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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



1¢  No. 24785 GOVERNMENT GAZETTE, 2 MAY 2003

TABLE OF CONTENTS

1 INTRODUCTION

2 DEFINITIONS AND TERMINOLOGY

21 ADVERSE DRUG REACTION

2.2 ADVERSE EVENT

2.3 SERICUS ADVERSE DRUG EVENT OR ADVERSE DRUIG REACTION
2.4 UNEXPECTED ADVERSE DRUG REACTION

25 HEALTH CARE PROFESSIONAL

28 ADVERSE DRUG REACTION REPCRT

2.7 SPONTANEOUS REPORT

2.8 REPCRTAEBLE ADVERSE REACTION — MINIMUM INFORMATION
249 PERIODIC SAFETY UPDATE REPCRTS

210 LINE LISTINGS

3 PROCEDURES FOR REPORTING

-

GENCRAL PRINCIPLES

(1)

11 Who to report 1o

312 Route of notification

313 Follow-up reports

14 Internai pharmacovigilance system

ih

Report format anc detaits

318 Overdose

Teratogenicity and congenital anomalies
Product defegts

318 Drug Inferactions

[ B

ca
._h
=

wm

130 another applizant's produst

45

ST Zonfidentiality

Lo
s
-t

Az Lack of efficacy

4 POST-REGIESTRATION ADVERSE REACTICN REPORTS
4.1 Reactions Cceurring outside South Africa
4.2 Penodic Safety Update Reports
43 Case Repens from Publisheg Scientific Literature

4.4 Reports from Post-registration Studies



STAATSKOERANT, 2 MEI 2003 MNo. 24785

11

4.5 Ongoing Pharmacovigilance Evaluation
4.6 Consurner Reporis

4.7 Reports Relating 1o Pregnancy and Breast-feeding
5 PRE-REGISTRATION ADVERSE REACTION/EVENT REPORTS

A Adverse Drug Reaction Reporting for Clinical Trials

5.2 Other Observations
53 Managing Blinded Therapy Cases
54 Medicines Used under Section 21, not within # clinical tria!
55 Protocol Design Detalls

& REFERENCES

7 APPENDICES
T4 Appendix 11 Addresses
7.2 Appendix Z: Tabulated Summary of Reporting Requirements
7.3 Appendn 3: NADEMC Repor form for suspected adverse drug reaction
T4 Appendix 4: Report form Serious Adverse Events/Reactions {SAEs)



12 No. 24785 GOVERNMENT GAZETTE, 2 MAY 2003

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
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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:



STAATSKOERANT, 2 MEI 2003 No. 24785 23

&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.
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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.



STAATSKOERANT, 2 MEI 2003 No. 24785

47

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.



52 MNu. 24785 GOVERNMENT GAZETTE, 2 MAY 2003

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
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{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.




B0 Mo 247Bo GOVERNMENT GAZETTE, 2 MAY 2003

L
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,
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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.
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‘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



98 Mo, 247BS GOVEARAMMENT GAZETTE, 2 MAY 2003

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,





