medicine, veterinary’ or complementary
medicine and medical device. means a name -

a)  that is unique to a particular medicine, veterinary, or complementary medicine and
medical device;

b}  that is generally identifiable; and approved in respect of thar specific medicine,
veterinary, or complementary tmedicine and medical device in terms of the Act.
The Act states that a medicine, complementary medicine, veterinary medicine or
device must be registered under such name as the Council may approve.

In evaluating the safety of & medicinal product during the registration process, the
Medicines Control Council is obliged to consider whether the proposed proprietary
name of such a product could potentially pose public health and safety concerns or if it
may be misteading. The possibility of mistaking one drug for another because of
similar proprietary names can have serious consequences. Since many medication
errars are caused by look-alike and sound-alike medication names, it is evident that
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public health considerations must be paramecunt in determining whether a particular
proprietary name may be used for a medicinal product.

In order 1o enabie applivants to propose acceptable proprietary names for medicinal
products. it is essenuial that;

a)  consistent. non-arhitrary criterta are applied when reviewing the accepability of
nropased proprietary ames.

b a transparent procedure ts in place for evaluating the aceeptability of proposed
narnes.
The MCC has adopred e WHO naming policy with adaptations



318 MNo. 24785

GOVERNMENT GAZETTE. 2 MAY 2003

5.1

5.1.1

111

’

8.1.2

(YY)

3.1

5.1.4

8.1.6

~.  GENERAL INFORMATION

SAFETY CONCERNS REGARDING PROPRIETARY NAMES

In assessing the merits of a prcposed proprietary name. the fi d fi '

‘ P proprietary . irst and forernost tssue
considered is that of patient safety. Applicants are advised to consider the foilowing
guidance bearnyg in mind the pararmount eritetion of “petential safety risk™

The proposed propristary name shoutd not convey misleading therapeutic ot
pharmaceytical connotations.

An exampie may be the use of the name “SEDINAX"™ for a product intended
to treat pain and tever containing only an analgesic or the name “PAINKID"
for a product not indicated for paediatric usc.

Stmuiarly. the name “CARDIODORONT should only be used for medicinal
products for the treatment of cardiovascuiar diseases

A propretary name may include a pharmacelogical/therapeutic connotation.
provided that it is in hine 'with the indications in the package insert. Each
application. however. will be 2zvaluated on mernit.

It is important to bear in mind the c/aims made in the package msest in refation to
the proposed name of the product. when considering the acceptability of rames,
hence the requirement of submission of package inserts in ali instances.

The use of "umbrella‘brand tvpes™ of names across products n associated
therapeutic categories generally may not pose a problem. However, when such
names are used for products in different commodity categores. the
misrepresentation of non-medicines as medicines and vice versa would be
considered unacceptable. Applicants would be responsible to include
precautionary statements of usage of these brands simultaneously so as to inform
patients of their correct usc.

The proposed proprietary name should not be misleading Wwith respect to the
composition of the product.

The proposed proprietary name should ot be liable to cause confusion in print,
handwriting ot speech with the proprietary name of another.

For example, the names “"AMYTAL" (barbiturate) and “AMITOL” (multivitamin}
could have serious safery implications if a barbiturate is supplied to a patient
instead of 2 vitamin,

When the name being applied for is identicaltoo similar to a name already
approved for another product, applicants will be advised that the proposed name is
too close to an existing name. Only if the existing product is registered will the
name be disclosed. Disputes regarding similarity of names not identified by the
Medicines Control Council at the time of registration/ change are the concern of
applicants, not the Medicines Control Council. If howevet, valid safety concerns
are identified. the applicant wil. be advised accordingly.
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8.1.10 Names which arc identizal to, or which are similar to, the names of products

previously marketed will gererally not be favourably considered regardless of
whether such products are dormant or not.

3111 it an oblection 15 raised on the basis of similanty between the proposed
proprictary name and an existing name or name raising a risk of confusion in
print. handwniting or speach. the objection will be evaluated takins into account
other potentially distinguishin, 1actors. such as: )

The pharmaceutical form
The route of administration
The indication and legal staresqcondition of supply

[

After assessing these faciors a5 a whole, a decision on whether the proposed
proprietary name poses a potential safery risk will be made.

8.2  ADDRESSING INTERNATIONAL NONPROPRIETARY NAMES® {INN)
CONCERNS IN PROPOSING PROPRIETARY NAMES

The Medicines Control Couneil subscribes to the WHO guideline in respect of the
protection of INN-stems and encourages the pharmaceutical industry to be continually
aware of this issue (Document No. “WHO/EDM/QSM/99 6™,

8.2.1 A proprietary name shoulc not contain an INN-stem (as published by the WHO),
The WHO stresses the imponance of the need 1o protect INN-stems. The
relationship of pharmacologically related substances is indicaied by using a
common slem. which in tm forms part of the INN Name, The orderly
development of geaerte nomenclawre could be hindered if these stems are not
protected. The sentiments of the WHO in this regard are shared by MCC. and are
taken into consideration when considering propriefary names.

321 For example. "-ac” is an INN-stem for ant-inflammatory agents of the ibufanac
group. and a proprietary name ending with "ac” would not be acceptable
regardless of the active ingredient. which it contains. The reasons are protection
ot the stem and confusion. which could arise if the product does not contain an
anti-intlammatory agent of the ibufenac group

%22 A proprietary name commencing with, or containing "ac" in another position
within the name could. however, be considered.

313 The derivation of proprietary names from INN Names. ie., generic names is
discouraged. as this practice could lead 1o confusion. For example, the choice of
the name “METAPERAMIDE" for a product containing loperamide, could cause
confusion that the product contains another loperamide-type compound.

324 If & propristary name is deqived from a generic name. it should not be similar to

the generic name. ihereby leading 1o comfusion. For example. the name
"TRIMAZOLE" could be interpreted as being an anuprotozoal of the
metronidazole group. an antifungal of the miconazele group or a brand of co-
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trimoxazole even though the name does not contain an INN-stem for anv of these
groups,

In the case of single component generic medicines, applicams are encouraged to
market their producis under the complete generic name followed or preceded by
thetr company name. acronym or other distinguishing feature.

Exceprions may be considered for the antiretrovirals if these have besn previously
approved by 1 recognized Regulatory Authority and are accompanicd by a
motivation.

OTHER CONCERNS REGARDING PROPRIETARY NAMES

The issue of whether a particutlar proprictary name may constitute an infringemen
of another entin’s intellec.uai property rights cannot be one of the Medicines
Conurol Council's concerns and is therefore not taken inte account during
considerativn of the acceptabil. » of a propesed proprietary name.

The proprietary name shouid preferably consist of only one word and should
avaid qualification by {ertars or numbers. The use of short gualifications/
abbreviations that do nov carry an established and relevant meaning s
unacceptable. Promotional qualifications/abbreviations’ manufacturer’s codes are
alsg unacceptabic.  However. if other gqualifications/ abbreviations are to be
imcluded, appropriate justifization should be provided (e.g. For msulin mixtures
the proprietary name could be followed by a number or letier represeniing the
fast-acting component of the mixture).

The use of descriptive abbrowviations may also be acceptable if there is a need 1
distinguish differant voutes of administration for the same medicinal product: ¢.g.
TV intravenous. TV intramuscular, $C: subeutaneous.

A proprietary name should not convey any promotional message with respect 10
the use of the product.

Lse of capitals in proprictary names should reflect the proposed/approved
irademark registration.

For a medicinal product containing a prodrug, a ditferent proprietary name to that
containing the parent active substance 1s required,

In the case of a switch from “prescription™ o “non-prescription” status for limired
indications oniv. a new proprictary name should be chosen for the descheduled
product,

Anv phrase that implies superiority, including use of animal species associated
with speed or strength. or implies superiority aver other praducts is not allowed.

The meaning of abbreviations. symbols. numerals and names, which are tn a
language other than Engiish must be explained in the covenng letter
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accomparying an application. With regard to phrases which ocour in rthe
proprietdsy names of produets. and which are not English, applicants are requested
e submit to the  Medicines  Control  Council, repltable
mterpretations tanslativr siexplanations of the virases in question, In relation to
the claims mude for the product: .2 the intended use theret.

A0 Propoietary names will onbv be evaluated as part of a new application tar

TEZISTIBNON oI Fppication for change. Reguest for evaiuation or accepiability of
possihle proprictary names prior o submiting 1 formal application will net be
procassed.

; ! : R e A ' : i
E N PTeprear uuves sumal be ceserved oy aepcabions that have not vel besn

suhmiltad.

A2 Current policy will ot be applicabie o line extensions of older products unless a

valid safzrv xspect has come o the fore. in which case the applicant wili be
advised accordingiv,

[

A Dist of names that are regarded s potentiaily misleading is avaiiable an requast.
Narnes which siav iead o oseifliagoosis o sonditions cequring professional
diagnosis or names muplving effeacy that cannot be subsianniated for the active
ngredient(sy are ingluded on this st

8.3.14 Legisiation detzmmines that the name under which & medicine is regisiered shall be

unigue.  The mpogance of this reguirement cannot he over-emphasised,
particularly when developing a range of produess. Each strength andfor dosage
fOrm requires i uniaue name. Applicants should examine all available resouress o
astebizh that pomes e onig.e. Modhatens should accompany applicaticns
wherz relevant .o lustiey the use of an idemtical or very similar name which
appears 1a Martindale other reference bovk for a product not conlaining the same
ingredient sy and which mev be on the marker elsewhere,

LAy

As with all registration matters, applicants always Lhave the opporunity ta submit
comments in the event ot a ditference o opinion. Such comment will be
torwvarded o Council for consideration.

MANUFACTURING REQUIREMENTS

Onlv medicines maruticirad, packed and quality comeesled o sites compliant with the
principies of GMP 1Goed Manutfacturing Practice) will be considered ror registration.
With the amrendment 1o the Medicines Act {erfective 2 May 20033 all South Alrican
manufacturers must de ficensed under Secticn 22C of the Medicines and Related
Substances Contra! Act (962

The aim of these licensing requircinents and standards is to protect public health by
ensuring that medicines meet defined standards ot quality and are manufactured in
conditions that are clean and tree of contaminants.
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14,

11.

12,

- . GENERAL INFORMATION

SAMPLES

The Medicines and Related Substances Control Act, 1963 require that all medicine
applications for regisration include a sample of a unit pack proposed for use in South
Africa.

GLUIDELINES FOR GOOD MANUFACTURING PRACTICE

Certilication in relation to the Goed Manufacturing Prectice of the overseas
manufacturer is required for apalications for registraiion of imported medicines.
However. the Medicines Comrrol Couneil can request thal the overseas sites of
manulacture te inspected jor compliance with GMP before registration of the medicine
Is approved.

Appitcations for regisiration of medicines manufactured in South Africa must meet the
requirements that are set out ir the guide: Good Manufacturing Practice for
Medicines in Sourh Africa.

REQUIREMENTS FOR COMPLETION OF AN APPLICATION FOR
REGISTRATION DOSSIER.

Administrative Data {MRF 1 front page)

Details as per application form must be compieted.

]

i1

(i

"Business address™ in relauorn 10 a business that is carried on in the Republic of South
Africa. means the full physical address of the premises where such business is
cenducted.

“Proprietary name” means the name that is unique to a particular medicine and by
which 1t 15 generally identified and which, irr the case of a registered medicine. is the
name approved in terms of section 24 {8} in respect of such medicine. (Refer to section
4.8 of these guldelines.) It should be noted that medicines which are not identical in
composinon or sirength are not regarded as the same medicine {refer to guidelines
section 3.4%

Dasage form: Select the most appropriate dosage form from this list, when completing
the administrative data. This dosage form will also be retlected on the regisiration
certificate. For the purpose of the package insert application may be made to give more
dezailed deseription of the dosage form e.g. chew tablet, slow rclease tablet e1c.
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1)

V)

Vi)

X}

no3g2083-—o

GENERAL INFORMATION

Bloed bag Gigmisle Passarjes
Bomne cement Cranules Plasier
Beads G Pads
Capsuies Impiam Pawder
Cleansing bar Infuzton (parenteraly Shampoo
Cuombinmion o dosage forms mhajer Soap

Core [jection Soluion
Cord Insen Spongs
Cream [nira-utering device Sprav
Cardioplegic soiution lam Stert

“hip (denin) Leaves Stick
Decoztion L Suppesiton:
Dhaivsaia Lotion Suspenzien
Ditwenr erinjecnion Lelienge Swab
Densal maerial Lump Syrup
Dressing Mauthwash Tabiet
Dircos Miasul innaier Tampean
Elisir Masal spray Tincture
Finudsion il Toothpasie
Erema Lintmert Towsalene
Foaur vy Transdermsl therageutic system
a5 Puste Yagmal ring
[ Patler Wafer

Descriptive name of biclogical medicine e.g. viral vaccine, viral antiserum,
bacterial vaceine. hacterial antiserum. allergen, immunoglobulin or biood preduct,
as given in a recognised pharmacopoeia or where such name does not exist, a
name determined by the MCC.

The name and “ull physical address. including the country, of the manufacturer/s.
packer’s. final product testing laboratory/ies  (FPRC) and final product release
responsibility (FPRR].

Pharmacological classification. Refer to Act 101 amended, Reg.

The appiicant must fiil Section C of the front page of the lMRF I when an
application for registration of & medicine has already heen submitted.

The responsible person filling in the form should provide his'her e-mail address
and/or a_central company e-mait address (if avatlable}.

CPRR should be the halder of the cerificate of registration or _Lhe person {a
pharmacist) with appropriate knowledge of all aspects of the medicine and in full
time emplovinent of the hotdzr +f the certificate.



322 No. 24785 GOVERNMEINT GAZETTE, 2 MAY 2002

-~ . GENERAL INFORMATION

ATTACHMENT A

Pre-Screening check list

Product name_ Carrpany__
- Compliance to admin criteria YES T NO
Box size (Ad box; . | '|
| Numper of boxas received B B

Is the box clearly labeled, on the side, to specify the (
content with a colour sticker, indicating route? (red =
scresning green = post screening §

|
Fthe dossier correctly bound? (No arc fever fiies, no l
ring binderst .

is 2ach Pari of the daossier properly indicated by

|
tabbing arcording to the cover letter 7 |
-

=ttt -

Is 2ach Pari of the dossier proparly indexed 7 |
s each page of the dossier numbered 7 |
Is sample present in an envelope? 1
15 a BMF (bach manufacturing fite) document '
included 7 l
Is the Cheque for the screening fee sutmitted in a ‘
senarate envelope? )
|s the approval letter reqarding the "fast track” status r ]
included? |
[ Is the completed screening form included? R

Iif any NO's return as incomplete immed ately

Signature: Date: __ Official Stamp
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MEDICINES CONTROL COUNCIL

OEPARTRENT OF HEALTH
Wrunh D i

MEDICINES CONTROL COUNCIL

ST )

'APPLICATION FOR REGISTRATION OF A MEDICINE

ADMINISTRATIVE DATA

APPLICATION NUMBER

J\

A. PARTICULARS OF PROSPECTIVE HOLDER OF THE CERTIFICATE OF
REGISTRATION

BT e e e e e - e

Business address smmmmmmmmme e e e -- --- S

Postal address: —mme e e -

| Telephone NO ! —mm e e e e e

B B mmmmmmeemmeeaae -- -

(T T ———— S et

Site Master File Number: ~mmmmemmemeccemas —mn -- —-- —

Authorised person/appiicant to commaunicate with regulatory authority an hehalf of the
holder of the certificate of registration

INBHIE - e rr e w e e e e e

Business Address: cesmmm e m s e e e

Telephone NO: —ma oo e e e

K N, T e e e

E-mail: - oo e e -

fAttach lester of auitlorisation signed by the Managing Director)
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B. PARTICULARS OF MEDICINE =~

S ——

—— o

Proprietary Name - =-eeree e o e —

Pharmacological Classification: -~-r-rerrmrmmrr e e
Dosage form: - - - - ———

Dosage unit:--- - - - mmamane wmmmmas A
Active pharmaceutical ingredient(s) and strength(s) per dosage unit:

[ ——— - - e

Descriptive name of Biological medieife =mmmm=mm s
Route of administration:—- - e

Pharmacological ¢lassifICation: sa—=s—vemmerermmmm e e - -
Manufacnrar: seee-somam oo eaan - m-memmmmmnmnen e

Business address:--semmae--- - e mmmmmmmm——m e ———_————————

Site Master File reference number:----- - ———-

Packer: mmsmmmmmm e e e - R

Business address; -—--- e rm———

Site Master File reference numbet:----- am-

Final product release cantrol {(FPRCY.- - — R

Business address: -——--n- - e ——— ———

Site Master File reference number;

Final product releasc responsibility (FPRR)r—-rermmemem e e e
Business address: —

Site Master File number:-—----- - -

The undersigmed herebv declares that all the information herein and in the
PARTS hereto are carrvect and true and are relevant to this particolar medicine.

Signature of Managing Director/ Authorised person
Name in block letters Date of application

Designation Date of current amendment (Post-registration only)
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STAATSKOERANT, 2 MEI 2003 No. 24785
MRF 1
C. UPDATE HISTORY (For Post-registration only)
LETTER DATE OF i SUMMARISED DETAILS I DATE OF APPROVAL BY
APPLICATION FOR OF AMENDMENT | COUNCIL
AMENDMENT |

i
!
I
!
[ :
I
|
i
|
1
]
I

Guideline references:
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TECHNICAL DATA

PART 1 A {i) SCIENTIFIC PACKAGE INSERT
(HUMAN MEDICINES)

The under-mentioned information with regard to this medicing shall appear on the scientific
package insert. The infarmation shail be presented in the formar stipulated: Provided that the
Councii may authorise any deviation from such information or such formart {refer o Reguiztion

9.
1. Scheduling stalus
2. Proprietary name and dosage form
1 Compositicn
4, Pharmacological classification
5. Pharmacological action
{Pharmacockinetics, pharmacodynamics and summary of clinical studies, where applicable)
6. Indications
i Contra-indications
B Wamings
9 Interactions
10 Pregnamcy and lactation
11. Dasage and directions for use
12. Side effects and special precautions
13 EKnown symptoms of overdusage ang particulars of its treatment g
14. ldentification
15. Presentation
16. Storage instructions
17. Registration number
18. Name and bosiness addreess of the holder of the cenificate of registration

19, Date of publication of the package insert
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MRF 1

PART 1 A {jii)  SCIENTIFIC PACKAGE INSERT
(VETERINARY MEDICINES)

The under-mentioned information with regard to this medicine shall appear on the scientific
package insert. The information shall be presented in the format stipulated: Pravided that the
Council may zuthorise any deviation from such information or such format {(refer 1o Regulation

40).
1. The words “Veterinary Medicine”
2. Scheduling status
3. Proprietary name and dosage form
4. Scheduling siatus
5. Dosage form
6. Composition
7. Pharmacological ciassificarion

8. Pharmacclogical action
Pharmacokingtics and pharmacodynamics

9. Indications

10. Contra-indications

11. Wamings or withdrawal pericd in the case of food-producing animals
12. Dosage and directions for use including age and species dosage

13, Side effects and speciai precautions for use per species

14. Known signs of overdosage and particulars of its treatment per species
13. Conditions of registration

6. Idemification

17. Presentation

18. Storage instructions

19. Registration number

20. Name and business address of the holder of the certificate of registration

21. Date of publication of the package insert
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- MRF |

—

PART 1B PATIENT INFORMATION LEAFLET

The under-mentioned information with regard to this medicine shall appear on the patient
informarion leaflet. The information shall be presented in the format stipulated, provided that

the Council may authorise any deviation from sach information or such format {refer to
Regulation 10)

1.

2.

L3

1.

11.

12,

13,

Scheduling Status

Proprietary name and dosage form

Composition of the medicine. that is, what this medicine contains
Approved indication and use, that is. what this medicine is used for
Instruction before taking the medicipe (refer to the Guidetines)
Instructions on hew to take the medicine {refer to the Guideiines)
Side effects (refer o the Guidelines)

Storage ard disposal information (rafer i the Guidelines)
Presentation

Identification

Registration number

Name and business address of the holder of the certificate of regisiration

Date of publication of the Patient [nformation Leaf]et
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MEYF 1
PART1C SPECIMEN OF THE LABEL

A specimen of the immediate container label and, if applicable, the outer label shall be
inciuded here. This shall conform to Regulation B in the case of human medicine, or

Regulation 48 in the case of veterinary medicine.
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PART 1D FOREIGN REGISTRATION

aj

MRF 1

A list of countries in which an application has been lodged and the status of these
apptications shall be furnished, detailing approvals, deferrals, withdrawals and
r2jeclions.

If the medicine has been registered in another country, the conditions of registration
and proof thereof shall be furrished. If registered in the European Union, Australia,
United Kingdom, United States of America, Canada, The Netherlands, Sweden and
Japan, the approved package insert (data sheer) shall be provided (All documents
must be submitted in English).

Name and business address of the manufacturer, packer and testing laboratory. where
applicable,

Details of any negative decision by any recognised Regulatory Authority shali be
provided,
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PART 2A (i}

MRF 1
ACTIVE PHARMACEUTICAL INGREDIENT

(DEVELOPMENT CHEMISTRY AND

al The namets). structural formulae. empincal formulae, molecular mass, selubility and

CHARACTERISATION)

storage requirements are as follows:

f) Stability data and shelf-life of active pharmaceutical ingredient

. I s '
International I Structural Solubility Storage J Shelf-life
Nenproprietary formula, requirements E {and re-test
Narne {INN) or empirical | period)
aporoved name formula,
and chemical molecular mass

| Aame ; Il

; |

I I

bi The active pharmaceutical ingredients are obtained {from the following sources:
Narne and business address of the manufacturerts)

¢ Active Pharmaceutical lagredient File {APIF) or DMF igpen part) or certificate of
suitabiity {CEP?

d) Certificate of analysis of two batches

2 Preof of shvsical and chemical 2quivalance fmore thon ore manufacturer)
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PART 2A (ii)PRIMARY PRODUCTION LOT/BATCH

MRF 1

(BIOLOGICAL MEDICINES)

DESCRIPTION OF THE PREPARATION AND PRODUCTION OF THE
PRIMARY PRODUCTION LOT.

a) Name and address of the manufacturing facility in which production of the
primary productiosn lot takes place,

b} The complete description of the preparation and manufacturing process of the
primary production or bulk lot, the tests carried out on the product and the
stages at which such tests are carried out to confinm the integrity of the
product must be submitted.

SPECIFICATIONS OF RAW MATERIALS USED IN THE PRIMARY
PRODUCTION LOT.

The following are the specifications that apply to the raw maserials used in the
primary preduction or bulk lot of a biological medicine. including the tities of
the tests and the limits and criteria of acceptance of each parameter contained
in the specification. (Where the test mentioned comesponds 10 2 recognised
pharmacopoeia, the source shall be mentioned):

TESTS CARRIED OUT ON RAW MATERIALS IN THE PRIMARY
PRODUCTION LOT AND THE LABORATORIES

The following is a complete description of the tests carried out on all the raw

materials used in the primary production or bulk lot, specifying the name and
address of the laboratory(ies) in which such tests are carried out.

-
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MRF 1
PART 2 B (i) FORMULATION

FORMULATION OF THE FINAL DOSAGE FORM FOR PHARMACEUTICAL
MEDICINES
FORMULATION OF THE FINAL FILLING LOT/BATCH FOR BICQLOGICAL
MEDICINES

a) Below is a schedule of the names and quantities of each active and Inactive ingredient
contained in a dosage unit. Where no desage unit exists, other suitable unit of mass or
volume of the medicine may be used and these shall conform 1o the relevan:
particulars in the package insert and on the label with regard to the active
phammaceutical ingredients.

b The purposets) of sach inactive ingredient in the formulation shall be specified,
including that of -aw materials used n manufaciuring, but which Jre not present in the
final nroduct.

Approved name CGuantity per Active or inactive Purpose of
dosage unir® : inactive

e

*mg per tab/capsloz/supp or mg or ml per specified volume ar mass of product

c) Potency calculations, A statement o the effect that the actual quantity of the aciive
pharmaceuticai ingredient will depend on the potency shall be included.

d) Composition of inactive ingredients in combination, mixtures, etc,
e} Overages and justification for their inciusion.
fi Toxicity level per dosage unit must be indicated for all solvenns and for other

ingredients when required by Council, Levels must be indicated as per “USP DI” or
“Martindale”, or "The Complete Drug Reference”, or other specified reference.
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PART 2B (i) FORMULATION OF THE RECONSTITUTING

MRF I

LIQUID FOR THE FINAL FILLING LOT FOR

BIOLOGICAL MEDICINES
a) Below is a schedule of the names and quantities of each ingredient contained in the
diluent.
b} The purpose of cach ingredient in the formulation shail be specified, including that of
raw materials used in the composition, but which are not present in the diluent.
|
Approved name or chemical Quantity Purpose !
|
|

name of constifuent
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MRF ]
PART 2C  SPECIFICATIONS AND CONTROL PROCEDURES
FOR RAW MATERJALS
a) Pharmacopoeial ingredients.
Raw Materiai Specii:'_:i;nions f Limits | Additional Tests fe.g.
Pharmacopceial '| ! particle sizel
reference® i !

Active I‘ i
: i !
: Inactive f ' |
! : _ !
] | | |

#The latest edition of the pharmacopeeia is implied, unless otherwise specified and justified.

(b} Non-pharmacopoeial ingredienis.

Specifications Limits

Raw Material ‘ In-house control i
|

progedures |

|
Inactive

|

Active i
|
|
|

c) The applicant must comply with and confirm the following requirements in the
application:

{i] Identification and assay of the active raw material, irrespecrive of the
possession of a cenificate of analysis from the supplier.

{ii) Identification of the inactive raw material, irrespective of the possession of a
certificate of analysis frem the supplier.

(iis}  Perform any other wests not Included in a valid certificate of analysis.

d) The frequency of testing of water, where applicable, must be included
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- MRF 1
PART 2D CONTAINER AND PACKAGING MATERIAL
a} DESCRIPTION OF CONTAINERS
{i} Immediate container, including any patient-ready packs, closure, wadding,
desiceant {type of material and dimensions, including sketches),
(ii) Cuter container (lype of material of container).

{uid Bulk container (type of material of container).

{iv} Application and administrative sets (type of material and dimensions

including sketches).

1] SPECIFICATIONS AND LIMITS FOR PACKAGING MATERIALS

Specification Limit

Name of manufacturer/packer of the
final product

Indicate those tests performed by the supplier of the packaging material,

¢} DESCRIPTION OF CONTROL PROCEDURES PERFORMED BY

MANUFACTURER/PACKER OF FINAL PRODUCT

d) PACK SIZES
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MRF |
PART 2 E MANUFACTURING PROCEDURES

MANUFACTURING PROCEDURES OF FINAL PRODUCT {PHARMACEUTICAL
MEDICINES)

FINAL FILLING LOT AND DILUENT (BIOLOGICAL MEDICINES)
al INSPECTION FLOW DIAGRAM:
b) MANUFACTURING PROCEDURES:

{i) Batch Manufacturing Formulals) and Batch Sizeis)

{ii) Copy of the Barch/Master Manutacturing document for a real barch. A
comprehensive flow diagram or a deseription of the manufacturing procedures
detailing the various stages of manufacturing. Indicate the type of equipment,
sieve gsizes (um), duration of ireatment, temperature, light and humidity
conditions, machine settings {e.g. rotation speed or rpm), etc. The frequency of
all in-process control tests {analytical, microbiological, and physicai) shall be
shown in the flow diagram or specified in the description.

¢ PACKAGING PROCEDIURES:

Copy of the Barch/Master Packaging document or a comprehensive flow
diagram cor a description of the packaging procedures detailing the various
stages of packaging and labeling. Indicate the type of squipment used in the
packaging process. The in-process tests, the frequency of testing and cortro]
procedures carriad out during the packaging process shail be included.

d} MANUTACTURING PROCESS VALIDATION PROTGCOL:;

The process validation protocol is as follows:

003B2083—0D
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- MRF 1
PART 2F FINISHED PRODUCT (PHARMACEUTICAL)

FINAL FILLING LOT & DILUENT (BIOLOGICAL)}

a) SPECIFICATIONS AND LIMITS
List specifications and hmits for the following, if applicable;
{ii {n-process controi
(11 Final preduct conrrol
{iti)  Stability tests
{in  Manipulated final product

Specificaticns i Limits

(See guideline on Stability for specifications to be considered for sach dosage form).

b} TABLE OF TESTS TO BE PERFORMED

TITLE OF SPECIFICATION

FPRC
q
FPRC responsible for wesis | Identification
after tmportation Assay
FPRR Appearance of dosage form
Coniainer

Package Insert

Label

Batch No.

Expiry date.
Certificate of Analysis

Batch release documents

c) CONTROL PROCEDURES

Description of the control procedures for zll the specifications in section (a) must be
inctuded

d} CERTIFICATE OF ANALYSIS OF THE FINAL PRODUCT

e VALIDATION
Validation data for all quantitative assay methods must be included.
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MRF |
PART2G STABILITY DATA FOR THE FINISHED PRODUCT

a)  STABILITY PROGRAMME
Describe the stability programme to be followed and include, the following:

(i) Conditions (termperaere, humidicy)

(it} Time points of determination, e.g. 0, 3, §, 9 months, etc.

tisl)  Specifications to be determined

{iv)  Frequency of stability testing on future batches (Refer to WHO and ¢cGMP
stabiliry testing guidelines.)

{v} Stability test control procedures

b) PRESENTATION COF STABILITY DATA

| Product Name: ! Packaging (material and pack sizes):

| Barch No.: . Storage conditicns:

| Batch Size: ] Name of manufacturer: X
i Date of Manufacture: : Source of active pharmaceutical ingredient:

| Date of commencement of staibility study: j,
! T Time intervals {Months) J:
- Spectfication | Limit | 0 o+ 3 6 | 9 12 1 24

DR

c} DISCUSSION AND CONCLUSION OF SHELF-LIFE FOR EACH TYPE OF
CONTAINER
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- MRF 1
PART 2 H PHARMACEUTICAL DEVELOPMENT
al Highlight and motivate any differences in formulaton andfor method of
manufacturing of the different batches used in stability, bioequivalence and clinicai
studies,
b) Pharmaceutical Expert Report
i) Active Pharmaceutical Ingredient(s):
il Formulaiicn:

Hi) Production/vlanufacture:

) Stabiliry:

) Conciusion of Expert Repori:

Vi) Nare, signature and dare of the responsible person:
vii)  Reference list used in the compilation of the report:
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MRF 1
PART 21 EXPERTISE AND PREMISES USED FOR

MANUFACTURING OF BIOLOGICAL MEDICINES

1. DETAILS RELATING TO THE PREMISES WHERE PRIMARY
PRODUCTION IS UNDERTAKEN AND THE STAFF INVOLVED
IN THE PRODUCTION AND TESTING OF BIOLOGICAL MEDICINES.

a) Description of the premises where all procedures involved in the preparation
of the primary production or bulk batch is carried gut. {A floor pian must be
included):

b Details of oiher purposes for which the premises are used:

¢ Names, gualifications and field and duration of experience of the persons

responsible for the manufaciure, testing and release of the biological medicine,
in the form of the primary production or bulk lot and the final contamners ready
for sale:

2. NAME AND ADDRESS OF FACILITY WHERFE THE IMPORTED FINAL
FILLING LOT 18 STORED
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- - MRF |
PART 3 BIOEQUIVALENCE STUDIES FOR PROOF OF
EFFICACY '
a) STATE THE PURPOSE OF THE STUDY
{i} As comparison of formulation ¢ be marketed versus formulation used in
clinical trials, or
(i} As proof of efficacy for a generic application, or
(it} As proof of efficacy of new formuliation {formulation change)
(b}  REFERENCE PRODUCT USED
(i} Clinical trial formutation
fil) Tnngvator product
{iiiy  Current formulation {for change of formuiation)
The foilowing must be indicated:
! % Reference product Formulation applied for

Name of product

Batch no

Holder of certificate of
registration

Country where purchased

Assay resulis

Source of AP

{c) METHOD USED
Describe the method in full, e.g. bioavailability, disselution, ete.

(d}  VALIDATION
Validation data for all quantitative assay methods shall be included.

{e) DATA

n DISCUSSION ANDP CONCLUSION
Attach documents {where applicable)
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MRF 1
PART 4 PRE-CLINICAL STUDIES
a) Pre-clinical Expert Report
b) The fellowing are Parts obtained and conclusions drawn from tests performed pre-

clinically 1o demonstrate all aspects of the toxicity of the medicine, and to prove the
safety of its use, with special reference to -

(i) acute toxicity,

i} subacute toxicity swdies;

(iti)  chronic toxicity studies;

fiv)  repraduction toxicity and teratogenicity studies:

) carcinogeniciry studies:

{vil  mutagenicity studies; or

{vii}  other tests to substantiate the safety of the medicine;
{vill}  pharmacokinetics studies:

¢l The methods and experimenral resulis of and the conclusions drawn from tesis
performed pre-clinically with reference to the efficacy of the medicine, with special
srmphasis on the rzlationship between the tests performed and the purpose for which
the medicine is or will be used, or for which it will be propagated. and further with
rezard 1o the dosage and method of 2dministration of the medicine, are as follows:

In cases where well-known active pharmaceutical ingredients are concemed, the Council
may grant exemnption from the submission of some or all of the above information.
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PART5 CLINICAL STUDIES

a)

b)

g}

Clinical Expert Report

The clinical trials performed on human velunteers and patients (target species for
veterinary medicines) with regard to the safety of the use of the medicine, with
special reference 1o the particular dosage, routes of administration used and the
side-effects observed, are as follows:

Farticulars of clinical trials conducted to establish the efficacy of the use of the
medicine are as follows:

Experimental derasls and results of the siudies performed to establish the
correlation between the applicable biood and other suitable physiologicai laveis
and the pharmacniogical action claimed for the madicine are as follows:

Perindic Safery Updare Report for medicines for human use

Veterinary medicines: Residue studies and withdrawal period

In cases where well-knawn active pharmaceutical ingredients are concerned, the Councit
may grant exemption from the submission of seme or all of the above information.
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Guide to complete clinical trials application,

MEDICINES CONTROL COUNCIL

‘ MEZHCINES CONTRCL ZDUNCEHL

SEPARTMENT OF HELLTH
Sappaite o T g

oA

- GUIDE TO COMPLETE CLINICAL
 TRIALS APPLICATION FORMS.

I

This document has been prepared 1o serve as a reconmmendation to applicants wishing to
submit applications for the conduct of clinical trials. 1t represents the Medicines Control

| Council s current thinking on the safety, quality and efficacy of medicines. It is not intended as
| an exclusive approach. Council reserves the right to request for any additional information to

I establish the safety, quality and efficacy of a medicine and may make amendments in keeping

jziGISTRAR OF MEDICINES

MS. M.P. MATSOSO
DATE: 29 fy. 7003

Version: MCCZ003/1
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TO ALL APPLICANTS

GUIDE TO COMPLETING CLINICAL TRIALS APPLICATION
FORMS.

The following attached documents should be used to assist vou in completing clinical mals
application forms.

t A Guide o completing clinical trials application {CTA).

2 B Dectaration by Principal Investigator.

3 C Provisional Declaration by Co-and or Sub-lovesugators and other statf involved ina
clinical ral.

4, o Declaration v Reglonal Monitar

3 E Joint Declaration by Sponsor (or representative) and Principal Investigator {or
National Principal Tnvestigator) concerning sufficient funds to complete study.

) v Standardized wording to be added 1o PlLs

I £ MCC Format for CVs ot Individuais Participaiing in the Conduct of Clinical Trials in

South Africa.

A, SOUTH AFRICA: CLINICAL TRIATS APPLICATION

Guide to completing Clinical Trials Application {CTA)
[Version MCC/2005/1]

The purpose of the CTA 13 to assist members of the Clinical Trials Committee 1o determine the
answers to the following questions:

» Does this proposed trial contribute to new knowledge in a scientific way?
& Are all aspects of this proposed trial cthical?

& Can patient safety be assured?

& Should this trial be Jone in SA? %

The application is divided inw three sections.

Section 1: A checklist of required documentation. (If the documentation is incomplete, the
application will not be further processed.)

Section 2: Administrative and Supplemeniary Details.

Section 3: Applicant’s Report / Fresentation

Section 1: Use the checklist 1o ensure that all the necessary documentation has been collated.

The ethics approvat can be submitted later — but a copy of the letter of application for an ethics
commiree to assess the proposed clinical trial must be included.

If the insurance certificate 15 not specific to the particular protocol, ensure that there is an
accompanying lener stating that the insurance does cover this particular protocoi.
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TO ALL APPLICANTS

GUIDE TO COMPLETING CLINICAL TRIALS APPLICATION
FORMS.

The tollowing attached decuments should be used to assist you in completing clinical trials
appiication forms.

1 A Guide ‘0 completing clinical tzials application (CTA).
2 B Declaration by Principal Investigator.
3 € Provisional Declaration by Co-and or Sub-favestiguters and other staff involved ina

clinical trial.
3. D Declaranion by Regional Monitor
E Joint Declaration by Sponsar {or representative) and Principal Invesugator (or
National Principal Investigator) concerning sufficient funds 1o complete study.
B F Standardized wording to be added to PILs
7. G MCC Format for CVs of Individuals Participating ir the Conduct of Clinical Trials in
South Africa

LA

A, SOUTH AFRICA: CLINICAL TRIALS APPLICATION

Guide to completing Clintesl Tnals Application (CTA)
Version MCC/2003/1]

The purpose of the CTA is to assist members of the Clinical Trials Committee o determine the
answers to the following questions:

+ Does this proposed trial contribute to new knowledge in a scientific wav?
¢ Are all aspects of this proposed trial ethical?

& Can patient safety be assured?

» Should this trial be done in SA”

The appiication is divided into three sections.

Section I: A cheeklist of required documentation. (If the documeniation is incomplete, the
application will not be further processed.)

Section 2: Administrative and Supplementary Details.

Section 3: Applicant’s Report / Presentation

Section 1: Use the checklist to ensure that all the necessary documentation has been collated,

The ethics approval can be submirted fater — but a copy of the letter of application for an ethics
committee to assess the proposed clinical trial must be included.

if the insurance certificate is not specific to the particular protocol, ensure that there is an
accompanying letter stating that the insurance does cover this particular protocol.
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List the files submined electronically and thetr fomnat(s). Ensure that all required documentation is
available electronically. This does not include electronic copies of insurance certificate, CVs,
declarations, certificates of analysis, ethics approval, recruitment advertisetnents, etc. Ensure that it
is possible for the reviewer ¢ "copy and paste’ from the electronic documents should this be
necessary. [Note: If complete information is provided in Section 3 without any inconsisiencies or
discrepancies between it and the information in the protecol, the investigator's brochure or other
documentation, this should not be necessary. |

Sectiop 2: Should be sejf-cxplanatory,

Section 5: Applicants are advised 1o compiete this as a report / presentation as if they were
reviewing the proposed trial. Apart from the required information about the trial ftself. the question
*why” should be asked vonstantly and the answers provided in the form of a rationale or
justitication. The reviewers will read all the documentation provided, wiil double-check the
accuracy of the information provided in this section. and will raise unsatstactoriiy addressed issues
or unarswered Jquestions, Their recommendation o the CTC S MCC will be based on their abifity to
answer the four questions above after reading ail the documentation and the applicant’s report /
presentation.

frem 1. Check that the title is accurate and speciiic {e.g. 1f a drug being tested is actually an
adjuctive treatment. this should be stated in the title). Make sure that no component is left gut of the
title — ez, "phase’

Irem 3. Mlake sure that the rationale for doing the study s clear. It could be the next logical
component in a series of studies (e.g. phase 1 following phase I or I trial). It could be to test
dirferent delivery mechanisms. [t could be a ‘marketing study’. Try 1o make sure the answer to the
question " Why should this study be done at all?” Is clear and logical,

ltetn 4. Should be seif-explanatory — the important thing is to be brief without losing essential data.

Item 5. State objectives and give raticnale for each of ther. Ensure that these are scientifically
credible. Double check that each objective will in fact be “analysed’ in the statistics section — or else
guestions must be asked of sponsor / other about why the objective is included without analysis.

ltem 6. Summarise study design in one (to two} sentences then justify each component. Show that
this study desipn is the carrect scientific one to answer the stated objectives:

Item 7. Provide details of numbers of participants required and why. Justify, using data from section
2. the ability to recruit the required numbers within a ¢crtain time period.

item §. List the inclusion and exclusion criteria — and justify each of them in a sentence or a half
sentence. Pay particular attention to how these criteria may or may not confound or invalidate the
objectives of the trial. Ensure that no diserimination against certain groups takes place — o that
particular criteria are well justified. (E.g. HIV patients who have developed resistance to all
available treatments.)

Item 9. A brief summary of the actual administration of medications. If participants take certain
medications at home, ar use a patient-diary, ensure that these are described and are not confusing.
Ensure that dosage regimens are consistent with recommendations in the tnvestigator’s brochure -
e.g. dose medifications in cytotoxic thetapy.
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List the files submitted electronically and their format(s). Ensure that all required documentation is
available electronically. This does not include electronic copies of insurance cenificate, C'Vs,
deciarations, centificates of analysis, ethics approval, recruitment advertisements, ete. Ensure that it
is possibie for the reviewer to “copy and paste’ from the electronic documents shouid this be
necessarv. [Note: If cornplete information is provided in Section 3 without any inconsistencies or
discrepancies between it and the information in the protocol, the investigator’s brochure or gther
documentation, this should not be necessary ]

Section 2: Should be self-explanatory.

Section 3: Applicants are advised to complete this as a report / presentation as if they were
reviewing the proposed trial. Apart from the required information about the trial itself, the question
*why' should be asked constantly and the answers provided in the form of a rationale ar
justification. The reviewers will read ali the documentation provided, will double-check the
accuracy of the infermarion provided in this section, and will raise unsatisfactonly addressed issues
or unanswered questions. Their recommendation to the CTC 7 MCC will be based on their ability 1o
answer e four questions above afer reading all the documentation and the appitcant’s report -
presentation.

Item 1. Check that the title is accurate and specific {e.g. 1f a drug being tested is actually an
adjuctive reatment, this should be stated in the title). Make sure that no component is left out of the
fitle —e.g. “phase’.

ltem 3. Make sure that the rationale for doing the study is clear. It could be the next fogical
component in a series of swdies {e.g. phase Tl following phase I or II trial). It could be to test
different delivery mechanisms. It could be a ‘marketing study’. Try to make sure the answer to the
question *Why should this study be done at all?” 1s clear and logical.

{temn 4. Should be self-explanatory — the imponant thing is to be brief without losing essential data.

Ttem 3. State objectives and zive raticnale for cach of them. Ensure that these are scientifically
credible. Double check that each objective will in fact be “analysed’ in the statistics section - or else
questions must be asked of sponsor / other about why the objective is included without analysis.

[tem 6. Summarise study design in one (1o two) sentences then justfy sach component. Show that
this study design is the correct scientific one to answer the stated objectives.

Item 7. Provide details of numbers of participants required and why. Justify, using data from section
2, the ability 1o recruit the required numbers within a certamn time period.

ftem §. List the inclusion and exclusion eriteria — and justify each of them in a sentence or a half
sentence. Pay particular attention to how these criteria may ot may not confound or invalidate the
objectives of the trial. Ensure that no discrimination against certain groups takes place — or that
particular criteria are well justified. (E.g. HIV patients who have developed resistance 1o all
available treatments.}

[tem 9. A brief summary of the actual admimstration of medications. If participants take certain
medications at home, or use a patient-diary, ensure that these are described and are not confusing.
Ensure that dosage regimens are consistent with recommendations in the investigator’s brochure -
e,2. dose modifications in cytotoxic therapy.
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ltem 10. Clear descriptions of outcome measures. If surrogate markers are being used when the
drug is intended to decrease mortality, etc., they should be justified. Ensure that all intended
measurements necessary. Ensure that no intended measurements are likely to be of more risk 1o
participanis, than thev are likely to provide useful information,

ltem 11. Indicate how known or likely adverse events will be dealt with. Clearly describe
components requestad in Section 3,

Item 12 Ensure that 21l components are adequately addressed. Answer the gquestion, *[s this the best
stattstical approach ¢ method for the outcome measures / objectives? Clearly indicate reasons for
doing an interirn analysis or for net doing one.

liem 13. Comment on she adequacy of each of the ethics components requested in terms of the
proposed nal. Pay special attention to the Pattent Information Leaflet and the Informed Consent
process - form. Have they been properly modified for SA? Ensure that if any blood specimens are 10
he archived or kept {or zenetics research. that this is appropriately addressed in a separate consent
form. and ihat it makes the various ethical aspects of this clear.

Item 14. Any ather comments on the proposed trial - including the quality of the protocol, {e.g. well
of puorly written / structured; or does it logk like it was simply downloaded from a website?); the
extent to which the four questions {which the reviewer must answer} can be satisfactorily answered;
any other relevant information which the reviewer could take into account in making a
recommendatian 10 the CTC / MCC,

B. DECLARATION BY PRINCIPAL INVESTIGATORS

Name:
Title aof Trial:
Prolocol:

Sug:

1. [ have read and understood Ttem 1.5.5 on page 5 and Section 3 (pages 14 = 20} *Responsibility
of The Principal Investigator (PI} and Participating Investigators’ of the Clinical Trials
Guidelines of the Deparrment of Health: 2000

7. I have notified the South African regulatory authonty of any aspects of the above guidelines
with which [ do not / am unable to. comply. ([fapplicable, this may be attached to this
declaration.) '

3. I have thoroughly read, understood, and critically analysed (in terms of the South African
context) the protocol and all applicable accompanying documentation, including the

investigator’s brochure, patient information leaflet(s) and informed consent form(s).

4. 1 will conduct the trial as specified in the protocol.

Lh

To the best of my knowledge, I have the potential at the site(s) [ am cesponsible for, to recruit
the required number of suitable participants within the stipulated time period.
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6. I will not commence with the trial before written authorisations from the relevant ethics

commitiee(s) as well as the South African Medicines Control Couneil (MCC) have been
obtained.

-3

{ will obtain informed consent from all participants or if they are not legally competent, from
their legal representatives.

8 I will ensure that every participant (or other involved persons, such as relatives), shall at all
times be tredted in a dignified manner and with respect.

9, Using the broad definition of zonflict of interest below, T declare that [ have no financial or
personal relationshipis} which may inagpropriately influence me in camrving out this clinical
trial.

[Corylicr of interest wrists when un Investigaior for the invesiigators institution), has financial or

personal relationships with ather persons or organizations that mappropriately influence thias: fis

or her acrions.}*

*Modifled trom: Davidoil F. <t ol. Sponsorship. Authorship, and Accountability. {Editorialy JAMA

Volume 286 number 10 (September 12. 2001)

10. [ have* have not {delete as applicable previvusly been the principal investigator at a site
which has bean viosed due 10 failure 10 comply with Good Clinical Practice. (* Attach detaiis,)

11. ! have* / have not fdelete as appitcable) previously been involved in a trial which has been
closed as a resuit of unethical praciices. (*Aitach details)

12. I will submit all required reports within the stiputated time-frames.

Signature: Date:

Witness: Dhate:

C. PROVISIONAL DECLARATION BY CO- AND SUB-
INVESTIGATORS AND OTHER STAFF INVOLVED IN A
CLINICAL TRIAL

Name:
Title of Triai:

Pratocol:

Principal lovestizator's Name:

Site:

Designation:

13, 1 will carry out v role in the trial as specified in the protocol.
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14. 1 will not commence with my rele in the trial before written authotisations from the relevant
ethics committes(s) as well as the South African Megdhcines Control Council (MCC) have been
obrained, :

15, If applicable 1o my role in the trial, [ will ensure that informed consent has been obtained from
all participants or if they are not legally competent, from their legal representatives.

16. I will ensure that cvery participant (or other involved persons, such as relatives), shall at all
times be treated in a dignified manner and with respect,

17. Using the broad definition of conflict of interest below, | declare that [ have no financial or
personal relationship(s) which may inappropriately influence me in carrying out this clinicat
trial,

[Conflictof interest exists when an investigator (or the investigator's institution), has financial or

personal relationships with other persons or organizations thay ingppropriately influence (bias) his

ar her gotions, |*

*Modified fom: Davidotf F, et ai. Sponsorship, Authorship, and Accountability. (Editoniall JAMA

Volume 286 number 10 (September 12, 20013

18. I have not previously been involved in a trial which has been closed due to tailure to compiy
with Good Clinical Practice.

19. I will submit all required reports within the stipulated time-frames.
Signature: Date:

Witness: Date:

D. DECLARATION BY REGIONAL MONITOR

Name:

Title of Triai:
Protocol: .
Site:

20. I have read and understood [tem [.5.7 (p3) and Section 3.1 (p30-33) *The Monitor’ of the
Clinical Trials Guidelines of the Department of Health: 2000,

21. [ have notified the Scuth African regulatory authority of any aspects of the above guidelines
with which [ do not / am unable to, comply. (If applicable, this may be attached to this
declaration. )

22. I will carry out my responsibilities as specified in the trial protocel and according to the Clinical
Triads Guidelines of the Department of Health: 2000.

23. Using the broad definition of contlict of interest below, I declare that I have no financiat or
personal relationship(s) which may inappropriately influence me in carrying out this clinical
trial.
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[Conflict of interest exists when an investigator for the investigator s institution). has Simancial or

personal relaiionships with other persons or organizations that inappropriately influence (hias) his
or her actions.1*

*Modified from: Davidoff I, et al. Sponsorship. Authorship. and Accountability. (Editorial) JAMA
Volume 286 number 10 (September 12, 2001)

24. T have* / have not (delete us applicable) previously been the monitor at a site which has been
closed due to failure to comply with Good Clinical Practice. (* Antach details.)

25. T have* / have not (dclete as applicable) previousty been invoived in a riai which has been
closed as 4 result of unethical practices, (* Atach details)

26. T will submit gl required reponts within the stupulated time-frames.
Signaiure: Date:

Witness: Date

E. JOINT DECLARATION BY SPONSOR (OR
REPRESENTATIVE) AND PRINCIPAL INVESTIGATOR (OR
NATIONAL PRINCIPAL INVESTIGATOR) CONCERNING
SUFFICIENT FUNDS TO COMPLETE STUDY*

Titje:

Protocol:

I, <full name=>, representing <sponser O represeniative)

And

I. <full name=, Principal Investigator/National Principal Investigator

Hereby declare that sufficient funds have been made available 1o complete the above-identified
study.

g igﬂfd Date

SPONSOR (or alternative)
Mame

Address

Contact details

Signed ' Dare
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ERINCIPAL INVESTIGATOR {or National PL}
Name

Address

Comtact details

*Section 4.13, page 26: Clinical Trials Guidelines 2000, Department of Health, South Africa,

F. STANDARDISED WORDING TO BE ADDED TO PATIENT
INFGRMATION LEAFLET. (PILS)

(Approved by Clinical Trials Committee on 1 5/87/2002)

I you have questions about this trial you should first discuss them with your dector or the ethics

comimittee {contact details as provided on ihis form). After vou have consulted your doctar or the
ethics committes and if they have ot provided you with answers to vour satistaction, you should
write to the South African Medicines Control Council {MCC) at;

The Registrar

SA Medicines Control Counecil
Departrnent of Health

Private Bag X828

PRETCRIA

0001

Fax: (012) 3234474

e-mail: labusa@health.gov.za

G. MCC FORMAT FOR CVS OF INDIVIDUALS PARTICIPATING
IN THE CONDUCT OQF CLINICAL TRIALS IN SOUTH
AFRICA.

Toal:
Protocol:

Designation: {(¢.g. National Principal Investigator, Investigator (Principal, Co- or sub-), Study Co-
ordinator, Reglonal Monttor, Local Monitor, Contract Research Affiliate)

1. Personal Details
Name:
Work Address:
Telephone Number:
Fax Numnber:
Cell-phone Number:
e-mai! address:
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Academic and Professtonal Qualifications

Health Professians Council of South Africa {HPCSA) registration number if applicable (ar other
health professions body registration paniculars if applicable - 2.2, Nursing Council)

Current personal medical malpractice insurance details [medical and dental practitioners)
Relevant related work expertence (brief} and current position

Participation in clinical trials research in the last three years (title, protocol number, designarion)
[If multiple trials, only list those with relevance 1o this application, or in the last year.]
Peer-reviewad publications in the past 3 years

Date of last GCP tramning {as a participont or presenter)

Any additional relevant information supporiing abilities to participate in conducting this trial,
{brieflv]

Signaturs: Date:
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= - MRF 2

MEDICINES CONTROL COUNCIL

£

MECICINES CONTRGL COUNCIL

CEPARTAEHNT OF HEALTH
Brprotih o Slndh s

I SCREENING FORM FOR APPLICATION FOR REGISTRATION
[' OF A MEDICINE

Where appropriate, abbreviations Y, N, or N/A must be used in filling out this form. The
comiment section may be used for any additional infermation or explanation.

Note: Applicants must ensure rhat the application is completed fully and accurately, presented in the
prescribed format and that all required documentation is ineluded. Each itern must be refereced to
the relevant page number of the application, where applicable

Appiictitons that are incomplete or are non-compliant in any way will be returaed as nen-compliznt.

. Prospective Holder of the Certificate of Registration:
i Product Name;

——- —

" Pate of Submision. " T T

f—

i T T + Y,N | PageNo. | MRA |
| I ar Vl‘"‘ | use 'i

~ FRONT PAGE GENERAL INFORMATION: T

i 1. Are full particulars of the prospective holder of the certificate of registration
included on the apolication Front Page? ' i
{i.e., name, business and posial addresses, telephone, fax, e-mail, i) [ J

2 1s the application signed by the Managing Director or authorised person? ;

3. is the letter of authorisation for communication an behalf of the prospective |
holder of the certificale of registration included in the application? ,

Version 2003MCC/1
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» PRODUCT INFORMATION/DOCUMENTATION
3, Please indicate the type of application using a check mark (¥} or a cross (X}
Human Medicine AMRF
Vewrerinary Medicine New Chemical Entity
Rialagical Medicine New Indication
New Dosage Form
__ Multi-source iGeneric) Medicine:
Immediate release
Controlled release
Fast Track Application

« A TECHNICAL INFORMATICGN: CLINICAL

4, Mew Chemical Entities and other appiications wich ciinical data:

4
4.1 Is the product registered Jnany odher couniry?
4

Y

.2 Hag proor of registration nf the product in other countries been submitted in
PART 1D¥

4.3 Has acopy (or copies) of the latest version of the approved package insert

registered In PART 107

oeen inclided from reguiatory suthorities with which the product is [ ]
1
1
[

4.4 Was the argduct refected for registration by any rezulatory authority?

4.5 If ves above, was rejection due o

Tt safery

L1} etficacy |
i} sarety and efficacy

(tii) other reasen (specifyl.....o.....

4.6 I3 the proposed package insert included i PART 147

4,7 Has an electronic copy of the package insert also been submirted? !

4.8 {3 wtormation in the package msen cross-referenced 1o supporting evidence in !
PART 3 andfor 1he latest edition of the standard reference books? '

4.9 Is the package insert typed in double spacing?

4.10 Dges the package insert comply with Regulation 9 or 407 ]

4.11 {5 the proposed patient information leaflst (PIL) included in PART 1B? i

412 Has an elecironic copy of the PIL also been submitted?

+.13 [5 information in the PIL cross-referenced w supponting evidence in PART 3
and/ar the latest edition of the standard reference books?

4.14 s the PIL typed in double spacing?

4,13 Does ihe PIL comply with Regulation 167

4.16 Bave pre-clinical data been submitted in PART 47

4.17 Have clintcal data been submitted in PART 37

4.18 Has residue degietion data and withdrawal iime for veterinary medicines in
food-producing animals been submitted in PART 37

4.19 Have the Clinical studies been indexed and numbered?

4.20 Have all irrelevant raw data (individual patient daral beea removed?
[ 4.21 Has either a Clinical Expert Report {CER} or an SBRA* report been
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submutted?

4.2 Are the tabies and graphs in the CER cross-referenced to the docurnemation
subrnitted?

4.23 Have all the references referred 10 in the packapge insert been included?

*Summary basis for registration application

5 Generic Applications

5.1 Have all the references referred (o in the package insert been included?

3.2 [s the proposed package insert included in Part 1AT

5.3 Has the elecironic copy of the package insert also been submirted?

3.3 Is information in the package insert cross-referenced 1o the latest editions of
the standard referencs books and the larest version of the innovator packape
insert?

3,3 s the package insert typed in double spacing and in Mack print?

5.9 Does the package insert comply with Regulation 9 or 407

 B. TECHNICAL INFORMATION: INSPECTORATE

&. Does the [abel information comply with Regulation 8 or 487

7. Is a copy of the latest inspection report (not older than 2 years) from the
Medicine Regulatory Autherity of country of origin for the manufacturer of
imported products available for inspection?

3. Is a copy of the latest GMP cznificate or copy of the apprapriate manufaciuring
license, attached (nol older than two years)?

9. Date of submission and number of prospective holder of certificate of
registration Site Master File:

[0. Provide license number and date of issue {ar halder of the cenificate of
registration;

11, Is proof of registration of the Company 45 4 pharmacy included (include copy
of certificate)?

L2, Is proof of registration of the Responsible person as 2 pharmacist included
(include copy of certificare)?

10. Is the batch manufacturing record of the sample included in Part 2E?

11. Is the CoA for the sample included?

12. Is a pernuit 10 manufacture specified Schedule 5, Schedule 6 or Schedule 7
products included?

13. Is Master documeniation for PART 2E available for inspection?

14. MANUFACTURING, TESTING AND PACKAGING FACILITIES
Please provide details by compieting the following:

License number | Date of Dare of last Local or GMP Is contract
and date of issue | submissian of inspection Foreign? Status with HCR*
SMFE & number in placa?

Manufacturer
1
2.

Packer
{
2
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Testing Lat | 1
1 [
1
: r

*Holder of cenificate of registration

o C.TECHNICAL INFORMATION: PHARMACEUTICAL & ANALYTICAL

14. General Administrative information

16,1 Tf Fast Tracking has been applied for. is ¢ copy of the approval leter atrached
o 1he sereening form?

16.2. Has :he application peen submitted in the format prescribed by MREF 17
1.3 If the applicarion 15 susmuited 1 the EU fonmat, has a separaie document
cross referencing the MEF 1 format wo the ZU fomnat been submitted?

17, Technical requirements ]

17.1 Iy 2 menvatien [or sxémelion inciuded lor PARTS not being addressed?

7.2 1s the appearance of :he samole comparable o the description yiven under !
identification in the package insert?!

{7.3 Is a specimen of the {sbel incloded 0 PART 17

i7.4 Has the sofubuity ot the APz in waler and in the solvent of choice been
guantified ih PART 2A2

1 N W SR

17.3 Has arecent tnot older than 2 vears) Cortificateds) of Analvsis {CoA) for the
API(s) besn ineludad in PART 247

| 17.6 Has the method(st o1 syathesis of ihe API{s) been submitted? J

17.7 Are saability data submitted in PART 2.4 for the API(z) in compiiance with
the guideling?
Envirenmental test conditions \ Temperature and humidiry)
s Real tine conditions
Accelerated conditions
Suability data submized | |
& Reai lime dara "monadi ears! | i
+  Accelerated data (monihs)
Stabiiity Batches
Number and wpesisizes tpreduction, piiow or experimenial) of hatches

17.8 Where mere than one manufacturer of the API is used, have zompararive |
chemical and physicai data in 1abular format been submitted e demonsirate |
equivalence?

17.% Has the comparative chemical and physical data been generated from the |
same testing iabocatory under the same condirions?

710 Do all ingrediems in the unil jormula in PART 2B correspond with those in
the batch fermula in PART 2E7

17.11 Have reasons been stated for cverages in the quantity of the active
pharrRaceutical ingredient(s) {APIs) and jor other ingredients in PART 2B

17.12 Has the potency caiculation been included for the APIis) in PART 2B?
17.13 Has the composition and, where possible, quantiries. of all auxiliary

components (1o facilitate manufaciuring and processing of the final product], such
as pH adjusters, etc. been siated separatelv?
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17.14 Have specifications and control procedures for all ingredients listed in
PART 2B been submitted in PART 207

17.15 Has the frequency of testing of water been stated in PART 207

17.16 Have cortainer specifications and control procedures been submitted in
PART 2D?

17.17 Are test results taken from the supplier's CoA clearly indicated?

17.18 Is the hatch manufacturing formulas and batch sizes included in PART 257

17.19 15 a copy of the baich documentation for 4 real bawch included in PART 2E?

17.20 {s a comprehensive flow diagram or a description af the manufacturing
nrocess, detailing the various preduction s1ages, equipment types and sizes, sieve
sizes, machine setiings, duralion of freatment, temperature, humidity, light, =tc,
mnclidea?

17.21 Is docwmentation detailing the Packaging of product (procedures, packaging
stages, equipment ¢ypes. and conditions of ‘emperature, humidity, light, ete.)
included in PART 2E?

17.22 Has a flow diagram for the Packaging procedures been included?

{7.23 Has 2 manuracruring vaiidation pratocol been included in PART 2E?

17.24 Have specifications and control procedures for final preduct been submited
in PART 2F7

17.25 Has assay methoed validaion data been submiued in PART 2F?

17.26 Are all the analytical and non-anaiytical release criteria and tests indicated
in PART 2F?

17.27 Are stability data submitted in PART 2G in compliance with the guideline?
Environmerual tesi conditions {Temperzture and humidity)

% Real time conditions

< Accelerated conditions

Stabality data submizied

<+ Real time data {months fvears)

% Accelerated data {monthsj

Statality Batches

< Number and types/sizes (production, pilot or experimental} of batches

17.28 Have details of the container, batch number, batch size, dare of manufacture
of the batch and storage conditions been reflected on the data sheet?

17.29 Have all the stability specification parameiers listed in PART 2F been
inciuded in the stability dawa presented in PART 2G7

17.30 {a). Have stability data been derived with API sourced from the a.
manufacwrer dentified in PART 247

(b). If not, have additional stability data derived from the source being applied for
been submitted?

17.31 (a), Have stability data been derived from the product packed in packaging | 4.
material detailed in PART 213?

bk If not, have additional stability data derived from the product packed in b.

containers being appiled for been submined?
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17.32. Has validation data for the assay method (pharmacopoetai and or different
to that in PART 2F} used in the stability testing been submitted

17.33 Have complete pharmaceutical development data been submited in PART
ZH?

17.34 Has an expert pharrmiaceutical report been submitted in PART 2H?
17.35 Have detaiis of expertise and the premises used in Part 21 been
included? {
18. Generic Medicines: Proof of efficacy (PART 3)

18.1 Is proot of safety and efficacy based an a bicequivalence study (r vive} or
ate claims made on the basis of /e witra data oniy?

18.2 Have all the components of ihe biostaudy been submiited including:
a. Date and place of study:

b. The Protcecl

Evidence of ethical approval

. Assay data validation plus representative chromatograms

. Investigator credentials

£, Monitor's report

3. Auditor's repori?

b

R R

fe )
powoE
g

-
[

- o
el

G Ao
M3 S ok

[ 18,3 Was the hiostudy performed using the innovator product currentiy registered
i and pracured In South Africa?

18,4 [f not, {a) has comparative data 1o demoenstrate equivalence of the reference | a
product 1o the S.A. regsiered tnnovaner product been submirted?
{b) has the origin of the reference product and name of manufacturer b.
together with the address of the manufacturing site been stated?.

UR]
——— g e —— e —

18.53 If 2 biowaiver is requested, have motivation and justification with
supporting data been included, i.¢, compararive in virro dissolution data '
comparing the test and reference products in three dissolution media, pH's
1.2, 4.5and 6.87 !

18.6 If a biowaiver is requested for different strengths of the product, are the
different stirangths proportionally formulated?

18.7 Have full details of each formulation strength been included with this I
application?

18.8 Were the different strengths manufactured by the same manufacturer, 4t the
same site, from APMs) sourced from the same manufacturer?

18.9 Does your product meet the acceptance criteria for Cmax and AUC as
preseribed in the Guidelines?

18.10 Have appropriate quantitative methods been used (o confirm in vizro !
similarity/differences and are the appropriate data included with this
application? { i.e. similarity (fy) and difference {fy) factors)?

18.11 Have full details of each formulation strength been included with
this apphication?
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— Destruction of Schedule §

1 SCOPE OF THE GUIDELINES

These guidelines should be read in conjunction with the Medicines and Related
Substances Control Act (Act 101 of 1865}, and its supporting Regulations.

As these guidelines are constantly evolving due to harmanisation initiatives as well as
due fo new scientific developments, applicants are advised 1o always consult the latest
information available. The Medicines Control Council endeavours to keep abreast of
such developments and to keep its application requirements and evaluation procedures
and policies in line with "hest internationat practice”.

The destruction of Schedule 5 medicines and substances may only take place in
accordance with the Medicines and Related Substances Controt Act [Act 101 of 1965}

2 DESTRUCTION AUTHORISED BY AN INSPECTOR

The destruction of Schedule 5 medicines and substances that have been entered into a
register, may take place under the supervision of an inspector designated in terms of
Section 40({1) of the Act, an officer of the SAPS or other person autharised in terms of
the legislation to supervise this action.

2.1 All destruction must take ptace in accordance with local municipal regulations
regarding the disposal of chemical or medicinal waste. The applicant {person
requesting destruction) may be requested to prove that the method of destruction is

in accordance with such regulations.

2.2 All medicines or substances must be destroved in stich a manner that does not
allow recovery.

2.3 The inspector must, on behalf of the Medicines Regulatory Authority (MRA}, provide
a certificate of destruction and in the case of an officer of the SAPS, a case number
must be provided which must be kept with the register for a period of 5 years.

2 4All quantities destroyed must be indicated in the relevant regis;ier on the date of
destruction and signed by the applicant, indicating the reference to the destruction

cettificate or case number.

3 PROCEDURE FOR WRITTEN AUTHORISATION OF DESTRUCTION FROM THE
MEDICINES REGULATORY AUTHORITY:

The MRA may authorise the destruction of Schedule 5 medicines or substances in
writing, without the presence of an inspectoer, if 2 pharmaceutical company or other
institution in question, has sufficient persannel, procedures and capacity to follow the

procedure described below.
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4. APPLICATION FOR AUTHORISED DESTRICTION

4 1The Applicant must request permission for destruction of specific quantities of the
medicines or substances in guestion in writing.

4.2 The request will indicate -

a the name af each medicine or substance to be destroyed,

& the exact quantities and batch numbers (if applicabie) of the medicines or
substances to be desiroyed.

s the reason for the destruction and

» the names of the two pharmacists who will witness the destruction as
reguired ov the procedure. The MRA may consider a deviation from the
requirement of two pharmacists in excaptional cases only. Thig will
depend on the maotivaticn supplied and on aiternative arrangements ¢

chtain sufficiant conirol.

4.3 The MRA will authorise the destruction of the medicines or substances in queastion
in writing, specifying the quantities indicated in the request, provided that the following
nrecadure be folicwed:

5 GENERAL

5.1 Destruction may oniy :ake place after the written authorisation from the MRA has
been received.

5.2 Al destruction must take place in accordance with the local municipal regulations
regarding the disposal of chemical or medicinai waste. The applicant may be
requested to prove that the method of destruction is in accordance with such
regulations.

5.3 Ajl medicines and substances must be destrovad in such @ manner that prevents
their recovery,

5.4 The destruction must be properly documented:
» Al quantities destroyed must be indicated in the relevant registers and
signed by the witnesses requirad in the oracedure. {See registers below)
» Destruction gertificates (where applicabie) and the letter of authorisation
must be referenced in. ar attached to the relevant Schedule 5 register and
retained for the same period of time as the register itself. {5 years)

6. METHCGD CF DESTRUCTION

6.1 Potent or large quantities of medicines and substances

68.1.1 Depending on the municipal reguiations regarding the disposai of chemical or
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. . - — Destruction of Schedule 5
medlcrngl waste, Ithe applicant may choose aiv appropriate method of destruction
such as incineration or destruction by a reliable contractor who specialises in
waste disposal.

612 If acontractor Is not used (eg. incineration),two pharmacists employed by the
applicant must witness the removal and destructionof the correct quantities of
the medicines or substances authorised for destruction, regardless of the where
destruction will take place.

6.1.3 In the case of a contractor, where destruction does not take place at the
premises of the applicant. and a certificate of destruction will beprovided, two
pharmacists employed by the applicant must witness the removal from the
stock of the correct quantities of the medicines or substances authorised for
destruction and at leastone of the pharmacist should accompany the goods to
the place of destruction, to withass that these have actually been destroyed or
disposed of in such a2 manner that precludes thelr recovery.

8.1.4 !nthe case of a contractor, & valid cerificate of destruction must be obtainad.

§.2 Small quantities

521 Small amounts of medicines or substances may be destroyed on he premisas
where these are kept. Appropriate methods must be used which are unlikely
io cause any adverse health or environmental consequences, must be in
accordance with local municipal regulatons ang will not allow the drugs to be
readily recovered. Two pharmacists employed by the company must withess
the removal from stock and the destruction of the correct quantities of each

medicine or substance.

7 SCHEDULE 5 REGISTER

7.1 The quantities of any medicines or substances destroyed must be entered into the
register on the date of destruction. .

7.2The inscription in the register must be signed by the two pharmacists empioyed by
the company, who witnessed their removal from stock desineticn. The Managing
Director must co-sign, unless the Managing Director was one of the pharmacists

involved with the removal and destruction.

7 3 The letter of authorisation and the destruction certificate (if applicable) must be
referenced in or attachad 1o the schedule 5 register and retained for a period of &

years.

8 LEGAL REPORTING REQUIREMENTS
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8.1 if the amount of substance destroyed according to any method above, is more than

« 1 miiligram for potent narcotic drugs (fentanyl, sufentanil, alfentanii, etc.).

e more than 1 gram for all other narcotic drugs or

+« more than 1 Xilogram for any psychotropic substance,
the base amount of each substance destrayed must be indicated on the annuai
returne of specified Schedute 5 substances in terms of Regulation 29 of the
Medicines and Related Substances Control Act {Act 101 of 1965), relating to the
year in which the destruction took place.
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— Destruction of Schedule 6

1 SCOPE OF THE GUIDELINES

These guidelines should be read in conjunction with the Medicines and Related
Substances Control Act (Act 101 of 1965), and its suppanring Regulations,

As these guidelines are constantly evolving due to harmenisation initiatives as well as
due to new scientific developmeants, applicants are advised to always consult the latest
informaticn available. The Medicines Cantrol Council endeavaurs to keep abreast of
such developments and to keep its application requirements and evaluation procedures
and policies in line with “best international practice”.

The destruction of Schedule medicines and substances may only take piace in
accordance with the Medicines and Related Substances Control Act (Act 101 of 1965)

2 DESTRUCTION AUTHCRISED BY AN INSPECTOR

The destruction of Schedule 8 medicines and substances that have been entered into a
register, may take place under the supenvision of an inspector designated in terms of
Section 40{1) of the Act, an officer of the SAPS or other person authorised in terms of
the legislation {o supervise this action.

2.1 All destruction must take place in accordance with local municipal regulaticns
regarding the disposal of chemicai or medicinal waste. The appiicant (person
requesting destruction) may be requesied to prove that the method of destruction is
in accardance with such regulations.

2.2 All medicines or substances must be destroyed in such a manner that does not
allow recavery.

2.3The inspector must, an behalf of the Medicines Regulatory Authority (MRA), provide
a gertificate of destruction and in the case of an officer of the SAPS, a case number
must be provided which must be kept with the register for a period of 5 years.

2 4 All quantities destroyed must be indicated in the relevant register on the date of
destruction and signed by the applicant, indicating the reference to the destruction
certificate or case number.

3 PROCEDURE FOR WRITTEN AUTHORISATION OF DESTRUCTION FROM THE
MEDICINES REGULATORY AUTHORITY:

The MRA may authaorise the destruction of Schedule dmedicines or substances in
writing, without the presence of an inspector, if a pnarmacauticat company or cther
institution in question, has sufficient personnel, procedures and capacity to follow the
procedure described beiow.
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4. APPLICATION FOR AUTHORISED DESTRIETION

4.1The Applicant must request permission for destruction of specific quantities of the
medicines or substances in question in writing.

4.2 The reguest will indicate -

» the name of each medicine or substance to be destroyed,

» the exact quantities and batch numbers (if applicabie) of the medicines or
substances o be desiroved,

» the reason for the desiruction and

« the names of the two pharmacists who wilt witness the destruction as
required by the procedure. The MRA may consider a deviation from the
requirement of two pharmacists in exceptional cases anly. This will

depend on the motivaticn supplied and on alternative arrangements ic
obtain sufficient contret

4.3 The MRA will authorise the destruction of the medicines or substances in question
in writing, specifying the quantities indicated in the request, provided that the following
procedure be followed:

5 GENERAL

5.1 Destruction may only take place after the written authorisation from the MRA has
been received.

5.2 Al destruction must take placa in accordance with the local municipal regulations
regarding the disposal of chemical or medicinal waste. The applicant may be
reguested to prove that the method of destruction is in accordance with such
reguiations.

5.3 Ail medicines and substances must be destroyed in such a manner that prevents
thelr recovery,

5.4 The destruction must be properly documented:
+ Al quantities destroyed must be indicated in the relevant registers and
signed by the witnesses required in the procedure. (See registers below)
« Destruction certificates (where applicable) and the letter of authorisation
must be referenced in, or attached to the relevant Scheduleé register and
retained for the same pericd of time as the register itself. (5 years)

6, METHOD OF DESTRUCTION

6.1 Potent or large quantities of medicines and substances

6.1.1 Depending on the municipal regulations regarding the disposal of chemical or
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medicinal waste, the applicant may choose an appropriate method of destructicn
such as incineration or destruction by a reliabie contractor wheo specialises in
wasie disposal.

€.1.2 Ifa contractar is not used (eg. incineration) two pharmacists employed by the
applicant must witness the removal and destructionof the correct quantities of
the medicines or substances authorised for destruction, regardiess of the where
testruction will take nlacs.

6.1.3 Inthe case of a contractor, where destruction does not take place at the
premises of the applicant, and a certificate of destruction will beprovided, twe
pharmacists empicyed by the applicant must witness ithe removai from the
stock of the correct quantities of the medicines or substances authorised ior
destruction and at least ene of the pharmacist shouid accompany the 500ds to
the place of destruction. [0 witness that 'hese nave aclually been destroved or
cisposed of in such a manner that praciudes their recovery.

8.1.4 Inthe case of a contractor, a valid certificate of destruction must be obtainad.

6.2 Small quantities

6.2.1 Small amounts of medicines or substances may be destroyed on the premises
where these are kept. Appropriate methods must be used which are unlikely
to cause any adverse health or environmental consequences, musi be in
accordance with local municipal reguiatons and will not allow the drugs to be
readily recovered. Two pharmacists employed by the company must witness
the removal from stock and the destruction of the correct guantities of each
medicine or substance,

7 SCHEDULE 6 REGISTER

7.1The guantities of any medicines or substances destroyed must be entered into the
register on the date of destruction.

7.2 The inscription in the register must be signed by the two pharmacists empioyed by
the company, who witnessed thair removal from steck destriction. The Managing
Director must co-sign, uniess the Managing Direcior was one af the pharmacists
involved with the removal and destruction.

7.3 The letter of authorisation and the destruction certificate (if applicable) must be
referenced in ar attached to the schedule 8 register and retained for a period of 5

years.

8 LEGAL REPORTING REQUIREMENTS
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8.1 1f the amount of substance destroyed according to any method above, is more than
+ 1 milligram for potent narcotic drugs {fentanyl, sufentanil, aifentanil, etc ),
s mare than 1 gram for all other narcotic drugs or
o more than 1 kilogram for any psychotropic substance,
the base amount of sach substance destroyed must be indicated on the annual
returns of Schedule 8 substances in terms of Regulation 29 of trhe Madicines and

Related Substances Cortrol Act (Act 101 of 1965}, relating to the year in which
tha destruction took place.
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TO ALL APPLICANTS

APPLICATION TO CONDUCT A CLINICAL TRIAL

The following are the requirements when submitting a clinical trial applicarion.

Covering letter.

I
2 Cover sheet.
£ Checklist.
4. Completed Application form.
5. All documents to be submitted in duplicare with two electronic copies.
a. Additional 25 copies of the application form itself must be submined.
7 Protocol
3. Patient fnformation {eatlet and Informed consent form
3. Standardized MCC contact detaiis/wording to be added to PILs,
10. lovestigators Brochure/Package insert.
11. Signad tnvestigator{s) CV{s) in MCC CVs format.
12, Signed Declaration by Principal investigator(s).
13 Signed joint declaration by Sponsor/National Principal investigator.
14, Signed Provisional declaration by Co- or Sub-investigators
3. Signed Declaration by regional monitcr
6. Indemnity and Insurance Certificate and/or
17. Proof of Malpractice insurance of trialisi(s).
18. Ethics committee(s) approval or
19. Copy of letter submitied 10 Ethics commitize(s).
20. Disketies 10 be submitted in word.

21. Financial deciaration
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SOUTH AFRICA : CLINICAL TRIAL APPLICATION

SECTION | - CHECK-LIST OF REQUIRED DOCUMENTATION

T be completed by Applicants for alf Clinical Trials

COVER SHEET

Study Title:

Protocol No:

Version No: Date of Protocol:
Study Drug:

MCC Ref number (if applicabiej:

MCC Ref numbet{s) of comparator drug(s) {if applicable):
MCC Ref number{s) of concomitant drug(s) {if applicabie}:

Date(s) MCT approval of previous protocol(s):

Sponsor:
Applicant:

Contact Person:

Address:

Telephone Number: Fax Number:
Cell Number:

E-mail address:

. Tracking No:

To e completed by MCC

Date ariginal application received:

Proposed Clinical Trials Committee Meeting Date if applicable:

Signature: Date:

T ACKNOWLEDGEMENT OF RECEIPT OF CTA {Contact details to be completed by the

applicant). Whole cover sheet to be faxed to applicant once details in block above are
campleted.

|
F
|

Contact Details: Name : Fax No.:
Receipt of new application is hereby ackncwledged. Date:

Signature (of MCC recipient): ' Name:




STAATSKOERANT, 2 MEI 2003 No. 24785 a7

CHECKLIST
Applicant's MCC
check list double-check
] COVERING LETTER C
[J FULLY COMPLETED APPLICATION (SECTIONS 1-3} ]
[J PROTOCOL (INCLUDING RELEVANT GUESTIONNAIRES ETC ) 7
[] PATIENT INFORMATION LEAFLET(S) AND INFORMED CONSENT(S) [
1 INVESTIGATORS BROCHURE AND / OR ALL PACKAGE INSERT{s) [_

]

INVESTIGATOR’S CV¥(s) IN MCC FORMAT

[]

] SIGNED DECLARATION(s) BY INVESTIGATOR(s) [
[  REGIONAL MCNITCR'S CV AND DECLARATION N
"]  CERTIFICATE{S) OF ANALYSIS (May be submitted with ethics %

approvai lefter}
(] INSURANCE CERTIFICATE 3
AND iF NECESSARY:
[] LETTER ENDORSING GENERIC INSURANCE CERTIFICATE )
7] ETHICS APPROVAL
OR !
M COPY OF LETTER APPLYING FOR ETHICS COMMITTEE APPRCVAL
7] COPY/NES OF RECRUITMENT ADVERTISMENT(s) {IF APPLICABLE; i
(] FINANCIAL DECLARATION {SPONSOR AND NATICNAL Pi) =

Electronic versions of the application form (Sections 1 -3}, the protocol, the
investigator’s brochure andior other relevant documents:

] LABELLED DISKETTE/CD-ROM (MSWORD OR RICH TEXT FORMAT) ||
List of files submitted on diskette/CD-ROM:

NB: DO NOT SUBMIT THE APPLICATION IF
DOCUMENTATION IS INCOMPLETE: IT WILL NOT BE
PROCESSED
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Declaration by applicant: —

We, the undersigned have submitted all requested and reguired documentation, and
have disclosed all information which may influence the approvai of this application.

We, the undersigned, agree to ensure that if the above-said clinical triai is approved,
it will be conducted according to the submitted protocol and South African legai,
ethical and regulatory requirements.

Appilicant (focal contact) Date

National Principal tnvestigator / Date
National Co-grdinator /
Other (state designation)
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SECTION 2 — ADMINISTRATIVE AND SUPPLEMENTARY DETAILS

Title:
Protocol Number/identification:
Date of protocol {initialfinal):

-

Part 1: CONTACT DETAILS (NAME/ADDRESS/ TEL/CELL/FAX/E-MAIL)
1.1 Applicant: (as in Section 1}

1.2 Sponsor: (as in Section 1)

1.3 if no sponsor — person cr organisation initiating, managing, and / or funding the
clinical trial;

1.4 Local Contact Perscn for correspondence:

1.2 Naficnal Principal Investigator/Coordinator: {or equivalent person)
1.8 international Principal Investigator: {if applicable)

1.7 Regional Monitor: (as in Section 1)

Part 2: DETAILS OF INVESTIGATIONAL PRODUCT(g)

2.1 Name(s) and details of investigational product(s) to be used in trial:
iFormulation(s) and strengthis) (e.g. 10 mg/m10ml amp.}] Include MCC registration
number and date of reqgistration if applicabie.

2.2 Name(s) and details (as above) of comparator products) and MCG registration
number{s) and date(s) of registration if appiicable: {Ensure package inserts or
complete pharmacological inforration been included (Section 1} ]

2.3 Name(s) and details {as above) of cancomitant medication(s) including rescue
medications which are required in the protecol, and MCC registration number(s) if
applicable: [Ensure package inserts or compiete pharmacological information has
been included with application {Section 1).]

2.4 Estimated Quantity of Trial Material (each drug detailed separately} for which
exemption wili be required:

2.5 If any of the above drugs are avaitable in South Africa, give an explanation for not
using what is available in Scuth Afnca:

2.6 Details of receiving of drugs from supplier, storage, dispensing, packaging of
drugs:

2.7 Date MCC registration applied for — or envisaged date of application for tria
medication. Explain if registration is not envisaged:

2.8 Registration status of entity, for the indication to be tested in this trial, in cther
countries; (i.e. Country: date registered / date applied for / date registration refused /
date registration withdrawn by applicant / date registration cancelled by regulatory
authority) [Attach 25 an appendix if necessary.}

Part 3: DETAILS OF TRIIALIST(s] AND SITE(s)
2.1 Details of Investigator(s): [designation, title: {L.e. principal investigators /
investigators) Include Name/Address/Tel/Cell/Fax/E-Mail]
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3.2 Current wc_srk—_load of investigator(s): (NUmber of-studies currently undertaken by
trialist(s) as principal andfor co- or sub-investigator, and the total number of patients

re_presented by these studies. Time-commitments of researcher{s) in relation to
clinical tnal work and non-trial work.)

Recommended format for response:

Investigator (Name and
designatian):

Total number of current
studies (all stages) on
specified date

|
|
| umber | Date

Total number of patients /  Number - Date
participants for which ' |
respensibie on specified !

date ‘ | ,

_ESTIMATED TIME PER WEEK [168 hours dencminator] | Hours "% ;

Cinical trigis Clirical work {patient ] i

! | contact} | |

' | Administrative work f !

: I i

“Organisation (Practica] | Cimical work | B
university / employer) i i

| Agministrative work !

| Teaching " Preparation / evaluation

|
!
! Lectures { tutorials
i

|
|
| Writing up work for '
_publicaticn / presentation

|
| Reading / sourcing | l.
i information (e.d. intaernet 1
| searches) ;

l Cther (specify)

3.3 Detarfls of Site{s) (Name of site, physicai address, contact details, contact person,
etc.)

3.4 Capacity of Site(s): (Number of staff, names, qualifications, experience --
including study co-ordinators, site facilities, emergency facilities, other relevant
infrastructure)}

Part 4: PARTICIPANTS (SUBJECTS)
4.1 Mumber of participants in South Africa:

4.2 Total worldwide:

4.3 Total enroliment in each SA centre: (if competitive enrcliment, state rminimum and
maximum number per site.)’

4 4 Volunteer base from which Scuth African participants will be drawn:
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4.5‘Retmspectfue data indicating patential of each site to recruit required number of
patients within envisaged duration of trial. (SA Guidelines 2000, Item 3.3, p15) [May
be attached. Label clearly as 'Section 2 ltem 4.5

Part 5: OTHER DETAILS

3.1 f the trial is to be conducted in SA and not in the host country of the applicant /
sponsor, provide an explanaticn:

§.2 Estimated duration of trigl:

5.3 Ngme other Regulatory Autharities fo which applications f¢ do this trial have been
submitted, but approval has not yet been granted. Include date{s) of application:

5.4 Name other Reguiatory Authorities which have approved this trial, date(s) of
aperoval and number of sites per country:

2.5 If applicabie, name other Ragulatcry Authaorities or Sthics Committeas which
have rejecied this wial and give reasons for rejection;

S8 If applicable, details of and reasons fer this trial having been halted at any stage
by other Regulatory Authorities:

5.7 Detalls if this trial is neing undertaken in SADC, any other country in Aftica, or
any country where there is no regulatery control of clinical trials:

5.8 Previous studies using *his agent which have been approved by MCC,

MCC approval number:

Study title:

Protocol number:

Date of appraval:

National Pl / Princical Investigator:
Date(s) Progress report{s):

Date Final report:

5.9 If any substudies are propesed as part of this protocot, indicate whether or not
they will also be done in South Africa. If not, piease explain.

Part 6: ETHICS
6.1 Ethics Committea responsible for each site, date of approval or date of
application:

6.2 Attach copy of response(s) made by, andfor conditions required by ethies
committee(s) if available Ensure that date of EC response is legibie.

6.3 State which Good Clinical Practice (GCP} guidelines are being foilowed.
(Particular reference to the South African guidelines required):

6.4 Details of capacity building component of the trial, if any:

6.5 Details of the training of investigatars, monitors, study co-ordinators in terms of
carrying out this trial and in terms of GCP:

6.6 Detailed safety and monitering plan far each site: [May be attached. Label as
‘Section 2 ltem 6.8')

6.7 Detalls of trial insurance certificate: {e.g. title, protocol, dates, policy #, amount}

6.8 Details of possibie conflict of interest of any person{s)/organisation(s) whaofwhich
will be involved in the triai:
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6.9 Remuneration to be received in SA Rands: {investigators) {Trial participants)
(Others) Indicate broad breakdown of costs to be covered by this amount — if
applicable. [Note: the CTC recommends a minimum compensation of R50.00 per visit
for participants travel and incidenta! expenses ]

Reviewer s commenis on Sective 2;
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SECTION 3 - APPLICANT'S REPORT { PRESENTATION
[Please use Black 12 point Arial Font, using MSWord or rich text format {rtf) for
electronic version]

1. Title:
CTC Reviewer s comment:
2. Protocol Numberfidentification:

3. Rationale for study summarised: (Why shouid this frial be done at ai?) Include
statement about South African cantribution, if any. to the deveiopment of this
protecol.

CTC Revieweer 5 commoens:

4. Background wiormation (summatised - essential points that apply to this trial) [1-
2 sentences max for each peint]:

Disease [ problem

South African context {e.g. local epidemiology)

Properties of Drug / Eniity; hypotheses about mechanism of action, etc.

Pre-clinical findings: (e.g. laboratory / animal / toxicity / mutagenicity)

Ciinicat findings (e.5 phases: PK; PD; dese-finding: ADRs, NNT/NNE, other
Systematic review(s} and/or citations per year-group on a Medline search

CTC Reviewer s comment.

5. Objectives of study {clearly listed and justified)

CTC Reviewer s comment:

6. Study design {clearly described and 2ach component justified)
[includes phase, use of placebo, dosages, randomisaticn, blinding, duration, etc.]

CTC Revigwer 5 comment:

7. Participants: {(number of participants; abiity to enroll required number within stated
fime)

T Reviewer s comment:

8 Eligibility and enrciiment. (inciusion and exclusion criteria listed and justified)

CTC Reviewer's commen!;

9. Treatment modalities and regimens, drug accountability [clearly explained and
justified for all participant groupsiarms e.g. in terms of route of administration, dose,
etc. Drug accountability clearty described ]

OTC Reviewer 's comment;

10. Quicome measurements/variables {each clearly stated and justified)
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CTC Reviewer's comment. —

11 Adyerse events (prevention, definitions — including causality assignment,
recording, reporting, time-lines, action to be taken, al clearly described)

CTC Reviewer s conunent:

12 Statistical measures:
Determination of sampie size correct, clear and justified {(with and/or without

stratification)

Statistical method(s} and analysis of quantitative measures appropriate, clear and
justified

Stat\irstigal methad(s) and analysis of qualtative measures appropriate, clear and
justifie

Data processing (how, where, when, who) clearly described and justified. If a SA
person will be invoived in data processing, please identify that person
Interim analysis envisaged of not (justify) and stopping rules if applicable {explain)

CTC Reviewer's comment:;

13. Ethical tssues: justification of "Section 2 part 6’ including:

» Explanation of which GCP guidelines are or are not being followed — with
particular reference to the South African guidelines

« Comment on cheice of invesiigators (refer 1o point C of intraduction, page 2 SA
Clinical Trials Guidelines 2000)

+ Comment an need for, appropriateness of, and relevance of GCP training /

updating / for staff involved in this trial

Comment on capacity building element of trial

Comment on resources of sites and sponsor

Comment on monitors and monitoring plan

indicate how additional staff {(monitors, pharmacists, nursing staff, etc.) will

maintain patient confidentiality, follow the protocol, and abide by ethical and

regulatory requirements

Comment on insurance and indemnity measures

+ Comment on Patient Information Leaflet and Informed Caonsent (NB. inclusion of
ABP1 guidelines; appropriate level of education/English, possible benefits / risks
clear; ensuring patient rights; contact names and numbers, as well as MCC
details, included)

» Comment on availability and completeness of separate PlLs and informed
consent forms for any proposed archiving of biood specimens for later research or
for genetics research.

Comment on ethics of the publication policy

+« Comment on treatment and/or management of participants and thelr disease
condition(s} after completion of trial

» Comment on ethics committee capacity to monitor site if not a local ethics
committee

« Provide an expianation if minimum recommended compensation for participants is
not being provided.

T Reviewer s comment:
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14, Other relevant information not included above

&.g. Are references adequate and dates of references current?

Are there discrepancies between protocol and 1B or package inserts? Are there
specific explanation{s) for these discrepancies?

Are the explanations for not following the SA 'GCP guidelines’ acceptable?
Other comments on this trial.

CTC Reviewer 's comment:

Eor atfice use:

CTC Reviewer s questions and concerns to be considered and/or forwarded to applicant;
CTC Reviewer's recommendation:

Declaration of conflict of interests by CTC reviewer:

CTC recommendation idate); 1A, 18.2,3, 4,5

MCC decision fdare):
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MEDICINES CONTROL COUNCIL

C

MEDICINES CONTRQL COUNTIL

CQEFPARTMENT OF HEALTH
Fapetlsid af dimiby Afrca

This document has heen prepared to serve as a recomrmendation to applicants regarding the recalls
of medicines, and the Medicines Control Council’s current thinking on the safety, quality and
efficacy of medicines. Council reserves the right to request for any additional informateon to
establish the safety, quality and efficacy of a medicine and may make amendments in keeping with
the knowledge which is current at the time of consideration of data which has been submited
regarding any recalls. The MCC is committed to ensure that all medicines that are registered are of
the required quality, safety and efficacy. It is important f{or applicants to adhere to these
reguirements. ’

{

1

GISTRAR OF MEDICINES
MS. M.P. MATSOSO
DATE: 29[ [2003

Version 2003MCCH
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L

- RECALLS
GUIDELINES FOR RECALL/WITHDRAWAIL OF MEDICINES

1. INTRODUCTION

The guidelines for recalliwithdrawal of medicines is the result of an agreement between the
holder of the certificate of registrarion/parallel importer of the medicine and the Department
of Health: (Medicines Contral Council) (MCC) in South Africa. 15 purpose is to define the
action to be taken by the Cluster: Medicines Regulatory Affairs: Directorate: Inspectorate and
Law Enforcement and the holder of the certificate of regisiration /parallel importer of the
medicine, when medicines for reasons refating to their safety, quality and efficacy are to be
removed from the market.

The Registrar of Medicines, the Director and Deputy Director: Inspectorate ad Law
Entorcement and the Medicines Control Officer(s) are responsible for recall/ withdrawal, and
will monitor closely the =ffectiveness ot the holder of the registration certificaie/parallel
importer’s recall actions and provide a scientific, technical and operational advice.

Each holder of a cerificate of registration certificate{HCR }/paralle! importer should advice
the Medicines Regulatory Affairs (MCC) ot the names, after hours and telephone numbers of
two persons who have authority to discuss and, if necessary, implement a recall.

These guidelines serve 1o remind the holder of a certificate of registration/parallel irﬁportcr
that the Medicines Control Council expects them 10 tuke full responsibility for medicines
recalls. including follow-up checks to ensure that the recalls are successful.

Most recalls are conducred on voluntary basis. The MCC can recall medicines when
registration thereof has been cancelled, or when medicines are sold illegally in South Africa.
If the recalling performance is deemed inadequate the MCC is prepared to take appropriate
actions to remove the product from sale or use,

2. DEFINITIONS

Recall-means the removal of a specific batch/batches of a medicinal proguct from the market
for reasons relating to deficiencies in the quality, safety or efficacy.

Withdrawal-means the total withdrawal of a medicinal product from the market

Medicine-means any substance or mixture of substances used or purporting to be suitable for
use or manufactured or sold for use in-
(a) the diagnosis, treatment, mitigation, modification or prevention of disease, abnormal
physical or mental state or the symptoms thereof in man: or
{b) restoring, correcting or modifying any somatic or psychic ar organic function in man,
and includes any veterinary medicine
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5 . _ _ o RECALLS
arallel importation- means the importation into the Republic of a medicine protected under

patent §ndf0r registered in the Republic that has been put onto the market outside the
Repubiic by or with the consent of such patent holder.

Parafffrf :'m:norrer- means a persen who parallei imports a medicine into the Republic on
authority of a permit issued in terms of regulation 7(3) of the Medicines and Related
Substances Contro] Act, 101 of 1963,

Halder of a certificaie of registration-means a person in whose name a regisration
certificate has been granted and who is responsible for all aspects of the medicine, inciuding
quality and safery and compliance with conditions of registration

Stock recovery-means a firm’s removal or correction of a product that has been released for
sai¢ and has not vet been despatched or has not left the direct control of the helder of a
cenificate of registrationiparallel importer (Refer regulation 43(1) of the Medicines and
Related Substances Control Act. Act 101 of 1963)

3. PROVISIONS OF THE ACT

3.1 Section 19 {1) of the Medicines and Related Subslances Controi Act. Act 101 of 1963,
Act 101 of 1963 —Na person shail seil any medicine unless it complies with the prescribed
requirements. Any persan who contravenes provision of this sub-section shail be guilty of an
offence.

3.2 Regulasion 43(1-Every medicine shall comply with the standards and specifications
which were furnished to the Council on the form presctibed by regulation 22 and which
have been accepted by the Council with regard to such medicine.

4. NOTIFICATION/ANITIATION OF THE RECALL

The recall of a medicine can be initiated as a result of reports referred to the holder of 2
certificate of registration/parallel importer or Medicines Regulatory Affairs (MBRA)MCC)
from various sources, &.g. manufacturers, wholesalers, retail and hospital pharmacists,
doctors, etc. A report of an adverse drug reaction to a particular batch{es), produect quality
deficicncy. technical complaints experienced with regard to the printed packaging material,
contamination, mislabelling, counterfeit ncluding adulterated medicines.

When initiating a recall the holder of a certificate of registration should take the following
aspects into constderation: the extent of public warnings and the successfulness of the recall.
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5 INFORMATION REQUIRED FOR THE ASSESSMENT OF A RECALL

' Recall information | Information by the { Comments by T

HCR/Parallel MRA(MCO) !
importer { for official use only)

i Origin of report !

. 1. Name of person/organisation ! _||

| reporting the problem !

2. Company T_— ' !

"3, Physical address i

. Telephane number I

5. Facsimiie number |
|
1
|

——

P

. 6, E-mail address

~ 7. Dare of repart

8. Wame of raciplent 2t the MRA

. Product(medicine) detatls

i 1. Name of product affected

. = Registration number

. 3. Dosage [orm

-4 Strength

5. Pack sizeitype |
6. Batch number and expiry date |

: 7. Manusacwrerholder of the centificate i

| of registration, address and contact |

: details : |

. 8. Date manutactured !

' 9. Date relensed |

10, Total quantity prior 1o distribution |

+ 1. Quantity released for distibution |

i prior to the recall ] i
| 13, Date of distribution ]
I derails

I'14. Local distribution (give fiul 5
| and quantiry) [
| 13. Overseas distribution (give full }

I

I

|

[ details and guantiny)

- Nature of defect
1. Source of problem (e.g.
. patienthospital/pharmacy/manufacturer, |
e |
I
|

' 2. Details of problem

| 3. Number of complainis received
. 4. Name and address of any Medicines |
! Regulatory Affairs notified of the |
| prablem i
+ 5. Action taken so far (if any ) Proposed : | ]
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action and its urgency

6. Type of hazard/heaith risk and
assessment of risk to the user

r
|

|
Ly pe

7. Proposed recall classification and

. 8. Other relevant information

i
|
—
]
I
1
il
|
i
i

i For office use only
Decision on next action

The above information could be provided verbally but should be confirmed in writing within
3 working days

—_

6. CLASSIFICATION OF RECALLS

Recalls are classified into both the elass according to the level of health hazard invelved (risk
{0 the patient) and type which denotes the depth or extent to which the product should be
recalled from the distribution chain, «.g. Class I, Type C recall. ete.

Class I
Class [ is for defective/dangerous/potentially tife-threatening medicines that predictably or

probabiy could resuli into serious health risk/adverse events or even death.

Class II
Class {1 is for medicines that possibly could cause temporary or medically reversible adverse

health problem or mistreatment.

Class 111
Class 111 is medicines that are defective and are likely to cause any adverse health reaction or

which do not comply with the requirements of Act 101 of 1965 in terms of the requiremnents
of printed packaging material, product specification, labelling, eic.
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Type A

A type A recall i3 designed to reach all suppiiers of medicines (all distribution points) i.c.
Wholesalers throughout the country, directors of hospital services (private as wel] as state
hospitals), retail outlets. doctors, nurses, pharmacists, authorised prescribers and dispensers
and individual customers or patients through media release (radio, television, regional and
nationat press).

Action: Recall letter to all distribution peints plus mediz release.
Type B

A type B recall is designed o reach wholesalers throughout the country, directors of hospitat
serviges (private as well as state hospitals). retail outlets, doctors, nurses, pharmacists,
authorised prescribers and dispensers.

Action: Recall letter 1o a1l distribution points.

Type C

Awpe C recall 1s designed to reach wholesale level and other distiibution points (z.g.
pharmacies. doctors, hospitals) this can be achieved by means of a representatives calling on
wholesalers and/or retai] outlets, If iz is known where the product in question had been
distributed to, speciftc telephone calls or recalls letters to arrange for the retum of the product
could be made.

Action: Specific telephone calls, recall letters to/representatives calling at distribution
points if known where the medicines have been distributed,

NOTE: Decisions on the class and rype of a recall to be initiated are a matter of the
Medicines Control Council and Medicines Regulatory Affairs in consultation with a holder of
the registratton certificate and shall be based on the evidence and/or expert opinion of the
MCC and HCR. In the event of greater urgency e.g. after hours or over weekends, the
decision to recall can be initiated by HCR. '

7. RECALL LETTER CONTENTS

Recall comimunication from holder of the cegistration certificate to the distribution chain
should be written in accordance with the following directive:

—

Shall be on the company's letterhead and signed by the Managing Director or any
anthorised person/responsibie pharmacist

The heading should indicare that itis an “Urgent Medicine Recall”

Name of product. dosage form, strength, registration number, pack size, baich
numbet(s), expiry date and any other relevant information necessary to allow absolute
identification s

| o

Lad
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Nature of the defect (be brief 1o the point)

LUrgency of the action

Reason for the action (reason for recall)

Indication of a health risk (this should also state exactly what the product may da if

taken, i.e., side effects) )

8. Provide specific information on what should be done in respect of the recaled
medicine, Method of recovery or product correction, which will be used.

9. Where necessary a follow-up communication shall be sent to those who filed [0
respond to the initial recall communication.

10, A request to retain the letter in a prominent position for one morth in case stock is in
transit {where applicable).

: 1. Where recalled stock has been distributed to a limited number of hospitals and the

recall letter is not to be sent o all hospitals in the province, the letter shouild irclude

the following:

Ne o

*If any of the recalled siock could have been wansferred from your hospital o
another, please let that hospital know or alternatively inform our company so that we
can make contact with the hospiral supplied from your hospital”.

NB: The recall communication shall not contain any material that can be viewed as
promotional in nature,

8. MEDIA RELEASE

I 2 case of a recall where media release is indicated, the holder of a certificate of registration
and the MRA makes the text of the media release jointly Expert advice may also be required.

The media release shouid contain sutficient information to describe the product and a clear
outline of the problem (without causing unnecessary alarm) and must state the appropriate
response by the consumer/client,

A 24-hour access telephone number of the helder of the registration certificate should be
given for further information. The media release will be issued by the holder of the
registration certificaie. In the event that the holder of the registration certificate refuses o do a
media release the Medicines Contrel Council witl do the release via the Cluster;
Communication of the Department of Health.
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9. POST RECALL PROCEDURES

The Medicines Control Council shall be furnished within 36 days of the recall having been
instituted with a finai reconciliation report. The report shall contain the following
information;

NOTE: An interim report may be requested even before the 30 days have elapsed.

i Post recall information information by the HCR | Comments by ‘
| /Parallel importer MRAMCC (for official |
uve onlv} i

" 1. Name of sroduct |

. Registration number | |

- Dosage form | |

! 4. Strength of product I |

‘I_S)_.Pack size/tvpe L

. 6. Batch number and I |

| expirv date i
7.Nagure of defect 1

i 8. Action taken (taking

| into dccount the area of

¢ distribution of recalled

. medicine}, if expored

| confirmation from the

" Regulatory Authority and

| the holder of the

" registration certificate in

* the country of origin

Hy. Urgency of the action

| taken

10, Reason for the action .

i 11. Indication of the health

: risk and the reported

! cfinical problems

! 12. Steps taken to prevent

| re-occurrence of the

l problem

| 13. Fate of the recalled

: product (including the

¢ decision taken)

' 14. The result of the recall-

! guantity of stack returned,
corrected, outstanding, gic

N

Lad [ |3

I
|
. 15. Confirmation that L
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| customers have received r

|r_the recall letter
16. Copies of all recall
correspondence incleding

|
E
1
| previous correspondences
|
|
i

o Council regarding this
recall.

]
(
!

I N

_J

For official use only
Comments on the suceess of the recall.

e o

1. REFERENCES

i. Circular 9/98 from the Medicines Control Council.
2 Unitorm Recall Procedure for the Therapeutic Goods.

1.  CONTACT DETAILS

1. Ms J. Gouws

Director: Inspectorate and Law Enforcement Directorate
Tel: 012 312 0230/47

Fax: 012 312 3114

2. Mr. K Motokeng

Deputy Director: Inspectorate and Law Enforcement Directoraie
Tel: 012 312 0259

Fax: 0123123714

3. Ms H. Moropyane

Principal Medicines Control Officer
Tel: 012312 0243

Fax: 0123123114

4. Ms P. Matsoso
Registrar of Medicines
Tel: 012 312 0285
Fax: 0123123105
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12, UPDATE HISTORY

| Date | Reason for update | Version

{ April 2003 New 1200371

1

!
I |
| i




STAATSKOERANT, 2 ME] 2003 No. 24785 297

CTY¥ 2

MEDICINES CONTROL COUNCIL

.....
oy

A MEDICINES CONTRCL COUNCL

~ APPLICATION FOR PROTOCOL |
. AMENDMENT |

Versian MCC20030
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MCC CLINICAL TRIALS SECTION TRACKING NUMBER FOR THIS CORRESPONDENCE:

REGISTRAR OF MEDICINES
APPLICATION FOR APPROVAL CF:

{1  PROTOCOL AMENDMENT
) INCREASE IN NUMBER OF PATIENTS PARTICIPATING
[J] CHANGES iN DOSE / REGIMENT OF STUDY DRUG

Protocol number, title and date

I
|
I
:

1. APPLICANT

1.1 Namefaddressftelffax number of Applicant wishing to conduct trial

1.2 Name/address/telifax number of CRO representing sponsor as Applicant
or Local Spensor Company details (if applicable)

1.2 Name, designation and gualifications of person representing the Applicant
(Local Contact Person for all further correspondence)

1.4 National Coordinator name, address, tel/fax number

15 Internationai Principal Investigator narme, address, tel/fax number

-

1.6 Name of sponsor

2. TRIAL PARTICULARS (original application)

2.1 MCC Approval Number:

2.2 Date of Approval of originai protocol.

2.3 Number of Investigatars in South Africa already approved for this trial:

2.4 Number of sites in South Africa already approved for this frial:

2.5 Number of patients in South Africa_ aiready approved for this trial;
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3. AMENDMENT PARTICULARS
{Please lis{ requests for approval)

Does the applicant wish to increase the number of patients participating in this trial in
South Africa?

Yes ]

No (]

If "Yes" please submit a letter requesting amendment together with this application?

Does the applicant wish to change the dose / regimen of the study drug?
Yes I

[

Mo ]
f Yes" please submit 4 lettar requesting amendment together with this application?

Dces this amendment request reguirs a new consent form fom the panicipant?

Yes ]
No I

If “Yes” please submit new PIL together with this apblication.

31 Amendment Number:

32 Version Number and Date of Amendment (for each document

submitted}:

3.3 General motivation for the proposed Amendment List all the
issues included in the amendment and give a rationale for each
point being changed}

3.4 Details_of the procosed Amendment. For each point or section give a
brief motivation and clearly highlight changes; this can be done either
as “old text’ replaced with “new text” cor with the old text deleted with
a line through it and the new text in Bold and underlined:

35 Brief description and purpose of the inal (do not repeat titlel and
motivation for amendment:

38 Wil this Amendment apply ta all approved Scuth  African
investigators/sites:
YES | NO ]

If NO: Specify tha Sauth African investigator(s) / site{s) for which the
Amendment will apply:

4, ETHICS COMMITTEE APPROVAL
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4.1

42
43

44

-—

Have the Ethics Committee(s)} responsﬁe for each centre to which this
amendment applies been notified? '

List Ethics Committees
Date of application to thics Committee

Date of approval by Ethics Commitiee

|, the undersigned, agree 1o conduct / manage the above-mentioned trial under the
conditions as stated in this appiication, {The person(s) undertaking legal responsibility
to sigh this form}.

Applicant {local contact) Date
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' ‘ MECICINES CONTROL COUNCIL

' APPLICATION FOR ADDITIONAL ;
INVESTIGATOR(S) OR CHANGE OF
INVESTIGATOR(S) AND 1
APPLICATION FOR ADDITIONAL |
SITES |

Versiom MCC2003:1
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E
MCC CLINICAL TRIALS SECTION TRACKING NUMBERFOR THIS CORRESPONDENCE:

REGISTRAR OF MEDICINES
APPLICATION FOR APPROVAL OF:

| CHANGES N INVESTIGATOR (5) AT APPROVED SITE {includes additional
investigators}
1 ADDITIONAL SITE (S)

" Pratocol number, title and date

1. APPLICANT

1 Nameladdressielfax number of Applicant wishing to conduct trial

1.2 Name/addraesffelfax number of CRQ representing sponscr as Apnlicant
or Local Sponsor Company details {if applicable}

1.2 Name, designation and qualifications of person representing the Applicant
{Local Contact Person for all further correspandence)

1.4 Nationzi Coordinator name, address telffax number

1.5 Internationai Principal Investigator name, address _telffax number

r

1.6 Name of sponsor

2. TRIAL PARTICULARS (original application)

2.1 MCC Approval Number:

22 Date of Approval of original protocol:

2.3 Number of Investigators in South Africa already approved for this trial;

2.4 Nurnber of sites in South Africa already approved for this trial:

2.5 Number of patients in South Africa already approved for this trial:
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3. INVESTIGATOR DETAILS

31

3.2

33

3.4

3.5

Namel and address of additional Investigator(s) / Changes to
fnvestigators

For Investigators who have not previously been in clinical triats, proof of

adequate training and experience to properly conduct the study must be
provided.

Summarise cther_ongoina/planned studies at thig_site involving this
investigator (give defails of indication, phase, study status, number of
patients intended, number of patients already enrolled, whether the
investigator s involved in research in a full-time or pari-time capacily,
and any other detall that may effect the capacily of the site at any one
fime}

Details of Ethics Committeals) who will approve investigator(s)

Date of application fo Einics Commitiee

Date of anproval by Ethics Commiftee

is CV for additional Investigator(s) attached {list)
YES []

Is the Daclaration of Intent attached {list)
YES |

4. CAPACITY OF THE SITE

4.1

Describe how the site is structured so as to be able to take on the work
for which this application is_being made. {Give details of suppaort staff.
faciiities, back up and any other relevant infrastructure)

5. RATIONALE FOR APPLICATION

5.1

Briefly explain the reason for the new investigator/s

| the undersigned, agree to conduct / manage the above-menticned trial under the
conditions as stated in this application. {The persen(s) undertaking legai responsibility
to sign this form).

Applicant {iocal contact) Date
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MEDICINES CONTROL COUNCIL

DEFARTMENT OF HEALTH
Tarutu L fawda Jeles

—

This document has been prepared o serve as 4 guideline to applicants wishing 1o submit
applicattans for the donation of medicines. [t 35 not intended as an exclusive approach. Council
teserves the right to request for any additional information twa establish the safety, quality and
efficacy of 2 medicine and may make amendments in keeping with the knowledge which is current
at the time of consideration of data accompanying applications for the donation of medicines. Tie
MCC is committed o ensure that a)l medicines available that are denated will be of the reguired
qualiee, satety and efficacy. It is impartant fer applicants o adhere to the administative
requirernents (o aviid deiays in the processing of applications.

|
1
I
1
5
]

I

REGISTRAR OF MEDICINES
MS MLP, MATSOSO
DATE: ;ﬁ }u frLet 2
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MEDICINE DONATIONS TO SOUTH AFRICA
1. INTRGDUCTION

These guidelines aim to improve the quality of donations, not to hinder them. They are intended
to serve as a base for national guidelines, to be reviewed, adapted and implemented by the
zovernment and organizations dealing with drug donations,

There are manv different scenurios for medicines donations, They may take place in acute
gmergencies or as part ot development aid in non-emergency sitvarions. They may be corperate
donations (i.e. direct or through private veluntary organisations), aid by govemments. or
donations aimed directly ar single health facilities. Therelore, these guidelines aim to describe
this commion core of = Good Donanens Practise.”

Four core principles interiav the guidelines:
i A drug donauen shouid benertt the recipient (o the maximum extent possibie,

(]

A doration should be eiven with full respect for the wishes and authonty of the recipient
and are supportive of existing governument policies and admimsirative arrangements,

()

There should be no double standards in quality: if the quality of an [tem is unaceeptable
in the donor country. it is also unaceeptable as a doration.

4. There should be etfective caommunieation between the donor and the recipient: donations
should be based op an expressed oeed and should net be sert wnantiounced,

()

BACKGROUND

Crver the last three or iour decades in particular, there has been an enormous {porcase in our
seientific knowledge about the mode of action, effects. and side effects of medicines. Medicines
are nat automatically beneticial, that they have to be used carefully and appropriately, and that
some can do mere harm then good, as a result more cautious and critical attitude towards
medicines have been developed, )
Subsequently. South African government orfand the Department of Health In particular
recognises the need of appropriate curative servives, hence it has developed essenuai drug list
based gn the health needs of the majarity of the population and used as a foundation for medicine
donations.

It suftice 0 sav that the goal of the National Drug Policy is to ensure an adeguate and reliable

supply of safe. cost effective medicines of acceptable quality to all the cttizens of South Africa
and the national use of medicines by prescribers, dispensers and consumers,

3 THE LEGAL SITUATION
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MEDICINE DONATIONS TO SOUTH AFRICA

in the Medicines and Related Substances Control Act, No 101 of 1965, South Africa has
sophisticated legisiation, which prohibits the use, sale, or supply of any medicine unless it has
been evaluated in terms of its safety, quality and efficacy and has thercafter been registered,

Section 21 of the legislation does allow the Medicines Control Council (0 permit the use of
urregistered medicines {which what donated medicines are) subject to such conditions as the
Council may determine. As a consequence no donated medicines may be used unless the Council
has specifically authorized its use. Application for the donation of medicine must be made to the
Registrar of Medicines. In submitting an application the following mformation must be supplied:
name, expiry date. baich number. package. site of manufacture, package insert. guantity, intended -
for and iocal recipient,

4.1

4.3

4.4

SELECTION OF MEDICINES

All medicine donations should be based on the health needs and disease pattern of the
Republic of Sowth Africa. Drugs should not be sent without prior consent by the
recipient,

The purpose of this guideline is 1o stress the point that it is the prime responsibility of the
recipient 1o specify thelr needs. It is intended to preveni unsolicited donatinns, und
donations which urrive ununnounced and unwanted. It aiso empowers the recipients to
refuse unwanted gifts,

Danated medicines should not be sent without prior consent of the Medicines Control
Council.

Donatcd medicines must appear on the Essential Drug List and rust be compatible with
overall Govemnment Policy. Exception may be made on recommenacation by the
Medicines Conwrol Councii (MCC).

It Further intends to ensure that medicine donations comply with the South African
National Drug Policy and essential drugs programme. It aims at maximizing the positive
impact of the donation, and prevents the donation of medicines, which are unnecessary
ondior unkmown in the recipient country.

Possible exceptions

An exception could be made for medicines needed in sudden outbreaks of uncommaon or
newly emerging diseases. since such medicines may not be approved for use in South
Africa.  Exceptions could also be made on the basis of a specific request by the
Government of South Africa.

The presentation, strength and formulation should be similar to those used in South
Africa.

Quality assurance and shelf life.

All donaied medicines have 1o originate from & reliable source and comply with the
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MEDICINE DONATIONS TO SOUTH AFRICA
requiremants in terms of quality standards, safety and efficacy. in both the donor and
Scuth Alrica. All donated drugs must be accompanied by the relevant documentation
that inciude a summarised application in terms of Regrulation 15 {excluding the annexures
as approved by the MCC), Registration certificate from the country of origin and a WHO
GMP Cenificate, All applicanon for donated medicines must be reviewsad by the MCC
{through the MCC fast track procedure) before they can be released for distribution. The
approval gracted by the MCC for distribution will only be valid for a specific
consignment applied for. (Jf should be re-iterated that the approval should NOT be
regarded us a blank approval for additional importation / distribution af the sqme
product).

This provision prevents double standards: medicines of unacceptable qualitv in the donar
cotnte should aor be dovared o other cowuries. Donated medicines should be
authorized for sale i the counry of origing and munglactired in accordance wiil
srcraccional siendards of ood Mastaoturing Practice 1GLUP

Medicines that had been issued to patients and then returned to 4 pharmacy or clsewhere,
ar were given 10 heaith srofessionals as free samples shall not be accepred as donated
medicines,

in South Africa re-issue of returned medicines s not permiited because thelr quality
cannet be guoranieed. For that reason returned medicines shonld nor be donated, In
acdition to quafin issues. returned medicines are very difficult to manage ar receiving
end because of broken puckages and small guantities involved

All donated medicines should have a remaining shelf life of at least 12 months after
arrival in South Africa.

Due to Ingistical problzms Timiting immediate distribution through diferen siorage
fevels fe.a. central store. pravincial sicre, district hospirall may fake six to nire months.
Thix provision prevents the donation of medicines rear their expiry date thot eould reach
the patiesrs afier expiry,

Possible exceptions

Possible exception Is those drugs thai because of their physical properties are
manufacrured with a short shelf fife of less than mwo years. Vaccine requires stringent
conditions during siorage and distribution. They should onlv be donated in close
collaboration with the Directorate of Admimsiration of Medicines- Department of
Health.

Presentatien, Packing and Labelling

All donated medicines must be labelled in at least English, and the fabel shoutd contain at
least the Imternational Non-proprielary Name (TNN, or generic name), batch number,
expiry date. dosage form. strength. name and address of the manusacturer, quantity and
storpge conditions.
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MEDICINE DONATIONS TO SOUTH AFRICA

All donated medicines, including those wnder brand name should also be labelled with
their International Nen-proprietary Name. Training programmes in Souwh Africa are
bused on the use of generic names, Receiving medicines under different and often
unknown brand names und without the generic name can confuse health workers and
constitutes o risk in therapeuiic praciice. In case of injections, the route of
administration showld be indicaied

Donated medicines should be presented in large quantity packaging units and hospitaj
packs as used in South Alrica.

Large quantity pucks fe.g comainers of 1000 1ables) are cheaper. and easier 1o
transport. Tais provisiea prevens the donation of medicines in sampie packages. which
ard mr pracicad 10 manage,

Donated medicines must be packed iin containers that comply with intemationai shipping

regulations and accompanied by a detailed packing list, Medicines should not be mixed
with other supplies in the same carton. Transport conditions should be in accordance
with nie siorage condition of the medicines.

This provision 8 intended fo facliitate the administration, storzge and disteibution of
donations in emerzency siuations, as the identification and management of unmarked
boxes with mixed medicines is very time and labour intensive. This provision specitically
discourages donations of smail quantities of mixed medicines.

Ditferent medicines should not be packed together in one carton and medicines shouid
not be mixed with other supplies,

Informativo 2nd Management

The government of South Africa through the Directorate of Administration of Medicines
{Department of Health ) should be Informed of all medicine donations that are
wonsidered, prepared or actually underway. Prior approval far the donation should be
obainzd from the Directorate Medicine Administration to avoid unnecessary delays at
the pertof entry. The information should extend to delivery dates, possible delavs, port
of entry. method of transport, and information as required in ports.

Detailed advance information on all medicine donations is essential 10 enabie South
Africa to plun jor the receipr of the donation and to coordinate the donation with other
sewrces of suppiv. The information showld g least include! the tvpe and quantities of
donated medicines including their generic name, strength, dosage form, and the identiry
and comacr address of the donor.

The declared value 1o South Afnca of a medicine donation should be based upon the
wholesale world- marker price for its generic equivalent.

This provision s needed in South Africa 1o prevent medicine donations being priced
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MEDICINBDONATIONS TO SOUTH AFRICA
according to the retail price of the product in the donor country. which may lead to
efevated overhead cost for import tax, clearance. and handling in South Africa. It may
also result in a carresponding decrease in the public sector drug budget in South Afvica.
All costs of international and local transport, warehousing, port clearance, quality testing
and appropriate storage and handiing should be pard by the donor, unless specifically
agreed otherwise with the South African Government in advance. Similariy, the cost of
disposing of a medicine donation adjudged to be unsuitable should be borme by the donor.

These incidental costs can be quite prohibitive and erode the Departmeni of
Administration of Medicines { Department of Health) budger. On rhe other hand, if the
donor makes the provisions for these costs, the benefits of the donation will be
maximised.

CONTACT DETAILS:
Chief Directorate: Medicines Regulatory Affairs
Directorate: Inspectoraie & Law Enforcement
Department of Health
Private Bag X823
Pretoria 0041
South Africa
Telephone: +27(12) 312 0000

Fax: +27(12) 312 3114
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