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{* Also inciuded under item 64 (f.a.a.p. = tormulation as applied for)
N.B: No wierance developed during any of the clinical studies.

9.  EVIDENCE OF BIOAVAILABILITY AND PHARMACOKINETICS OF THE
ACTIVE COMPONENT(S)

PHARMACOKINETIC PARAMETERS FOR ROSALONE (n=24)

i Peramster | Unils | Mean SEM. Range ]
| Cmax ; ugimt | 1201 425 57 3-154.0 '
: Serum-protgin binging percent % : S04 , 265 TP 271339 |
| i i
| auca-24hr | = ;
! (rapezsidal) i Lg arirl | 7318 913 178.8.285 8 :
| | I -l
| s ! 0.02 | 0.04-0.33 i
i e ! 018 i I i
| U ! 0.88 | 881235 i
ar | 1006 | | :
| Tmax f ; | 3.08 242107 I
! ! hr | 675 | i
| 24 haur arinary ; | | 1.84 519715 |
| exgretion i % of dose | B3
! Serum clearance | | 0.07 0.66-1£0 !
! mliminikg i 0.94 ‘
| Binavaiatiiity ! i ! 3967
| i % : 56 - .

{References: 10, 14
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GENERAL INFORMATION

NOT APPLICABLE TO THIS PRODUCT.

REGISTRATION STATUS IN OTHER COUNTRIES:

Countrv Date of registration
5.A 25-07-1986
LK. 10-05-1985

Australia 04-02-1985
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7.1

- . GENERAL INFORMATION

PROPOSED SCHEDULING STATUS:

S4
iSimilar compounds have been allocated to $§ by Council, in the past).

LIST OF KFY REFERENCES

17 James X, Pharmacology of esalone. Br Med J 1984; 91:640-645

21 Ew.

it Euw

4y Scottetal. Rosalone in congestive heart fajlure: a double blind triad vs. digoxin.

S Afr Mved J 1985
68: 201202

13y “Side effects and ADRs of rosalone™ — Rosepharm Labs, Report R~d 334, 1954
143 Fle.

L.

EXPEDITED REVIEW PROCESS
INTRODUCTION

Medicines Control Council may. uader certain ¢lrcumstances, (as in most other national
drug vegulatory authorities) speed up the registration process for specific medicines that
have important therapeutic benefi: and which are required urgently to deal with key
health problems. In such cases. au accelerated review system is apphed. For detailed
information refer 10 Regulation & of the Act and Guideline ofl Expedited Review
Process.

ABBREVIATED MEDICINE REVIEW PROCESS (AMRP)
INTRODUCTION

The AMRP 5 a system initiated by Council to limit the evalvation time of
pharmaceutical products registered in countries with which the Council aligns itseif,
and where the evalvation report is  readily available. The abbreviated medicine
review process is then based mainly on the expert reports on the pharmaco-
toxicological and clinical data. It should be noted thet the AMRP is an abbreviated
evaluation process and not an aboreviated application.
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GENERAL INFORMATION

7.2 TERMINOLOGY

721 Expert report an independent. objective and encompassing report on all the
r‘ele'f-':-j.m aspects in the specifie field of expertise of the reporter who s
tamjliar-acquainted with the development of the proguct.

722

Expen reviewer's report: the report of the regulatory reviewer. afier evaluation of
the data submitted in support of approval for licensing.

7.3 REQUIREMENTS FOR AMRP

A Ondy aeew chemieal emities registered in are or more of the following aurthorities
with which the Council aligns irself will quaiify for AMRE. The countries fand
their autherities) are: US4, (FDAL UK (MCAY, Sweden (MPAY, Australia (TGA)
and Canada (Hezlih Canada), Evropean Union (EMEAY, and Japan.

1
s
P

The applicant must obtain the Expert Reviewers reports (which are not mare than
two years old) on safety, quality and efficacy. from an approved medicines
regulatory authonty: or request the secretariat to cbtain such reports from ihe
regulatory authorities where agreements have been signed: or from PICS member
states  and  where the mureal recognition agreements or memoranda of
understanding on exchange of evaluation reports on pharmaceusical products.
where such medicines regulatory authority from a participating nation hus
approved the medicine.

-
L]
La

The certificate of appreval of registranon of the new entty by one of the
fullewing registering authorities: FDA, MCA, Swedish MPA, Canada, Ausmgalian
TGA or EMEA.

=1
()
i .

Submit written confirmation thai the proposed packapge insert is based on the
paciage ‘nsert and the complete dossier of the licensing country.

Apart frem the approved sackage insert on which the submission is based. the
nackage msert of the other countries where registration has been approved should
be submiticd.

=l

Lad
t

Written confirmation that the data submitted to the Medicines Control Council 13
identical 1o that submirted 10 the awhority that has granied approval. Raw data of
experimentai and clinical studies should be excluded. Letter authorising MCC w
contact the relevant MRA far an evaluator’s report or assessor’s repoit.

-3
[
o

Expert reports on chemical-pharmacentical. pharmace-taxicological and clinical
documentauon.

~1
i

3

Relevant comespondence between the applicant and the registering auwthority
concerning the regisiration of the product. The negative (queries, non acceptance
of certain claims/stalemnents etc} as well as positive correspondence.
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Written confirmation that the formulation applied for is identical to that approved
by the registering authoriiv.

Applications for AMRP can only be accepted if the product hag been approved by
the said authorities, within the last three vears of their licerice in the licensing
country.

REQUIREMENTS IN RELATION TO THE EXPERT REPORTS:

All problems in the submission should be clearly identified and addressed in the
Expert report.

The Expert report should address all the aspects in the package insert.

A list of the kev references used in compiling the Expert Report should be
attached.

The curriculem vitae of the Expert should be included.

If the application for the registration complies with the requirements for the
AMRP systemn, it should be Jurther determined whether the Expert report reveals
all the necessary information for Council to make a considered decision on
registration. For this purpose an AMRP-SBRA should be drafted. An AMRP-
SBRA should be based on the information in the Expert report only. Furthermore,
written confirmation that the AMRP-SBRA was compiled from the Expert repon
only. should accompany the AMRP-SBRA submission.

PROPRIETARY NAME POLICY.

In terms of section 15 (3) of the medicines act

The term "PROPRIETARY NAME" is defined in the Regulations pertaining to The
Medicines and Related Substances Control Act, 1963 as follows:

"PROPRIETARY NAME. in relation to a medicine, veterinary’ or complementary
medicine and medical device. means a name -

a)  that is unique to a particular medicine, veterinary, or complementary medicine and
medical device;

b}  that is generally identifiable; and approved in respect of thar specific medicine,
veterinary, or complementary tmedicine and medical device in terms of the Act.
The Act states that a medicine, complementary medicine, veterinary medicine or
device must be registered under such name as the Council may approve.

In evaluating the safety of & medicinal product during the registration process, the
Medicines Control Council is obliged to consider whether the proposed proprietary
name of such a product could potentially pose public health and safety concerns or if it
may be misteading. The possibility of mistaking one drug for another because of
similar proprietary names can have serious consequences. Since many medication
errars are caused by look-alike and sound-alike medication names, it is evident that
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GENERAL INFORMATION

public health considerations must be paramecunt in determining whether a particular
proprietary name may be used for a medicinal product.

In order 1o enabie applivants to propose acceptable proprietary names for medicinal
products. it is essenuial that;

a)  consistent. non-arhitrary criterta are applied when reviewing the accepability of
nropased proprietary ames.

b a transparent procedure ts in place for evaluating the aceeptability of proposed
narnes.
The MCC has adopred e WHO naming policy with adaptations
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3.1

5.1.4

8.1.6

~.  GENERAL INFORMATION

SAFETY CONCERNS REGARDING PROPRIETARY NAMES

In assessing the merits of a prcposed proprietary name. the fi d fi '

‘ P proprietary . irst and forernost tssue
considered is that of patient safety. Applicants are advised to consider the foilowing
guidance bearnyg in mind the pararmount eritetion of “petential safety risk™

The proposed propristary name shoutd not convey misleading therapeutic ot
pharmaceytical connotations.

An exampie may be the use of the name “SEDINAX"™ for a product intended
to treat pain and tever containing only an analgesic or the name “PAINKID"
for a product not indicated for paediatric usc.

Stmuiarly. the name “CARDIODORONT should only be used for medicinal
products for the treatment of cardiovascuiar diseases

A propretary name may include a pharmacelogical/therapeutic connotation.
provided that it is in hine 'with the indications in the package insert. Each
application. however. will be 2zvaluated on mernit.

It is important to bear in mind the c/aims made in the package msest in refation to
the proposed name of the product. when considering the acceptability of rames,
hence the requirement of submission of package inserts in ali instances.

The use of "umbrella‘brand tvpes™ of names across products n associated
therapeutic categories generally may not pose a problem. However, when such
names are used for products in different commodity categores. the
misrepresentation of non-medicines as medicines and vice versa would be
considered unacceptable. Applicants would be responsible to include
precautionary statements of usage of these brands simultaneously so as to inform
patients of their correct usc.

The proposed proprietary name should not be misleading Wwith respect to the
composition of the product.

The proposed proprietary name should ot be liable to cause confusion in print,
handwriting ot speech with the proprietary name of another.

For example, the names “"AMYTAL" (barbiturate) and “AMITOL” (multivitamin}
could have serious safery implications if a barbiturate is supplied to a patient
instead of 2 vitamin,

When the name being applied for is identicaltoo similar to a name already
approved for another product, applicants will be advised that the proposed name is
too close to an existing name. Only if the existing product is registered will the
name be disclosed. Disputes regarding similarity of names not identified by the
Medicines Control Council at the time of registration/ change are the concern of
applicants, not the Medicines Control Council. If howevet, valid safety concerns
are identified. the applicant wil. be advised accordingly.
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8.1.10 Names which arc identizal to, or which are similar to, the names of products

previously marketed will gererally not be favourably considered regardless of
whether such products are dormant or not.

3111 it an oblection 15 raised on the basis of similanty between the proposed
proprictary name and an existing name or name raising a risk of confusion in
print. handwniting or speach. the objection will be evaluated takins into account
other potentially distinguishin, 1actors. such as: )

The pharmaceutical form
The route of administration
The indication and legal staresqcondition of supply

[

After assessing these faciors a5 a whole, a decision on whether the proposed
proprietary name poses a potential safery risk will be made.

8.2  ADDRESSING INTERNATIONAL NONPROPRIETARY NAMES® {INN)
CONCERNS IN PROPOSING PROPRIETARY NAMES

The Medicines Control Couneil subscribes to the WHO guideline in respect of the
protection of INN-stems and encourages the pharmaceutical industry to be continually
aware of this issue (Document No. “WHO/EDM/QSM/99 6™,

8.2.1 A proprietary name shoulc not contain an INN-stem (as published by the WHO),
The WHO stresses the imponance of the need 1o protect INN-stems. The
relationship of pharmacologically related substances is indicaied by using a
common slem. which in tm forms part of the INN Name, The orderly
development of geaerte nomenclawre could be hindered if these stems are not
protected. The sentiments of the WHO in this regard are shared by MCC. and are
taken into consideration when considering propriefary names.

321 For example. "-ac” is an INN-stem for ant-inflammatory agents of the ibufanac
group. and a proprietary name ending with "ac” would not be acceptable
regardless of the active ingredient. which it contains. The reasons are protection
ot the stem and confusion. which could arise if the product does not contain an
anti-intlammatory agent of the ibufenac group

%22 A proprietary name commencing with, or containing "ac" in another position
within the name could. however, be considered.

313 The derivation of proprietary names from INN Names. ie., generic names is
discouraged. as this practice could lead 1o confusion. For example, the choice of
the name “METAPERAMIDE" for a product containing loperamide, could cause
confusion that the product contains another loperamide-type compound.

324 If & propristary name is deqived from a generic name. it should not be similar to

the generic name. ihereby leading 1o comfusion. For example. the name
"TRIMAZOLE" could be interpreted as being an anuprotozoal of the
metronidazole group. an antifungal of the miconazele group or a brand of co-
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trimoxazole even though the name does not contain an INN-stem for anv of these
groups,

In the case of single component generic medicines, applicams are encouraged to
market their producis under the complete generic name followed or preceded by
thetr company name. acronym or other distinguishing feature.

Exceprions may be considered for the antiretrovirals if these have besn previously
approved by 1 recognized Regulatory Authority and are accompanicd by a
motivation.

OTHER CONCERNS REGARDING PROPRIETARY NAMES

The issue of whether a particutlar proprictary name may constitute an infringemen
of another entin’s intellec.uai property rights cannot be one of the Medicines
Conurol Council's concerns and is therefore not taken inte account during
considerativn of the acceptabil. » of a propesed proprietary name.

The proprietary name shouid preferably consist of only one word and should
avaid qualification by {ertars or numbers. The use of short gualifications/
abbreviations that do nov carry an established and relevant meaning s
unacceptable. Promotional qualifications/abbreviations’ manufacturer’s codes are
alsg unacceptabic.  However. if other gqualifications/ abbreviations are to be
imcluded, appropriate justifization should be provided (e.g. For msulin mixtures
the proprietary name could be followed by a number or letier represeniing the
fast-acting component of the mixture).

The use of descriptive abbrowviations may also be acceptable if there is a need 1
distinguish differant voutes of administration for the same medicinal product: ¢.g.
TV intravenous. TV intramuscular, $C: subeutaneous.

A proprietary name should not convey any promotional message with respect 10
the use of the product.

Lse of capitals in proprictary names should reflect the proposed/approved
irademark registration.

For a medicinal product containing a prodrug, a ditferent proprietary name to that
containing the parent active substance 1s required,

In the case of a switch from “prescription™ o “non-prescription” status for limired
indications oniv. a new proprictary name should be chosen for the descheduled
product,

Anv phrase that implies superiority, including use of animal species associated
with speed or strength. or implies superiority aver other praducts is not allowed.

The meaning of abbreviations. symbols. numerals and names, which are tn a
language other than Engiish must be explained in the covenng letter
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accomparying an application. With regard to phrases which ocour in rthe
proprietdsy names of produets. and which are not English, applicants are requested
e submit to the  Medicines  Control  Council, repltable
mterpretations tanslativr siexplanations of the virases in question, In relation to
the claims mude for the product: .2 the intended use theret.

A0 Propoietary names will onbv be evaluated as part of a new application tar

TEZISTIBNON oI Fppication for change. Reguest for evaiuation or accepiability of
possihle proprictary names prior o submiting 1 formal application will net be
procassed.

; ! : R e A ' : i
E N PTeprear uuves sumal be ceserved oy aepcabions that have not vel besn

suhmiltad.

A2 Current policy will ot be applicabie o line extensions of older products unless a

valid safzrv xspect has come o the fore. in which case the applicant wili be
advised accordingiv,

[

A Dist of names that are regarded s potentiaily misleading is avaiiable an requast.
Narnes which siav iead o oseifliagoosis o sonditions cequring professional
diagnosis or names muplving effeacy that cannot be subsianniated for the active
ngredient(sy are ingluded on this st

8.3.14 Legisiation detzmmines that the name under which & medicine is regisiered shall be

unigue.  The mpogance of this reguirement cannot he over-emphasised,
particularly when developing a range of produess. Each strength andfor dosage
fOrm requires i uniaue name. Applicants should examine all available resouress o
astebizh that pomes e onig.e. Modhatens should accompany applicaticns
wherz relevant .o lustiey the use of an idemtical or very similar name which
appears 1a Martindale other reference bovk for a product not conlaining the same
ingredient sy and which mev be on the marker elsewhere,

LAy

As with all registration matters, applicants always Lhave the opporunity ta submit
comments in the event ot a ditference o opinion. Such comment will be
torwvarded o Council for consideration.

MANUFACTURING REQUIREMENTS

Onlv medicines maruticirad, packed and quality comeesled o sites compliant with the
principies of GMP 1Goed Manutfacturing Practice) will be considered ror registration.
With the amrendment 1o the Medicines Act {erfective 2 May 20033 all South Alrican
manufacturers must de ficensed under Secticn 22C of the Medicines and Related
Substances Contra! Act (962

The aim of these licensing requircinents and standards is to protect public health by
ensuring that medicines meet defined standards ot quality and are manufactured in
conditions that are clean and tree of contaminants.
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SAMPLES

The Medicines and Related Substances Control Act, 1963 require that all medicine
applications for regisration include a sample of a unit pack proposed for use in South
Africa.

GLUIDELINES FOR GOOD MANUFACTURING PRACTICE

Certilication in relation to the Goed Manufacturing Prectice of the overseas
manufacturer is required for apalications for registraiion of imported medicines.
However. the Medicines Comrrol Couneil can request thal the overseas sites of
manulacture te inspected jor compliance with GMP before registration of the medicine
Is approved.

Appitcations for regisiration of medicines manufactured in South Africa must meet the
requirements that are set out ir the guide: Good Manufacturing Practice for
Medicines in Sourh Africa.

REQUIREMENTS FOR COMPLETION OF AN APPLICATION FOR
REGISTRATION DOSSIER.

Administrative Data {MRF 1 front page)

Details as per application form must be compieted.

]

i1

(i

"Business address™ in relauorn 10 a business that is carried on in the Republic of South
Africa. means the full physical address of the premises where such business is
cenducted.

“Proprietary name” means the name that is unique to a particular medicine and by
which 1t 15 generally identified and which, irr the case of a registered medicine. is the
name approved in terms of section 24 {8} in respect of such medicine. (Refer to section
4.8 of these guldelines.) It should be noted that medicines which are not identical in
composinon or sirength are not regarded as the same medicine {refer to guidelines
section 3.4%

Dasage form: Select the most appropriate dosage form from this list, when completing
the administrative data. This dosage form will also be retlected on the regisiration
certificate. For the purpose of the package insert application may be made to give more
dezailed deseription of the dosage form e.g. chew tablet, slow rclease tablet e1c.
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Bloed bag Gigmisle Passarjes
Bomne cement Cranules Plasier
Beads G Pads
Capsuies Impiam Pawder
Cleansing bar Infuzton (parenteraly Shampoo
Cuombinmion o dosage forms mhajer Soap

Core [jection Soluion
Cord Insen Spongs
Cream [nira-utering device Sprav
Cardioplegic soiution lam Stert

“hip (denin) Leaves Stick
Decoztion L Suppesiton:
Dhaivsaia Lotion Suspenzien
Ditwenr erinjecnion Lelienge Swab
Densal maerial Lump Syrup
Dressing Mauthwash Tabiet
Dircos Miasul innaier Tampean
Elisir Masal spray Tincture
Finudsion il Toothpasie
Erema Lintmert Towsalene
Foaur vy Transdermsl therageutic system
a5 Puste Yagmal ring
[ Patler Wafer

Descriptive name of biclogical medicine e.g. viral vaccine, viral antiserum,
bacterial vaceine. hacterial antiserum. allergen, immunoglobulin or biood preduct,
as given in a recognised pharmacopoeia or where such name does not exist, a
name determined by the MCC.

The name and “ull physical address. including the country, of the manufacturer/s.
packer’s. final product testing laboratory/ies  (FPRC) and final product release
responsibility (FPRR].

Pharmacological classification. Refer to Act 101 amended, Reg.

The appiicant must fiil Section C of the front page of the lMRF I when an
application for registration of & medicine has already heen submitted.

The responsible person filling in the form should provide his'her e-mail address
and/or a_central company e-mait address (if avatlable}.

CPRR should be the halder of the cerificate of registration or _Lhe person {a
pharmacist) with appropriate knowledge of all aspects of the medicine and in full
time emplovinent of the hotdzr +f the certificate.
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ATTACHMENT A

Pre-Screening check list

Product name_ Carrpany__
- Compliance to admin criteria YES T NO
Box size (Ad box; . | '|
| Numper of boxas received B B

Is the box clearly labeled, on the side, to specify the (
content with a colour sticker, indicating route? (red =
scresning green = post screening §

|
Fthe dossier correctly bound? (No arc fever fiies, no l
ring binderst .

is 2ach Pari of the daossier properly indicated by

|
tabbing arcording to the cover letter 7 |
-

=ttt -

Is 2ach Pari of the dossier proparly indexed 7 |
s each page of the dossier numbered 7 |
Is sample present in an envelope? 1
15 a BMF (bach manufacturing fite) document '
included 7 l
Is the Cheque for the screening fee sutmitted in a ‘
senarate envelope? )
|s the approval letter reqarding the "fast track” status r ]
included? |
[ Is the completed screening form included? R

Iif any NO's return as incomplete immed ately

Signature: Date: __ Official Stamp
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MEDICINES CONTROL COUNCIL

OEPARTRENT OF HEALTH
Wrunh D i

MEDICINES CONTROL COUNCIL

ST )

'APPLICATION FOR REGISTRATION OF A MEDICINE

ADMINISTRATIVE DATA

APPLICATION NUMBER

J\

A. PARTICULARS OF PROSPECTIVE HOLDER OF THE CERTIFICATE OF
REGISTRATION

BT e e e e e - e

Business address smmmmmmmmme e e e -- --- S

Postal address: —mme e e -

| Telephone NO ! —mm e e e e e

B B mmmmmmeemmeeaae -- -

(T T ———— S et

Site Master File Number: ~mmmmemmemeccemas —mn -- —-- —

Authorised person/appiicant to commaunicate with regulatory authority an hehalf of the
holder of the certificate of registration

INBHIE - e rr e w e e e e e

Business Address: cesmmm e m s e e e

Telephone NO: —ma oo e e e

K N, T e e e

E-mail: - oo e e -

fAttach lester of auitlorisation signed by the Managing Director)
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B. PARTICULARS OF MEDICINE =~

S ——

—— o

Proprietary Name - =-eeree e o e —

Pharmacological Classification: -~-r-rerrmrmmrr e e
Dosage form: - - - - ———

Dosage unit:--- - - - mmamane wmmmmas A
Active pharmaceutical ingredient(s) and strength(s) per dosage unit:

[ ——— - - e

Descriptive name of Biological medieife =mmmm=mm s
Route of administration:—- - e

Pharmacological ¢lassifICation: sa—=s—vemmerermmmm e e - -
Manufacnrar: seee-somam oo eaan - m-memmmmmnmnen e

Business address:--semmae--- - e mmmmmmmm——m e ———_————————

Site Master File reference number:----- - ———-

Packer: mmsmmmmmm e e e - R

Business address; -—--- e rm———

Site Master File reference numbet:----- am-

Final product release cantrol {(FPRCY.- - — R

Business address: -——--n- - e ——— ———

Site Master File reference number;

Final product releasc responsibility (FPRR)r—-rermmemem e e e
Business address: —

Site Master File number:-—----- - -

The undersigmed herebv declares that all the information herein and in the
PARTS hereto are carrvect and true and are relevant to this particolar medicine.

Signature of Managing Director/ Authorised person
Name in block letters Date of application

Designation Date of current amendment (Post-registration only)
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MRF 1
C. UPDATE HISTORY (For Post-registration only)
LETTER DATE OF i SUMMARISED DETAILS I DATE OF APPROVAL BY
APPLICATION FOR OF AMENDMENT | COUNCIL
AMENDMENT |

i
!
I
!
[ :
I
|
i
|
1
]
I

Guideline references:
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TECHNICAL DATA

PART 1 A {i) SCIENTIFIC PACKAGE INSERT
(HUMAN MEDICINES)

The under-mentioned information with regard to this medicing shall appear on the scientific
package insert. The infarmation shail be presented in the formar stipulated: Provided that the
Councii may authorise any deviation from such information or such formart {refer o Reguiztion

9.
1. Scheduling stalus
2. Proprietary name and dosage form
1 Compositicn
4, Pharmacological classification
5. Pharmacological action
{Pharmacockinetics, pharmacodynamics and summary of clinical studies, where applicable)
6. Indications
i Contra-indications
B Wamings
9 Interactions
10 Pregnamcy and lactation
11. Dasage and directions for use
12. Side effects and special precautions
13 EKnown symptoms of overdusage ang particulars of its treatment g
14. ldentification
15. Presentation
16. Storage instructions
17. Registration number
18. Name and bosiness addreess of the holder of the cenificate of registration

19, Date of publication of the package insert
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PART 1 A {jii)  SCIENTIFIC PACKAGE INSERT
(VETERINARY MEDICINES)

The under-mentioned information with regard to this medicine shall appear on the scientific
package insert. The information shall be presented in the format stipulated: Pravided that the
Council may zuthorise any deviation from such information or such format {(refer 1o Regulation

40).
1. The words “Veterinary Medicine”
2. Scheduling status
3. Proprietary name and dosage form
4. Scheduling siatus
5. Dosage form
6. Composition
7. Pharmacological ciassificarion

8. Pharmacclogical action
Pharmacokingtics and pharmacodynamics

9. Indications

10. Contra-indications

11. Wamings or withdrawal pericd in the case of food-producing animals
12. Dosage and directions for use including age and species dosage

13, Side effects and speciai precautions for use per species

14. Known signs of overdosage and particulars of its treatment per species
13. Conditions of registration

6. Idemification

17. Presentation

18. Storage instructions

19. Registration number

20. Name and business address of the holder of the certificate of registration

21. Date of publication of the package insert
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- MRF |

—

PART 1B PATIENT INFORMATION LEAFLET

The under-mentioned information with regard to this medicine shall appear on the patient
informarion leaflet. The information shall be presented in the format stipulated, provided that

the Council may authorise any deviation from sach information or such format {refer to
Regulation 10)

1.

2.

L3

1.

11.

12,

13,

Scheduling Status

Proprietary name and dosage form

Composition of the medicine. that is, what this medicine contains
Approved indication and use, that is. what this medicine is used for
Instruction before taking the medicipe (refer to the Guidetines)
Instructions on hew to take the medicine {refer to the Guideiines)
Side effects (refer o the Guidelines)

Storage ard disposal information (rafer i the Guidelines)
Presentation

Identification

Registration number

Name and business address of the holder of the certificate of regisiration

Date of publication of the Patient [nformation Leaf]et
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MEYF 1
PART1C SPECIMEN OF THE LABEL

A specimen of the immediate container label and, if applicable, the outer label shall be
inciuded here. This shall conform to Regulation B in the case of human medicine, or

Regulation 48 in the case of veterinary medicine.
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PART 1D FOREIGN REGISTRATION

aj

MRF 1

A list of countries in which an application has been lodged and the status of these
apptications shall be furnished, detailing approvals, deferrals, withdrawals and
r2jeclions.

If the medicine has been registered in another country, the conditions of registration
and proof thereof shall be furrished. If registered in the European Union, Australia,
United Kingdom, United States of America, Canada, The Netherlands, Sweden and
Japan, the approved package insert (data sheer) shall be provided (All documents
must be submitted in English).

Name and business address of the manufacturer, packer and testing laboratory. where
applicable,

Details of any negative decision by any recognised Regulatory Authority shali be
provided,
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PART 2A (i}

MRF 1
ACTIVE PHARMACEUTICAL INGREDIENT

(DEVELOPMENT CHEMISTRY AND

al The namets). structural formulae. empincal formulae, molecular mass, selubility and

CHARACTERISATION)

storage requirements are as follows:

f) Stability data and shelf-life of active pharmaceutical ingredient

. I s '
International I Structural Solubility Storage J Shelf-life
Nenproprietary formula, requirements E {and re-test
Narne {INN) or empirical | period)
aporoved name formula,
and chemical molecular mass

| Aame ; Il

; |

I I

bi The active pharmaceutical ingredients are obtained {from the following sources:
Narne and business address of the manufacturerts)

¢ Active Pharmaceutical lagredient File {APIF) or DMF igpen part) or certificate of
suitabiity {CEP?

d) Certificate of analysis of two batches

2 Preof of shvsical and chemical 2quivalance fmore thon ore manufacturer)
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PART 2A (ii)PRIMARY PRODUCTION LOT/BATCH

MRF 1

(BIOLOGICAL MEDICINES)

DESCRIPTION OF THE PREPARATION AND PRODUCTION OF THE
PRIMARY PRODUCTION LOT.

a) Name and address of the manufacturing facility in which production of the
primary productiosn lot takes place,

b} The complete description of the preparation and manufacturing process of the
primary production or bulk lot, the tests carried out on the product and the
stages at which such tests are carried out to confinm the integrity of the
product must be submitted.

SPECIFICATIONS OF RAW MATERIALS USED IN THE PRIMARY
PRODUCTION LOT.

The following are the specifications that apply to the raw maserials used in the
primary preduction or bulk lot of a biological medicine. including the tities of
the tests and the limits and criteria of acceptance of each parameter contained
in the specification. (Where the test mentioned comesponds 10 2 recognised
pharmacopoeia, the source shall be mentioned):

TESTS CARRIED OUT ON RAW MATERIALS IN THE PRIMARY
PRODUCTION LOT AND THE LABORATORIES

The following is a complete description of the tests carried out on all the raw

materials used in the primary production or bulk lot, specifying the name and
address of the laboratory(ies) in which such tests are carried out.

-
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MRF 1
PART 2 B (i) FORMULATION

FORMULATION OF THE FINAL DOSAGE FORM FOR PHARMACEUTICAL
MEDICINES
FORMULATION OF THE FINAL FILLING LOT/BATCH FOR BICQLOGICAL
MEDICINES

a) Below is a schedule of the names and quantities of each active and Inactive ingredient
contained in a dosage unit. Where no desage unit exists, other suitable unit of mass or
volume of the medicine may be used and these shall conform 1o the relevan:
particulars in the package insert and on the label with regard to the active
phammaceutical ingredients.

b The purposets) of sach inactive ingredient in the formulation shall be specified,
including that of -aw materials used n manufaciuring, but which Jre not present in the
final nroduct.

Approved name CGuantity per Active or inactive Purpose of
dosage unir® : inactive

e

*mg per tab/capsloz/supp or mg or ml per specified volume ar mass of product

c) Potency calculations, A statement o the effect that the actual quantity of the aciive
pharmaceuticai ingredient will depend on the potency shall be included.

d) Composition of inactive ingredients in combination, mixtures, etc,
e} Overages and justification for their inciusion.
fi Toxicity level per dosage unit must be indicated for all solvenns and for other

ingredients when required by Council, Levels must be indicated as per “USP DI” or
“Martindale”, or "The Complete Drug Reference”, or other specified reference.
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PART 2B (i) FORMULATION OF THE RECONSTITUTING

MRF I

LIQUID FOR THE FINAL FILLING LOT FOR

BIOLOGICAL MEDICINES
a) Below is a schedule of the names and quantities of each ingredient contained in the
diluent.
b} The purpose of cach ingredient in the formulation shail be specified, including that of
raw materials used in the composition, but which are not present in the diluent.
|
Approved name or chemical Quantity Purpose !
|
|

name of constifuent
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MRF ]
PART 2C  SPECIFICATIONS AND CONTROL PROCEDURES
FOR RAW MATERJALS
a) Pharmacopoeial ingredients.
Raw Materiai Specii:'_:i;nions f Limits | Additional Tests fe.g.
Pharmacopceial '| ! particle sizel
reference® i !

Active I‘ i
: i !
: Inactive f ' |
! : _ !
] | | |

#The latest edition of the pharmacopeeia is implied, unless otherwise specified and justified.

(b} Non-pharmacopoeial ingredienis.

Specifications Limits

Raw Material ‘ In-house control i
|

progedures |

|
Inactive

|

Active i
|
|
|

c) The applicant must comply with and confirm the following requirements in the
application:

{i] Identification and assay of the active raw material, irrespecrive of the
possession of a cenificate of analysis from the supplier.

{ii) Identification of the inactive raw material, irrespective of the possession of a
certificate of analysis frem the supplier.

(iis}  Perform any other wests not Included in a valid certificate of analysis.

d) The frequency of testing of water, where applicable, must be included
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- MRF 1
PART 2D CONTAINER AND PACKAGING MATERIAL
a} DESCRIPTION OF CONTAINERS
{i} Immediate container, including any patient-ready packs, closure, wadding,
desiceant {type of material and dimensions, including sketches),
(ii) Cuter container (lype of material of container).

{uid Bulk container (type of material of container).

{iv} Application and administrative sets (type of material and dimensions

including sketches).

1] SPECIFICATIONS AND LIMITS FOR PACKAGING MATERIALS

Specification Limit

Name of manufacturer/packer of the
final product

Indicate those tests performed by the supplier of the packaging material,

¢} DESCRIPTION OF CONTROL PROCEDURES PERFORMED BY

MANUFACTURER/PACKER OF FINAL PRODUCT

d) PACK SIZES
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MRF |
PART 2 E MANUFACTURING PROCEDURES

MANUFACTURING PROCEDURES OF FINAL PRODUCT {PHARMACEUTICAL
MEDICINES)

FINAL FILLING LOT AND DILUENT (BIOLOGICAL MEDICINES)
al INSPECTION FLOW DIAGRAM:
b) MANUFACTURING PROCEDURES:

{i) Batch Manufacturing Formulals) and Batch Sizeis)

{ii) Copy of the Barch/Master Manutacturing document for a real barch. A
comprehensive flow diagram or a deseription of the manufacturing procedures
detailing the various stages of manufacturing. Indicate the type of equipment,
sieve gsizes (um), duration of ireatment, temperature, light and humidity
conditions, machine settings {e.g. rotation speed or rpm), etc. The frequency of
all in-process control tests {analytical, microbiological, and physicai) shall be
shown in the flow diagram or specified in the description.

¢ PACKAGING PROCEDIURES:

Copy of the Barch/Master Packaging document or a comprehensive flow
diagram cor a description of the packaging procedures detailing the various
stages of packaging and labeling. Indicate the type of squipment used in the
packaging process. The in-process tests, the frequency of testing and cortro]
procedures carriad out during the packaging process shail be included.

d} MANUTACTURING PROCESS VALIDATION PROTGCOL:;

The process validation protocol is as follows:

003B2083—0D
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- MRF 1
PART 2F FINISHED PRODUCT (PHARMACEUTICAL)

FINAL FILLING LOT & DILUENT (BIOLOGICAL)}

a) SPECIFICATIONS AND LIMITS
List specifications and hmits for the following, if applicable;
{ii {n-process controi
(11 Final preduct conrrol
{iti)  Stability tests
{in  Manipulated final product

Specificaticns i Limits

(See guideline on Stability for specifications to be considered for sach dosage form).

b} TABLE OF TESTS TO BE PERFORMED

TITLE OF SPECIFICATION

FPRC
q
FPRC responsible for wesis | Identification
after tmportation Assay
FPRR Appearance of dosage form
Coniainer

Package Insert

Label

Batch No.

Expiry date.
Certificate of Analysis

Batch release documents

c) CONTROL PROCEDURES

Description of the control procedures for zll the specifications in section (a) must be
inctuded

d} CERTIFICATE OF ANALYSIS OF THE FINAL PRODUCT

e VALIDATION
Validation data for all quantitative assay methods must be included.
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MRF |
PART2G STABILITY DATA FOR THE FINISHED PRODUCT

a)  STABILITY PROGRAMME
Describe the stability programme to be followed and include, the following:

(i) Conditions (termperaere, humidicy)

(it} Time points of determination, e.g. 0, 3, §, 9 months, etc.

tisl)  Specifications to be determined

{iv)  Frequency of stability testing on future batches (Refer to WHO and ¢cGMP
stabiliry testing guidelines.)

{v} Stability test control procedures

b) PRESENTATION COF STABILITY DATA

| Product Name: ! Packaging (material and pack sizes):

| Barch No.: . Storage conditicns:

| Batch Size: ] Name of manufacturer: X
i Date of Manufacture: : Source of active pharmaceutical ingredient:

| Date of commencement of staibility study: j,
! T Time intervals {Months) J:
- Spectfication | Limit | 0 o+ 3 6 | 9 12 1 24

DR

c} DISCUSSION AND CONCLUSION OF SHELF-LIFE FOR EACH TYPE OF
CONTAINER
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- MRF 1
PART 2 H PHARMACEUTICAL DEVELOPMENT
al Highlight and motivate any differences in formulaton andfor method of
manufacturing of the different batches used in stability, bioequivalence and clinicai
studies,
b) Pharmaceutical Expert Report
i) Active Pharmaceutical Ingredient(s):
il Formulaiicn:

Hi) Production/vlanufacture:

) Stabiliry:

) Conciusion of Expert Repori:

Vi) Nare, signature and dare of the responsible person:
vii)  Reference list used in the compilation of the report:



STAATSKQOERANT, 2 MEI 2003 MNo. 24785 341

MRF 1
PART 21 EXPERTISE AND PREMISES USED FOR

MANUFACTURING OF BIOLOGICAL MEDICINES

1. DETAILS RELATING TO THE PREMISES WHERE PRIMARY
PRODUCTION IS UNDERTAKEN AND THE STAFF INVOLVED
IN THE PRODUCTION AND TESTING OF BIOLOGICAL MEDICINES.

a) Description of the premises where all procedures involved in the preparation
of the primary production or bulk batch is carried gut. {A floor pian must be
included):

b Details of oiher purposes for which the premises are used:

¢ Names, gualifications and field and duration of experience of the persons

responsible for the manufaciure, testing and release of the biological medicine,
in the form of the primary production or bulk lot and the final contamners ready
for sale:

2. NAME AND ADDRESS OF FACILITY WHERFE THE IMPORTED FINAL
FILLING LOT 18 STORED
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- - MRF |
PART 3 BIOEQUIVALENCE STUDIES FOR PROOF OF
EFFICACY '
a) STATE THE PURPOSE OF THE STUDY
{i} As comparison of formulation ¢ be marketed versus formulation used in
clinical trials, or
(i} As proof of efficacy for a generic application, or
(it} As proof of efficacy of new formuliation {formulation change)
(b}  REFERENCE PRODUCT USED
(i} Clinical trial formutation
fil) Tnngvator product
{iiiy  Current formulation {for change of formuiation)
The foilowing must be indicated:
! % Reference product Formulation applied for

Name of product

Batch no

Holder of certificate of
registration

Country where purchased

Assay resulis

Source of AP

{c) METHOD USED
Describe the method in full, e.g. bioavailability, disselution, ete.

(d}  VALIDATION
Validation data for all quantitative assay methods shall be included.

{e) DATA

n DISCUSSION ANDP CONCLUSION
Attach documents {where applicable)
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MRF 1
PART 4 PRE-CLINICAL STUDIES
a) Pre-clinical Expert Report
b) The fellowing are Parts obtained and conclusions drawn from tests performed pre-

clinically 1o demonstrate all aspects of the toxicity of the medicine, and to prove the
safety of its use, with special reference to -

(i) acute toxicity,

i} subacute toxicity swdies;

(iti)  chronic toxicity studies;

fiv)  repraduction toxicity and teratogenicity studies:

) carcinogeniciry studies:

{vil  mutagenicity studies; or

{vii}  other tests to substantiate the safety of the medicine;
{vill}  pharmacokinetics studies:

¢l The methods and experimenral resulis of and the conclusions drawn from tesis
performed pre-clinically with reference to the efficacy of the medicine, with special
srmphasis on the rzlationship between the tests performed and the purpose for which
the medicine is or will be used, or for which it will be propagated. and further with
rezard 1o the dosage and method of 2dministration of the medicine, are as follows:

In cases where well-known active pharmaceutical ingredients are concemed, the Council
may grant exemnption from the submission of some or all of the above information.
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PART5 CLINICAL STUDIES

a)

b)

g}

Clinical Expert Report

The clinical trials performed on human velunteers and patients (target species for
veterinary medicines) with regard to the safety of the use of the medicine, with
special reference 1o the particular dosage, routes of administration used and the
side-effects observed, are as follows:

Farticulars of clinical trials conducted to establish the efficacy of the use of the
medicine are as follows:

Experimental derasls and results of the siudies performed to establish the
correlation between the applicable biood and other suitable physiologicai laveis
and the pharmacniogical action claimed for the madicine are as follows:

Perindic Safery Updare Report for medicines for human use

Veterinary medicines: Residue studies and withdrawal period

In cases where well-knawn active pharmaceutical ingredients are concerned, the Councit
may grant exemption from the submission of seme or all of the above information.
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Guide to complete clinical trials application,
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‘ MEZHCINES CONTRCL ZDUNCEHL

SEPARTMENT OF HELLTH
Sappaite o T g

oA

- GUIDE TO COMPLETE CLINICAL
 TRIALS APPLICATION FORMS.

I

This document has been prepared 1o serve as a reconmmendation to applicants wishing to
submit applications for the conduct of clinical trials. 1t represents the Medicines Control

| Council s current thinking on the safety, quality and efficacy of medicines. It is not intended as
| an exclusive approach. Council reserves the right to request for any additional information to

I establish the safety, quality and efficacy of a medicine and may make amendments in keeping

jziGISTRAR OF MEDICINES

MS. M.P. MATSOSO
DATE: 29 fy. 7003

Version: MCCZ003/1
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TO ALL APPLICANTS

GUIDE TO COMPLETING CLINICAL TRIALS APPLICATION
FORMS.

The following attached documents should be used to assist vou in completing clinical mals
application forms.

t A Guide o completing clinical trials application {CTA).

2 B Dectaration by Principal Investigator.

3 C Provisional Declaration by Co-and or Sub-lovesugators and other statf involved ina
clinical ral.

4, o Declaration v Reglonal Monitar

3 E Joint Declaration by Sponsor (or representative) and Principal Investigator {or
National Principal Tnvestigator) concerning sufficient funds to complete study.

) v Standardized wording to be added 1o PlLs

I £ MCC Format for CVs ot Individuais Participaiing in the Conduct of Clinical Trials in

South Africa.

A, SOUTH AFRICA: CLINICAL TRIATS APPLICATION

Guide to completing Clinical Trials Application {CTA)
[Version MCC/2005/1]

The purpose of the CTA 13 to assist members of the Clinical Trials Committee 1o determine the
answers to the following questions:

» Does this proposed trial contribute to new knowledge in a scientific way?
& Are all aspects of this proposed trial cthical?

& Can patient safety be assured?

& Should this trial be Jone in SA? %

The application is divided inw three sections.

Section 1: A checklist of required documentation. (If the documentation is incomplete, the
application will not be further processed.)

Section 2: Administrative and Supplemeniary Details.

Section 3: Applicant’s Report / Fresentation

Section 1: Use the checklist 1o ensure that all the necessary documentation has been collated.

The ethics approvat can be submitted later — but a copy of the letter of application for an ethics
commiree to assess the proposed clinical trial must be included.

If the insurance certificate 15 not specific to the particular protocol, ensure that there is an
accompanying lener stating that the insurance does cover this particular protocoi.
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TO ALL APPLICANTS

GUIDE TO COMPLETING CLINICAL TRIALS APPLICATION
FORMS.

The tollowing attached decuments should be used to assist you in completing clinical trials
appiication forms.

1 A Guide ‘0 completing clinical tzials application (CTA).
2 B Declaration by Principal Investigator.
3 € Provisional Declaration by Co-and or Sub-favestiguters and other staff involved ina

clinical trial.
3. D Declaranion by Regional Monitor
E Joint Declaration by Sponsar {or representative) and Principal Invesugator (or
National Principal Investigator) concerning sufficient funds 1o complete study.
B F Standardized wording to be added to PILs
7. G MCC Format for CVs of Individuals Participating ir the Conduct of Clinical Trials in
South Africa

LA

A, SOUTH AFRICA: CLINICAL TRIALS APPLICATION

Guide to completing Clintesl Tnals Application (CTA)
Version MCC/2003/1]

The purpose of the CTA is to assist members of the Clinical Trials Committee o determine the
answers to the following questions:

+ Does this proposed trial contribute to new knowledge in a scientific wav?
¢ Are all aspects of this proposed trial ethical?

& Can patient safety be assured?

» Should this trial be done in SA”

The appiication is divided into three sections.

Section I: A cheeklist of required documentation. (If the documeniation is incomplete, the
application will not be further processed.)

Section 2: Administrative and Supplementary Details.

Section 3: Applicant’s Report / Presentation

Section 1: Use the checklist to ensure that all the necessary documentation has been collated,

The ethics approval can be submirted fater — but a copy of the letter of application for an ethics
committee to assess the proposed clinical trial must be included.

if the insurance certificate is not specific to the particular protocol, ensure that there is an
accompanying letter stating that the insurance does cover this particular protocol.
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List the files submined electronically and thetr fomnat(s). Ensure that all required documentation is
available electronically. This does not include electronic copies of insurance certificate, CVs,
declarations, certificates of analysis, ethics approval, recruitment advertisetnents, etc. Ensure that it
is possible for the reviewer ¢ "copy and paste’ from the electronic documents should this be
necessary. [Note: If complete information is provided in Section 3 without any inconsisiencies or
discrepancies between it and the information in the protecol, the investigator's brochure or other
documentation, this should not be necessary. |

Sectiop 2: Should be sejf-cxplanatory,

Section 5: Applicants are advised 1o compiete this as a report / presentation as if they were
reviewing the proposed trial. Apart from the required information about the trial ftself. the question
*why” should be asked vonstantly and the answers provided in the form of a rationale or
justitication. The reviewers will read all the documentation provided, wiil double-check the
accuracy of the information provided in this section. and will raise unsatstactoriiy addressed issues
or unarswered Jquestions, Their recommendation o the CTC S MCC will be based on their abifity to
answer the four questions above after reading ail the documentation and the applicant’s report /
presentation.

frem 1. Check that the title is accurate and speciiic {e.g. 1f a drug being tested is actually an
adjuctive treatment. this should be stated in the title). Make sure that no component is left gut of the
title — ez, "phase’

Irem 3. Mlake sure that the rationale for doing the study s clear. It could be the next logical
component in a series of studies (e.g. phase 1 following phase I or I trial). It could be to test
dirferent delivery mechanisms. [t could be a ‘marketing study’. Try 1o make sure the answer to the
question " Why should this study be done at all?” Is clear and logical,

ltetn 4. Should be seif-explanatory — the important thing is to be brief without losing essential data.

Item 5. State objectives and give raticnale for each of ther. Ensure that these are scientifically
credible. Double check that each objective will in fact be “analysed’ in the statistics section — or else
guestions must be asked of sponsor / other about why the objective is included without analysis.

ltem 6. Summarise study design in one (to two} sentences then justify each component. Show that
this study desipn is the carrect scientific one to answer the stated objectives:

Item 7. Provide details of numbers of participants required and why. Justify, using data from section
2. the ability to recruit the required numbers within a ¢crtain time period.

item §. List the inclusion and exclusion criteria — and justify each of them in a sentence or a half
sentence. Pay particular attention to how these criteria may or may not confound or invalidate the
objectives of the trial. Ensure that no diserimination against certain groups takes place — o that
particular criteria are well justified. (E.g. HIV patients who have developed resistance to all
available treatments.)

Item 9. A brief summary of the actual administration of medications. If participants take certain
medications at home, ar use a patient-diary, ensure that these are described and are not confusing.
Ensure that dosage regimens are consistent with recommendations in the tnvestigator’s brochure -
e.g. dose medifications in cytotoxic thetapy.
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List the files submitted electronically and their format(s). Ensure that all required documentation is
available electronically. This does not include electronic copies of insurance cenificate, C'Vs,
deciarations, centificates of analysis, ethics approval, recruitment advertisements, ete. Ensure that it
is possibie for the reviewer to “copy and paste’ from the electronic documents shouid this be
necessarv. [Note: If cornplete information is provided in Section 3 without any inconsistencies or
discrepancies between it and the information in the protocol, the investigator’s brochure or gther
documentation, this should not be necessary ]

Section 2: Should be self-explanatory.

Section 3: Applicants are advised to complete this as a report / presentation as if they were
reviewing the proposed trial. Apart from the required information about the trial itself, the question
*why' should be asked constantly and the answers provided in the form of a rationale ar
justification. The reviewers will read ali the documentation provided, will double-check the
accuracy of the infermarion provided in this section, and will raise unsatisfactonly addressed issues
or unanswered questions. Their recommendation to the CTC 7 MCC will be based on their ability 1o
answer e four questions above afer reading all the documentation and the appitcant’s report -
presentation.

Item 1. Check that the title is accurate and specific {e.g. 1f a drug being tested is actually an
adjuctive reatment, this should be stated in the title). Make sure that no component is left out of the
fitle —e.g. “phase’.

ltem 3. Make sure that the rationale for doing the study is clear. It could be the next fogical
component in a series of swdies {e.g. phase Tl following phase I or II trial). It could be to test
different delivery mechanisms. It could be a ‘marketing study’. Try to make sure the answer to the
question *Why should this study be done at all?” 1s clear and logical.

{temn 4. Should be self-explanatory — the imponant thing is to be brief without losing essential data.

Ttem 3. State objectives and zive raticnale for cach of them. Ensure that these are scientifically
credible. Double check that each objective will in fact be “analysed’ in the statistics section - or else
questions must be asked of sponsor / other about why the objective is included without analysis.

[tem 6. Summarise study design in one (1o two) sentences then justfy sach component. Show that
this study design is the correct scientific one to answer the stated objectives.

Item 7. Provide details of numbers of participants required and why. Justify, using data from section
2, the ability 1o recruit the required numbers within a certamn time period.

ftem §. List the inclusion and exclusion eriteria — and justify each of them in a sentence or a half
sentence. Pay particular attention to how these criteria may ot may not confound or invalidate the
objectives of the trial. Ensure that no discrimination against certain groups takes place — or that
particular criteria are well justified. (E.g. HIV patients who have developed resistance 1o all
available treatments.}

[tem 9. A brief summary of the actual admimstration of medications. If participants take certain
medications at home, or use a patient-diary, ensure that these are described and are not confusing.
Ensure that dosage regimens are consistent with recommendations in the investigator’s brochure -
e,2. dose modifications in cytotoxic therapy.
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ltem 10. Clear descriptions of outcome measures. If surrogate markers are being used when the
drug is intended to decrease mortality, etc., they should be justified. Ensure that all intended
measurements necessary. Ensure that no intended measurements are likely to be of more risk 1o
participanis, than thev are likely to provide useful information,

ltem 11. Indicate how known or likely adverse events will be dealt with. Clearly describe
components requestad in Section 3,

Item 12 Ensure that 21l components are adequately addressed. Answer the gquestion, *[s this the best
stattstical approach ¢ method for the outcome measures / objectives? Clearly indicate reasons for
doing an interirn analysis or for net doing one.

liem 13. Comment on she adequacy of each of the ethics components requested in terms of the
proposed nal. Pay special attention to the Pattent Information Leaflet and the Informed Consent
process - form. Have they been properly modified for SA? Ensure that if any blood specimens are 10
he archived or kept {or zenetics research. that this is appropriately addressed in a separate consent
form. and ihat it makes the various ethical aspects of this clear.

Item 14. Any ather comments on the proposed trial - including the quality of the protocol, {e.g. well
of puorly written / structured; or does it logk like it was simply downloaded from a website?); the
extent to which the four questions {which the reviewer must answer} can be satisfactorily answered;
any other relevant information which the reviewer could take into account in making a
recommendatian 10 the CTC / MCC,

B. DECLARATION BY PRINCIPAL INVESTIGATORS

Name:
Title aof Trial:
Prolocol:

Sug:

1. [ have read and understood Ttem 1.5.5 on page 5 and Section 3 (pages 14 = 20} *Responsibility
of The Principal Investigator (PI} and Participating Investigators’ of the Clinical Trials
Guidelines of the Deparrment of Health: 2000

7. I have notified the South African regulatory authonty of any aspects of the above guidelines
with which [ do not / am unable to. comply. ([fapplicable, this may be attached to this
declaration.) '

3. I have thoroughly read, understood, and critically analysed (in terms of the South African
context) the protocol and all applicable accompanying documentation, including the

investigator’s brochure, patient information leaflet(s) and informed consent form(s).

4. 1 will conduct the trial as specified in the protocol.

Lh

To the best of my knowledge, I have the potential at the site(s) [ am cesponsible for, to recruit
the required number of suitable participants within the stipulated time period.
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6. I will not commence with the trial before written authorisations from the relevant ethics

commitiee(s) as well as the South African Medicines Control Couneil (MCC) have been
obtained.

-3

{ will obtain informed consent from all participants or if they are not legally competent, from
their legal representatives.

8 I will ensure that every participant (or other involved persons, such as relatives), shall at all
times be tredted in a dignified manner and with respect.

9, Using the broad definition of zonflict of interest below, T declare that [ have no financial or
personal relationshipis} which may inagpropriately influence me in camrving out this clinical
trial.

[Corylicr of interest wrists when un Investigaior for the invesiigators institution), has financial or

personal relationships with ather persons or organizations that mappropriately influence thias: fis

or her acrions.}*

*Modifled trom: Davidoil F. <t ol. Sponsorship. Authorship, and Accountability. {Editorialy JAMA

Volume 286 number 10 (September 12. 2001)

10. [ have* have not {delete as applicable previvusly been the principal investigator at a site
which has bean viosed due 10 failure 10 comply with Good Clinical Practice. (* Attach detaiis,)

11. ! have* / have not fdelete as appitcable) previously been involved in a trial which has been
closed as a resuit of unethical praciices. (*Aitach details)

12. I will submit all required reports within the stiputated time-frames.

Signature: Date:

Witness: Dhate:

C. PROVISIONAL DECLARATION BY CO- AND SUB-
INVESTIGATORS AND OTHER STAFF INVOLVED IN A
CLINICAL TRIAL

Name:
Title of Triai:

Pratocol:

Principal lovestizator's Name:

Site:

Designation:

13, 1 will carry out v role in the trial as specified in the protocol.
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14. 1 will not commence with my rele in the trial before written authotisations from the relevant
ethics committes(s) as well as the South African Megdhcines Control Council (MCC) have been
obrained, :

15, If applicable 1o my role in the trial, [ will ensure that informed consent has been obtained from
all participants or if they are not legally competent, from their legal representatives.

16. I will ensure that cvery participant (or other involved persons, such as relatives), shall at all
times be treated in a dignified manner and with respect,

17. Using the broad definition of conflict of interest below, | declare that [ have no financial or
personal relationship(s) which may inappropriately influence me in carrying out this clinicat
trial,

[Conflictof interest exists when an investigator (or the investigator's institution), has financial or

personal relationships with other persons or organizations thay ingppropriately influence (bias) his

ar her gotions, |*

*Modified fom: Davidotf F, et ai. Sponsorship, Authorship, and Accountability. (Editoniall JAMA

Volume 286 number 10 (September 12, 20013

18. I have not previously been involved in a trial which has been closed due to tailure to compiy
with Good Clinical Practice.

19. I will submit all required reports within the stipulated time-frames.
Signature: Date:

Witness: Date:

D. DECLARATION BY REGIONAL MONITOR

Name:

Title of Triai:
Protocol: .
Site:

20. I have read and understood [tem [.5.7 (p3) and Section 3.1 (p30-33) *The Monitor’ of the
Clinical Trials Guidelines of the Department of Health: 2000,

21. [ have notified the Scuth African regulatory authority of any aspects of the above guidelines
with which [ do not / am unable to, comply. (If applicable, this may be attached to this
declaration. )

22. I will carry out my responsibilities as specified in the trial protocel and according to the Clinical
Triads Guidelines of the Department of Health: 2000.

23. Using the broad definition of contlict of interest below, I declare that I have no financiat or
personal relationship(s) which may inappropriately influence me in carrying out this clinical
trial.



STAATSKOERANT, 2 ME) 2003 MNo. 24785 383

[Conflict of interest exists when an investigator for the investigator s institution). has Simancial or

personal relaiionships with other persons or organizations that inappropriately influence (hias) his
or her actions.1*

*Modified from: Davidoff I, et al. Sponsorship. Authorship. and Accountability. (Editorial) JAMA
Volume 286 number 10 (September 12, 2001)

24. T have* / have not (delete us applicable) previously been the monitor at a site which has been
closed due to failure to comply with Good Clinical Practice. (* Antach details.)

25. T have* / have not (dclete as applicable) previousty been invoived in a riai which has been
closed as 4 result of unethical practices, (* Atach details)

26. T will submit gl required reponts within the stupulated time-frames.
Signaiure: Date:

Witness: Date

E. JOINT DECLARATION BY SPONSOR (OR
REPRESENTATIVE) AND PRINCIPAL INVESTIGATOR (OR
NATIONAL PRINCIPAL INVESTIGATOR) CONCERNING
SUFFICIENT FUNDS TO COMPLETE STUDY*

Titje:

Protocol:

I, <full name=>, representing <sponser O represeniative)

And

I. <full name=, Principal Investigator/National Principal Investigator

Hereby declare that sufficient funds have been made available 1o complete the above-identified
study.

g igﬂfd Date

SPONSOR (or alternative)
Mame

Address

Contact details

Signed ' Dare
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ERINCIPAL INVESTIGATOR {or National PL}
Name

Address

Comtact details

*Section 4.13, page 26: Clinical Trials Guidelines 2000, Department of Health, South Africa,

F. STANDARDISED WORDING TO BE ADDED TO PATIENT
INFGRMATION LEAFLET. (PILS)

(Approved by Clinical Trials Committee on 1 5/87/2002)

I you have questions about this trial you should first discuss them with your dector or the ethics

comimittee {contact details as provided on ihis form). After vou have consulted your doctar or the
ethics committes and if they have ot provided you with answers to vour satistaction, you should
write to the South African Medicines Control Council {MCC) at;

The Registrar

SA Medicines Control Counecil
Departrnent of Health

Private Bag X828

PRETCRIA

0001

Fax: (012) 3234474

e-mail: labusa@health.gov.za

G. MCC FORMAT FOR CVS OF INDIVIDUALS PARTICIPATING
IN THE CONDUCT OQF CLINICAL TRIALS IN SOUTH
AFRICA.

Toal:
Protocol:

Designation: {(¢.g. National Principal Investigator, Investigator (Principal, Co- or sub-), Study Co-
ordinator, Reglonal Monttor, Local Monitor, Contract Research Affiliate)

1. Personal Details
Name:
Work Address:
Telephone Number:
Fax Numnber:
Cell-phone Number:
e-mai! address:
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Academic and Professtonal Qualifications

Health Professians Council of South Africa {HPCSA) registration number if applicable (ar other
health professions body registration paniculars if applicable - 2.2, Nursing Council)

Current personal medical malpractice insurance details [medical and dental practitioners)
Relevant related work expertence (brief} and current position

Participation in clinical trials research in the last three years (title, protocol number, designarion)
[If multiple trials, only list those with relevance 1o this application, or in the last year.]
Peer-reviewad publications in the past 3 years

Date of last GCP tramning {as a participont or presenter)

Any additional relevant information supporiing abilities to participate in conducting this trial,
{brieflv]

Signaturs: Date:
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MEDICINES CONTROL COUNCIL

£

MECICINES CONTRGL COUNCIL

CEPARTAEHNT OF HEALTH
Brprotih o Slndh s

I SCREENING FORM FOR APPLICATION FOR REGISTRATION
[' OF A MEDICINE

Where appropriate, abbreviations Y, N, or N/A must be used in filling out this form. The
comiment section may be used for any additional infermation or explanation.

Note: Applicants must ensure rhat the application is completed fully and accurately, presented in the
prescribed format and that all required documentation is ineluded. Each itern must be refereced to
the relevant page number of the application, where applicable

Appiictitons that are incomplete or are non-compliant in any way will be returaed as nen-compliznt.

. Prospective Holder of the Certificate of Registration:
i Product Name;

——- —

" Pate of Submision. " T T

f—

i T T + Y,N | PageNo. | MRA |
| I ar Vl‘"‘ | use 'i

~ FRONT PAGE GENERAL INFORMATION: T

i 1. Are full particulars of the prospective holder of the certificate of registration
included on the apolication Front Page? ' i
{i.e., name, business and posial addresses, telephone, fax, e-mail, i) [ J

2 1s the application signed by the Managing Director or authorised person? ;

3. is the letter of authorisation for communication an behalf of the prospective |
holder of the certificale of registration included in the application? ,

Version 2003MCC/1
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» PRODUCT INFORMATION/DOCUMENTATION
3, Please indicate the type of application using a check mark (¥} or a cross (X}
Human Medicine AMRF
Vewrerinary Medicine New Chemical Entity
Rialagical Medicine New Indication
New Dosage Form
__ Multi-source iGeneric) Medicine:
Immediate release
Controlled release
Fast Track Application

« A TECHNICAL INFORMATICGN: CLINICAL

4, Mew Chemical Entities and other appiications wich ciinical data:

4
4.1 Is the product registered Jnany odher couniry?
4

Y

.2 Hag proor of registration nf the product in other countries been submitted in
PART 1D¥

4.3 Has acopy (or copies) of the latest version of the approved package insert

registered In PART 107

oeen inclided from reguiatory suthorities with which the product is [ ]
1
1
[

4.4 Was the argduct refected for registration by any rezulatory authority?

4.5 If ves above, was rejection due o

Tt safery

L1} etficacy |
i} sarety and efficacy

(tii) other reasen (specifyl.....o.....

4.6 I3 the proposed package insert included i PART 147

4,7 Has an electronic copy of the package insert also been submirted? !

4.8 {3 wtormation in the package msen cross-referenced 1o supporting evidence in !
PART 3 andfor 1he latest edition of the standard reference books? '

4.9 Is the package insert typed in double spacing?

4.10 Dges the package insert comply with Regulation 9 or 407 ]

4.11 {5 the proposed patient information leaflst (PIL) included in PART 1B? i

412 Has an elecironic copy of the PIL also been submitted?

+.13 [5 information in the PIL cross-referenced w supponting evidence in PART 3
and/ar the latest edition of the standard reference books?

4.14 s the PIL typed in double spacing?

4,13 Does ihe PIL comply with Regulation 167

4.16 Bave pre-clinical data been submitted in PART 47

4.17 Have clintcal data been submitted in PART 37

4.18 Has residue degietion data and withdrawal iime for veterinary medicines in
food-producing animals been submitted in PART 37

4.19 Have the Clinical studies been indexed and numbered?

4.20 Have all irrelevant raw data (individual patient daral beea removed?
[ 4.21 Has either a Clinical Expert Report {CER} or an SBRA* report been
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submutted?

4.2 Are the tabies and graphs in the CER cross-referenced to the docurnemation
subrnitted?

4.23 Have all the references referred 10 in the packapge insert been included?

*Summary basis for registration application

5 Generic Applications

5.1 Have all the references referred (o in the package insert been included?

3.2 [s the proposed package insert included in Part 1AT

5.3 Has the elecironic copy of the package insert also been submirted?

3.3 Is information in the package insert cross-referenced 1o the latest editions of
the standard referencs books and the larest version of the innovator packape
insert?

3,3 s the package insert typed in double spacing and in Mack print?

5.9 Does the package insert comply with Regulation 9 or 407

 B. TECHNICAL INFORMATION: INSPECTORATE

&. Does the [abel information comply with Regulation 8 or 487

7. Is a copy of the latest inspection report (not older than 2 years) from the
Medicine Regulatory Autherity of country of origin for the manufacturer of
imported products available for inspection?

3. Is a copy of the latest GMP cznificate or copy of the apprapriate manufaciuring
license, attached (nol older than two years)?

9. Date of submission and number of prospective holder of certificate of
registration Site Master File:

[0. Provide license number and date of issue {ar halder of the cenificate of
registration;

11, Is proof of registration of the Company 45 4 pharmacy included (include copy
of certificate)?

L2, Is proof of registration of the Responsible person as 2 pharmacist included
(include copy of certificare)?

10. Is the batch manufacturing record of the sample included in Part 2E?

11. Is the CoA for the sample included?

12. Is a pernuit 10 manufacture specified Schedule 5, Schedule 6 or Schedule 7
products included?

13. Is Master documeniation for PART 2E available for inspection?

14. MANUFACTURING, TESTING AND PACKAGING FACILITIES
Please provide details by compieting the following:

License number | Date of Dare of last Local or GMP Is contract
and date of issue | submissian of inspection Foreign? Status with HCR*
SMFE & number in placa?

Manufacturer
1
2.

Packer
{
2
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Testing Lat | 1
1 [
1
: r

*Holder of cenificate of registration

o C.TECHNICAL INFORMATION: PHARMACEUTICAL & ANALYTICAL

14. General Administrative information

16,1 Tf Fast Tracking has been applied for. is ¢ copy of the approval leter atrached
o 1he sereening form?

16.2. Has :he application peen submitted in the format prescribed by MREF 17
1.3 If the applicarion 15 susmuited 1 the EU fonmat, has a separaie document
cross referencing the MEF 1 format wo the ZU fomnat been submitted?

17, Technical requirements ]

17.1 Iy 2 menvatien [or sxémelion inciuded lor PARTS not being addressed?

7.2 1s the appearance of :he samole comparable o the description yiven under !
identification in the package insert?!

{7.3 Is a specimen of the {sbel incloded 0 PART 17

i7.4 Has the sofubuity ot the APz in waler and in the solvent of choice been
guantified ih PART 2A2

1 N W SR

17.3 Has arecent tnot older than 2 vears) Cortificateds) of Analvsis {CoA) for the
API(s) besn ineludad in PART 247

| 17.6 Has the method(st o1 syathesis of ihe API{s) been submitted? J

17.7 Are saability data submitted in PART 2.4 for the API(z) in compiiance with
the guideling?
Envirenmental test conditions \ Temperature and humidiry)
s Real tine conditions
Accelerated conditions
Suability data submized | |
& Reai lime dara "monadi ears! | i
+  Accelerated data (monihs)
Stabiiity Batches
Number and wpesisizes tpreduction, piiow or experimenial) of hatches

17.8 Where mere than one manufacturer of the API is used, have zompararive |
chemical and physicai data in 1abular format been submitted e demonsirate |
equivalence?

17.% Has the comparative chemical and physical data been generated from the |
same testing iabocatory under the same condirions?

710 Do all ingrediems in the unil jormula in PART 2B correspond with those in
the batch fermula in PART 2E7

17.11 Have reasons been stated for cverages in the quantity of the active
pharrRaceutical ingredient(s) {APIs) and jor other ingredients in PART 2B

17.12 Has the potency caiculation been included for the APIis) in PART 2B?
17.13 Has the composition and, where possible, quantiries. of all auxiliary

components (1o facilitate manufaciuring and processing of the final product], such
as pH adjusters, etc. been siated separatelv?
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17.14 Have specifications and control procedures for all ingredients listed in
PART 2B been submitted in PART 207

17.15 Has the frequency of testing of water been stated in PART 207

17.16 Have cortainer specifications and control procedures been submitted in
PART 2D?

17.17 Are test results taken from the supplier's CoA clearly indicated?

17.18 Is the hatch manufacturing formulas and batch sizes included in PART 257

17.19 15 a copy of the baich documentation for 4 real bawch included in PART 2E?

17.20 {s a comprehensive flow diagram or a description af the manufacturing
nrocess, detailing the various preduction s1ages, equipment types and sizes, sieve
sizes, machine setiings, duralion of freatment, temperature, humidity, light, =tc,
mnclidea?

17.21 Is docwmentation detailing the Packaging of product (procedures, packaging
stages, equipment ¢ypes. and conditions of ‘emperature, humidity, light, ete.)
included in PART 2E?

17.22 Has a flow diagram for the Packaging procedures been included?

{7.23 Has 2 manuracruring vaiidation pratocol been included in PART 2E?

17.24 Have specifications and control procedures for final preduct been submited
in PART 2F7

17.25 Has assay methoed validaion data been submiued in PART 2F?

17.26 Are all the analytical and non-anaiytical release criteria and tests indicated
in PART 2F?

17.27 Are stability data submitted in PART 2G in compliance with the guideline?
Environmerual tesi conditions {Temperzture and humidity)

% Real time conditions

< Accelerated conditions

Stabality data submizied

<+ Real time data {months fvears)

% Accelerated data {monthsj

Statality Batches

< Number and types/sizes (production, pilot or experimental} of batches

17.28 Have details of the container, batch number, batch size, dare of manufacture
of the batch and storage conditions been reflected on the data sheet?

17.29 Have all the stability specification parameiers listed in PART 2F been
inciuded in the stability dawa presented in PART 2G7

17.30 {a). Have stability data been derived with API sourced from the a.
manufacwrer dentified in PART 247

(b). If not, have additional stability data derived from the source being applied for
been submitted?

17.31 (a), Have stability data been derived from the product packed in packaging | 4.
material detailed in PART 213?

bk If not, have additional stability data derived from the product packed in b.

containers being appiled for been submined?
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17.32. Has validation data for the assay method (pharmacopoetai and or different
to that in PART 2F} used in the stability testing been submitted

17.33 Have complete pharmaceutical development data been submited in PART
ZH?

17.34 Has an expert pharrmiaceutical report been submitted in PART 2H?
17.35 Have detaiis of expertise and the premises used in Part 21 been
included? {
18. Generic Medicines: Proof of efficacy (PART 3)

18.1 Is proot of safety and efficacy based an a bicequivalence study (r vive} or
ate claims made on the basis of /e witra data oniy?

18.2 Have all the components of ihe biostaudy been submiited including:
a. Date and place of study:

b. The Protcecl

Evidence of ethical approval

. Assay data validation plus representative chromatograms

. Investigator credentials

£, Monitor's report

3. Auditor's repori?

b

R R

fe )
powoE
g

-
[

- o
el

G Ao
M3 S ok

[ 18,3 Was the hiostudy performed using the innovator product currentiy registered
i and pracured In South Africa?

18,4 [f not, {a) has comparative data 1o demoenstrate equivalence of the reference | a
product 1o the S.A. regsiered tnnovaner product been submirted?
{b) has the origin of the reference product and name of manufacturer b.
together with the address of the manufacturing site been stated?.

UR]
——— g e —— e —

18.53 If 2 biowaiver is requested, have motivation and justification with
supporting data been included, i.¢, compararive in virro dissolution data '
comparing the test and reference products in three dissolution media, pH's
1.2, 4.5and 6.87 !

18.6 If a biowaiver is requested for different strengths of the product, are the
different stirangths proportionally formulated?

18.7 Have full details of each formulation strength been included with this I
application?

18.8 Were the different strengths manufactured by the same manufacturer, 4t the
same site, from APMs) sourced from the same manufacturer?

18.9 Does your product meet the acceptance criteria for Cmax and AUC as
preseribed in the Guidelines?

18.10 Have appropriate quantitative methods been used (o confirm in vizro !
similarity/differences and are the appropriate data included with this
application? { i.e. similarity (fy) and difference {fy) factors)?

18.11 Have full details of each formulation strength been included with
this apphication?
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Destruction of Schedule &

MEDICINES CONTROL COUNCIL

d - .,l'
MEDICINES CONTROL COUNCIL

GUIDELINES FOR THE DESTRUCTION OF
SCHEDULE 5
MEDICINES AND SUBSTANCES

QEPAK TMERT OF HEALTH
Fepm i Yca

This document has been prepared to serve as a recommendation 1o applicants wishing to destray anv Schecule §
medicines and! or substances, Tt is not intended as an exclusive approach. Cauncil reserves the right to request for
| any additional information to establish the safe destruction of any Schedule 5 medicine and 7 ar substancas.
L

REGISTRAR OF MEDICINES
MS. M.P. MATSOS0
DATE: 29 ,/r.,a / 2003

Version 200371
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Destruction of Schedule 3

INDEX

Scope of the guidelines

Destruction authonzed by an [nspector

Procedure for written authcrization of destruction from the

Medicines Regulatory Authority

Application for authorized destruction

General

Method of Destruction
Fotent or large quaniities of medicines and supsiances
Smalt quantities

Schedule b Register

Legal reporting requirements



364 No. 24785 GOVERNMENT GAZETTE, 2 MAY 2003

— Destruction of Schedule §

1 SCOPE OF THE GUIDELINES

These guidelines should be read in conjunction with the Medicines and Related
Substances Control Act (Act 101 of 1865}, and its supporting Regulations.

As these guidelines are constantly evolving due to harmanisation initiatives as well as
due fo new scientific developments, applicants are advised 1o always consult the latest
information available. The Medicines Control Council endeavours to keep abreast of
such developments and to keep its application requirements and evaluation procedures
and policies in line with "hest internationat practice”.

The destruction of Schedule 5 medicines and substances may only take place in
accordance with the Medicines and Related Substances Controt Act [Act 101 of 1965}

2 DESTRUCTION AUTHORISED BY AN INSPECTOR

The destruction of Schedule 5 medicines and substances that have been entered into a
register, may take place under the supervision of an inspector designated in terms of
Section 40({1) of the Act, an officer of the SAPS or other person autharised in terms of
the legislation to supervise this action.

2.1 All destruction must take ptace in accordance with local municipal regulations
regarding the disposal of chemical or medicinal waste. The applicant {person
requesting destruction) may be requested to prove that the method of destruction is

in accordance with such regulations.

2.2 All medicines or substances must be destroved in stich a manner that does not
allow recovery.

2.3 The inspector must, on behalf of the Medicines Regulatory Authority (MRA}, provide
a certificate of destruction and in the case of an officer of the SAPS, a case number
must be provided which must be kept with the register for a period of 5 years.

2 4All quantities destroyed must be indicated in the relevant regis;ier on the date of
destruction and signed by the applicant, indicating the reference to the destruction

cettificate or case number.

3 PROCEDURE FOR WRITTEN AUTHORISATION OF DESTRUCTION FROM THE
MEDICINES REGULATORY AUTHORITY:

The MRA may authorise the destruction of Schedule 5 medicines or substances in
writing, without the presence of an inspectoer, if 2 pharmaceutical company or other
institution in question, has sufficient persannel, procedures and capacity to follow the

procedure described below.
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Destruction of Scheduie 5

4. APPLICATION FOR AUTHORISED DESTRICTION

4 1The Applicant must request permission for destruction of specific quantities of the
medicines or substances in guestion in writing.

4.2 The request will indicate -

a the name af each medicine or substance to be destroyed,

& the exact quantities and batch numbers (if applicabie) of the medicines or
substances to be desiroyed.

s the reason for the destruction and

» the names of the two pharmacists who will witness the destruction as
reguired ov the procedure. The MRA may consider a deviation from the
requirement of two pharmacists in excaptional cases only. Thig will
depend on the maotivaticn supplied and on aiternative arrangements ¢

chtain sufficiant conirol.

4.3 The MRA will authorise the destruction of the medicines or substances in queastion
in writing, specifying the quantities indicated in the request, provided that the following
nrecadure be folicwed:

5 GENERAL

5.1 Destruction may oniy :ake place after the written authorisation from the MRA has
been received.

5.2 Al destruction must take place in accordance with the local municipal regulations
regarding the disposal of chemical or medicinai waste. The applicant may be
requested to prove that the method of destruction is in accordance with such
regulations.

5.3 Ajl medicines and substances must be destrovad in such @ manner that prevents
their recovery,

5.4 The destruction must be properly documented:
» Al quantities destroyed must be indicated in the relevant registers and
signed by the witnesses requirad in the oracedure. {See registers below)
» Destruction gertificates (where applicabie) and the letter of authorisation
must be referenced in. ar attached to the relevant Schedule 5 register and
retained for the same period of time as the register itself. {5 years)

6. METHCGD CF DESTRUCTION

6.1 Potent or large quantities of medicines and substances

68.1.1 Depending on the municipal reguiations regarding the disposai of chemical or
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medlcrngl waste, Ithe applicant may choose aiv appropriate method of destruction
such as incineration or destruction by a reliable contractor who specialises in
waste disposal.

612 If acontractor Is not used (eg. incineration),two pharmacists employed by the
applicant must witness the removal and destructionof the correct quantities of
the medicines or substances authorised for destruction, regardless of the where
destruction will take place.

6.1.3 In the case of a contractor, where destruction does not take place at the
premises of the applicant. and a certificate of destruction will beprovided, two
pharmacists employed by the applicant must witness the removal from the
stock of the correct quantities of the medicines or substances authorised for
destruction and at leastone of the pharmacist should accompany the goods to
the place of destruction, to withass that these have actually been destroyed or
disposed of in such a2 manner that precludes thelr recovery.

8.1.4 !nthe case of a contractor, & valid cerificate of destruction must be obtainad.

§.2 Small quantities

521 Small amounts of medicines or substances may be destroyed on he premisas
where these are kept. Appropriate methods must be used which are unlikely
io cause any adverse health or environmental consequences, must be in
accordance with local municipal regulatons ang will not allow the drugs to be
readily recovered. Two pharmacists employed by the company must withess
the removal from stock and the destruction of the correct quantities of each

medicine or substance.

7 SCHEDULE 5 REGISTER

7.1 The quantities of any medicines or substances destroyed must be entered into the
register on the date of destruction. .

7.2The inscription in the register must be signed by the two pharmacists empioyed by
the company, who witnessed their removal from stock desineticn. The Managing
Director must co-sign, unless the Managing Director was one of the pharmacists

involved with the removal and destruction.

7 3 The letter of authorisation and the destruction certificate (if applicable) must be
referenced in or attachad 1o the schedule 5 register and retained for a period of &

years.

8 LEGAL REPORTING REQUIREMENTS
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8.1 if the amount of substance destroyed according to any method above, is more than

« 1 miiligram for potent narcotic drugs (fentanyl, sufentanil, alfentanii, etc.).

e more than 1 gram for all other narcotic drugs or

+« more than 1 Xilogram for any psychotropic substance,
the base amount of each substance destrayed must be indicated on the annuai
returne of specified Schedute 5 substances in terms of Regulation 29 of the
Medicines and Related Substances Control Act {Act 101 of 1965), relating to the
year in which the destruction took place.
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Destruction of Scheduls 6

MEDICINES CONTROL COUNCIL

MEDICINES CONTROL COUNCIL

Heoulkis. o

DEFARTPENT UF HEALTH
Seoukia Tk R

GUIDELINES FOR THE DESTRUCTION OF
SCHEDUILE 6
MEDICINES AND SUBSTANCES

medicines and’ or substances. Tt s not intended as an exclusive approach. Council reserves the right to request for

This document has begt prepared 10 serve as a recommendation to applicants wishing o destroy any Schedule &
any additional information 1o establish the sate destructjon of any Schedule & medicine and / or substances.

A
REGISTRAR OF MEDICINES
MS. ML.P. MATSOS0

DATE: lﬁ)/;% _/'?_O(JB

Yersion 2341
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6.1
6.2

Destruction of Schedule §
INDEX
Scope of the guidelines
Destruction authorized by an Inspector
Procedure for written authorization of destruction from the
Medicines Regulatory Authority
Apvplication for authorized destruction
General
Method of Destruction
Potant or large quantities of medicines and substances
Small quaniities
Schedule 6 Register

Legal reporting requirements
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— Destruction of Schedule 6

1 SCOPE OF THE GUIDELINES

These guidelines should be read in conjunction with the Medicines and Related
Substances Control Act (Act 101 of 1965), and its suppanring Regulations,

As these guidelines are constantly evolving due to harmenisation initiatives as well as
due to new scientific developmeants, applicants are advised to always consult the latest
informaticn available. The Medicines Cantrol Council endeavaurs to keep abreast of
such developments and to keep its application requirements and evaluation procedures
and policies in line with “best international practice”.

The destruction of Schedule medicines and substances may only take piace in
accordance with the Medicines and Related Substances Control Act (Act 101 of 1965)

2 DESTRUCTION AUTHCRISED BY AN INSPECTOR

The destruction of Schedule 8 medicines and substances that have been entered into a
register, may take place under the supenvision of an inspector designated in terms of
Section 40{1) of the Act, an officer of the SAPS or other person authorised in terms of
the legislation {o supervise this action.

2.1 All destruction must take place in accordance with local municipal regulaticns
regarding the disposal of chemicai or medicinal waste. The appiicant (person
requesting destruction) may be requesied to prove that the method of destruction is
in accardance with such regulations.

2.2 All medicines or substances must be destroyed in such a manner that does not
allow recavery.

2.3The inspector must, an behalf of the Medicines Regulatory Authority (MRA), provide
a gertificate of destruction and in the case of an officer of the SAPS, a case number
must be provided which must be kept with the register for a period of 5 years.

2 4 All quantities destroyed must be indicated in the relevant register on the date of
destruction and signed by the applicant, indicating the reference to the destruction
certificate or case number.

3 PROCEDURE FOR WRITTEN AUTHORISATION OF DESTRUCTION FROM THE
MEDICINES REGULATORY AUTHORITY:

The MRA may authaorise the destruction of Schedule dmedicines or substances in
writing, without the presence of an inspector, if a pnarmacauticat company or cther
institution in question, has sufficient personnel, procedures and capacity to follow the
procedure described beiow.
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4. APPLICATION FOR AUTHORISED DESTRIETION

4.1The Applicant must request permission for destruction of specific quantities of the
medicines or substances in question in writing.

4.2 The reguest will indicate -

» the name of each medicine or substance to be destroyed,

» the exact quantities and batch numbers (if applicabie) of the medicines or
substances o be desiroved,

» the reason for the desiruction and

« the names of the two pharmacists who wilt witness the destruction as
required by the procedure. The MRA may consider a deviation from the
requirement of two pharmacists in exceptional cases anly. This will

depend on the motivaticn supplied and on alternative arrangements ic
obtain sufficient contret

4.3 The MRA will authorise the destruction of the medicines or substances in question
in writing, specifying the quantities indicated in the request, provided that the following
procedure be followed:

5 GENERAL

5.1 Destruction may only take place after the written authorisation from the MRA has
been received.

5.2 Al destruction must take placa in accordance with the local municipal regulations
regarding the disposal of chemical or medicinal waste. The applicant may be
reguested to prove that the method of destruction is in accordance with such
reguiations.

5.3 Ail medicines and substances must be destroyed in such a manner that prevents
thelr recovery,

5.4 The destruction must be properly documented:
+ Al quantities destroyed must be indicated in the relevant registers and
signed by the witnesses required in the procedure. (See registers below)
« Destruction certificates (where applicable) and the letter of authorisation
must be referenced in, or attached to the relevant Scheduleé register and
retained for the same pericd of time as the register itself. (5 years)

6, METHOD OF DESTRUCTION

6.1 Potent or large quantities of medicines and substances

6.1.1 Depending on the municipal regulations regarding the disposal of chemical or



372 No. 24785 COVERNMENT GAZETTE, 2 MAY 2003

-
- Destructian of Schedule 6

medicinal waste, the applicant may choose an appropriate method of destructicn
such as incineration or destruction by a reliabie contractor wheo specialises in
wasie disposal.

€.1.2 Ifa contractar is not used (eg. incineration) two pharmacists employed by the
applicant must witness the removal and destructionof the correct quantities of
the medicines or substances authorised for destruction, regardiess of the where
testruction will take nlacs.

6.1.3 Inthe case of a contractor, where destruction does not take place at the
premises of the applicant, and a certificate of destruction will beprovided, twe
pharmacists empicyed by the applicant must witness ithe removai from the
stock of the correct quantities of the medicines or substances authorised ior
destruction and at least ene of the pharmacist shouid accompany the 500ds to
the place of destruction. [0 witness that 'hese nave aclually been destroved or
cisposed of in such a manner that praciudes their recovery.

8.1.4 Inthe case of a contractor, a valid certificate of destruction must be obtainad.

6.2 Small quantities

6.2.1 Small amounts of medicines or substances may be destroyed on the premises
where these are kept. Appropriate methods must be used which are unlikely
to cause any adverse health or environmental consequences, musi be in
accordance with local municipal reguiatons and will not allow the drugs to be
readily recovered. Two pharmacists employed by the company must witness
the removal from stock and the destruction of the correct guantities of each
medicine or substance,

7 SCHEDULE 6 REGISTER

7.1The guantities of any medicines or substances destroyed must be entered into the
register on the date of destruction.

7.2 The inscription in the register must be signed by the two pharmacists empioyed by
the company, who witnessed thair removal from steck destriction. The Managing
Director must co-sign, uniess the Managing Direcior was one af the pharmacists
involved with the removal and destruction.

7.3 The letter of authorisation and the destruction certificate (if applicable) must be
referenced in ar attached to the schedule 8 register and retained for a period of 5

years.

8 LEGAL REPORTING REQUIREMENTS
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Destruction of Schedule 6
8.1 1f the amount of substance destroyed according to any method above, is more than
+ 1 milligram for potent narcotic drugs {fentanyl, sufentanil, aifentanil, etc ),
s mare than 1 gram for all other narcotic drugs or
o more than 1 kilogram for any psychotropic substance,
the base amount of sach substance destroyed must be indicated on the annual
returns of Schedule 8 substances in terms of Regulation 29 of trhe Madicines and

Related Substances Cortrol Act (Act 101 of 1965}, relating to the year in which
tha destruction took place.
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TO ALL APPLICANTS

APPLICATION TO CONDUCT A CLINICAL TRIAL

The following are the requirements when submitting a clinical trial applicarion.

Covering letter.

I
2 Cover sheet.
£ Checklist.
4. Completed Application form.
5. All documents to be submitted in duplicare with two electronic copies.
a. Additional 25 copies of the application form itself must be submined.
7 Protocol
3. Patient fnformation {eatlet and Informed consent form
3. Standardized MCC contact detaiis/wording to be added to PILs,
10. lovestigators Brochure/Package insert.
11. Signad tnvestigator{s) CV{s) in MCC CVs format.
12, Signed Declaration by Principal investigator(s).
13 Signed joint declaration by Sponsor/National Principal investigator.
14, Signed Provisional declaration by Co- or Sub-investigators
3. Signed Declaration by regional monitcr
6. Indemnity and Insurance Certificate and/or
17. Proof of Malpractice insurance of trialisi(s).
18. Ethics committee(s) approval or
19. Copy of letter submitied 10 Ethics commitize(s).
20. Disketies 10 be submitted in word.

21. Financial deciaration
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SOUTH AFRICA : CLINICAL TRIAL APPLICATION

SECTION | - CHECK-LIST OF REQUIRED DOCUMENTATION

T be completed by Applicants for alf Clinical Trials

COVER SHEET

Study Title:

Protocol No:

Version No: Date of Protocol:
Study Drug:

MCC Ref number (if applicabiej:

MCC Ref numbet{s) of comparator drug(s) {if applicable):
MCC Ref number{s) of concomitant drug(s) {if applicabie}:

Date(s) MCT approval of previous protocol(s):

Sponsor:
Applicant:

Contact Person:

Address:

Telephone Number: Fax Number:
Cell Number:

E-mail address:

. Tracking No:

To e completed by MCC

Date ariginal application received:

Proposed Clinical Trials Committee Meeting Date if applicable:

Signature: Date:

T ACKNOWLEDGEMENT OF RECEIPT OF CTA {Contact details to be completed by the

applicant). Whole cover sheet to be faxed to applicant once details in block above are
campleted.

|
F
|

Contact Details: Name : Fax No.:
Receipt of new application is hereby ackncwledged. Date:

Signature (of MCC recipient): ' Name:
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CHECKLIST
Applicant's MCC
check list double-check
] COVERING LETTER C
[J FULLY COMPLETED APPLICATION (SECTIONS 1-3} ]
[J PROTOCOL (INCLUDING RELEVANT GUESTIONNAIRES ETC ) 7
[] PATIENT INFORMATION LEAFLET(S) AND INFORMED CONSENT(S) [
1 INVESTIGATORS BROCHURE AND / OR ALL PACKAGE INSERT{s) [_

]

INVESTIGATOR’S CV¥(s) IN MCC FORMAT

[]

] SIGNED DECLARATION(s) BY INVESTIGATOR(s) [
[  REGIONAL MCNITCR'S CV AND DECLARATION N
"]  CERTIFICATE{S) OF ANALYSIS (May be submitted with ethics %

approvai lefter}
(] INSURANCE CERTIFICATE 3
AND iF NECESSARY:
[] LETTER ENDORSING GENERIC INSURANCE CERTIFICATE )
7] ETHICS APPROVAL
OR !
M COPY OF LETTER APPLYING FOR ETHICS COMMITTEE APPRCVAL
7] COPY/NES OF RECRUITMENT ADVERTISMENT(s) {IF APPLICABLE; i
(] FINANCIAL DECLARATION {SPONSOR AND NATICNAL Pi) =

Electronic versions of the application form (Sections 1 -3}, the protocol, the
investigator’s brochure andior other relevant documents:

] LABELLED DISKETTE/CD-ROM (MSWORD OR RICH TEXT FORMAT) ||
List of files submitted on diskette/CD-ROM:

NB: DO NOT SUBMIT THE APPLICATION IF
DOCUMENTATION IS INCOMPLETE: IT WILL NOT BE
PROCESSED
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Declaration by applicant: —

We, the undersigned have submitted all requested and reguired documentation, and
have disclosed all information which may influence the approvai of this application.

We, the undersigned, agree to ensure that if the above-said clinical triai is approved,
it will be conducted according to the submitted protocol and South African legai,
ethical and regulatory requirements.

Appilicant (focal contact) Date

National Principal tnvestigator / Date
National Co-grdinator /
Other (state designation)
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SECTION 2 — ADMINISTRATIVE AND SUPPLEMENTARY DETAILS

Title:
Protocol Number/identification:
Date of protocol {initialfinal):

-

Part 1: CONTACT DETAILS (NAME/ADDRESS/ TEL/CELL/FAX/E-MAIL)
1.1 Applicant: (as in Section 1}

1.2 Sponsor: (as in Section 1)

1.3 if no sponsor — person cr organisation initiating, managing, and / or funding the
clinical trial;

1.4 Local Contact Perscn for correspondence:

1.2 Naficnal Principal Investigator/Coordinator: {or equivalent person)
1.8 international Principal Investigator: {if applicable)

1.7 Regional Monitor: (as in Section 1)

Part 2: DETAILS OF INVESTIGATIONAL PRODUCT(g)

2.1 Name(s) and details of investigational product(s) to be used in trial:
iFormulation(s) and strengthis) (e.g. 10 mg/m10ml amp.}] Include MCC registration
number and date of reqgistration if applicabie.

2.2 Name(s) and details (as above) of comparator products) and MCG registration
number{s) and date(s) of registration if appiicable: {Ensure package inserts or
complete pharmacological inforration been included (Section 1} ]

2.3 Name(s) and details {as above) of cancomitant medication(s) including rescue
medications which are required in the protecol, and MCC registration number(s) if
applicable: [Ensure package inserts or compiete pharmacological information has
been included with application {Section 1).]

2.4 Estimated Quantity of Trial Material (each drug detailed separately} for which
exemption wili be required:

2.5 If any of the above drugs are avaitable in South Africa, give an explanation for not
using what is available in Scuth Afnca:

2.6 Details of receiving of drugs from supplier, storage, dispensing, packaging of
drugs:

2.7 Date MCC registration applied for — or envisaged date of application for tria
medication. Explain if registration is not envisaged:

2.8 Registration status of entity, for the indication to be tested in this trial, in cther
countries; (i.e. Country: date registered / date applied for / date registration refused /
date registration withdrawn by applicant / date registration cancelled by regulatory
authority) [Attach 25 an appendix if necessary.}

Part 3: DETAILS OF TRIIALIST(s] AND SITE(s)
2.1 Details of Investigator(s): [designation, title: {L.e. principal investigators /
investigators) Include Name/Address/Tel/Cell/Fax/E-Mail]
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3.2 Current wc_srk—_load of investigator(s): (NUmber of-studies currently undertaken by
trialist(s) as principal andfor co- or sub-investigator, and the total number of patients

re_presented by these studies. Time-commitments of researcher{s) in relation to
clinical tnal work and non-trial work.)

Recommended format for response:

Investigator (Name and
designatian):

Total number of current
studies (all stages) on
specified date

|
|
| umber | Date

Total number of patients /  Number - Date
participants for which ' |
respensibie on specified !

date ‘ | ,

_ESTIMATED TIME PER WEEK [168 hours dencminator] | Hours "% ;

Cinical trigis Clirical work {patient ] i

! | contact} | |

' | Administrative work f !

: I i

“Organisation (Practica] | Cimical work | B
university / employer) i i

| Agministrative work !

| Teaching " Preparation / evaluation

|
!
! Lectures { tutorials
i

|
|
| Writing up work for '
_publicaticn / presentation

|
| Reading / sourcing | l.
i information (e.d. intaernet 1
| searches) ;

l Cther (specify)

3.3 Detarfls of Site{s) (Name of site, physicai address, contact details, contact person,
etc.)

3.4 Capacity of Site(s): (Number of staff, names, qualifications, experience --
including study co-ordinators, site facilities, emergency facilities, other relevant
infrastructure)}

Part 4: PARTICIPANTS (SUBJECTS)
4.1 Mumber of participants in South Africa:

4.2 Total worldwide:

4.3 Total enroliment in each SA centre: (if competitive enrcliment, state rminimum and
maximum number per site.)’

4 4 Volunteer base from which Scuth African participants will be drawn:



STAATSKOEHRANT, 2 ME] 2003 Mo. 24785

381

4.5‘Retmspectfue data indicating patential of each site to recruit required number of
patients within envisaged duration of trial. (SA Guidelines 2000, Item 3.3, p15) [May
be attached. Label clearly as 'Section 2 ltem 4.5

Part 5: OTHER DETAILS

3.1 f the trial is to be conducted in SA and not in the host country of the applicant /
sponsor, provide an explanaticn:

§.2 Estimated duration of trigl:

5.3 Ngme other Regulatory Autharities fo which applications f¢ do this trial have been
submitted, but approval has not yet been granted. Include date{s) of application:

5.4 Name other Reguiatory Authorities which have approved this trial, date(s) of
aperoval and number of sites per country:

2.5 If applicabie, name other Ragulatcry Authaorities or Sthics Committeas which
have rejecied this wial and give reasons for rejection;

S8 If applicable, details of and reasons fer this trial having been halted at any stage
by other Regulatory Authorities:

5.7 Detalls if this trial is neing undertaken in SADC, any other country in Aftica, or
any country where there is no regulatery control of clinical trials:

5.8 Previous studies using *his agent which have been approved by MCC,

MCC approval number:

Study title:

Protocol number:

Date of appraval:

National Pl / Princical Investigator:
Date(s) Progress report{s):

Date Final report:

5.9 If any substudies are propesed as part of this protocot, indicate whether or not
they will also be done in South Africa. If not, piease explain.

Part 6: ETHICS
6.1 Ethics Committea responsible for each site, date of approval or date of
application:

6.2 Attach copy of response(s) made by, andfor conditions required by ethies
committee(s) if available Ensure that date of EC response is legibie.

6.3 State which Good Clinical Practice (GCP} guidelines are being foilowed.
(Particular reference to the South African guidelines required):

6.4 Details of capacity building component of the trial, if any:

6.5 Details of the training of investigatars, monitors, study co-ordinators in terms of
carrying out this trial and in terms of GCP:

6.6 Detailed safety and monitering plan far each site: [May be attached. Label as
‘Section 2 ltem 6.8')

6.7 Detalls of trial insurance certificate: {e.g. title, protocol, dates, policy #, amount}

6.8 Details of possibie conflict of interest of any person{s)/organisation(s) whaofwhich
will be involved in the triai:
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6.9 Remuneration to be received in SA Rands: {investigators) {Trial participants)
(Others) Indicate broad breakdown of costs to be covered by this amount — if
applicable. [Note: the CTC recommends a minimum compensation of R50.00 per visit
for participants travel and incidenta! expenses ]

Reviewer s commenis on Sective 2;
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SECTION 3 - APPLICANT'S REPORT { PRESENTATION
[Please use Black 12 point Arial Font, using MSWord or rich text format {rtf) for
electronic version]

1. Title:
CTC Reviewer s comment:
2. Protocol Numberfidentification:

3. Rationale for study summarised: (Why shouid this frial be done at ai?) Include
statement about South African cantribution, if any. to the deveiopment of this
protecol.

CTC Revieweer 5 commoens:

4. Background wiormation (summatised - essential points that apply to this trial) [1-
2 sentences max for each peint]:

Disease [ problem

South African context {e.g. local epidemiology)

Properties of Drug / Eniity; hypotheses about mechanism of action, etc.

Pre-clinical findings: (e.g. laboratory / animal / toxicity / mutagenicity)

Ciinicat findings (e.5 phases: PK; PD; dese-finding: ADRs, NNT/NNE, other
Systematic review(s} and/or citations per year-group on a Medline search

CTC Reviewer s comment.

5. Objectives of study {clearly listed and justified)

CTC Reviewer s comment:

6. Study design {clearly described and 2ach component justified)
[includes phase, use of placebo, dosages, randomisaticn, blinding, duration, etc.]

CTC Revigwer 5 comment:

7. Participants: {(number of participants; abiity to enroll required number within stated
fime)

T Reviewer s comment:

8 Eligibility and enrciiment. (inciusion and exclusion criteria listed and justified)

CTC Reviewer's commen!;

9. Treatment modalities and regimens, drug accountability [clearly explained and
justified for all participant groupsiarms e.g. in terms of route of administration, dose,
etc. Drug accountability clearty described ]

OTC Reviewer 's comment;

10. Quicome measurements/variables {each clearly stated and justified)
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CTC Reviewer's comment. —

11 Adyerse events (prevention, definitions — including causality assignment,
recording, reporting, time-lines, action to be taken, al clearly described)

CTC Reviewer s conunent:

12 Statistical measures:
Determination of sampie size correct, clear and justified {(with and/or without

stratification)

Statistical method(s} and analysis of quantitative measures appropriate, clear and
justified

Stat\irstigal methad(s) and analysis of qualtative measures appropriate, clear and
justifie

Data processing (how, where, when, who) clearly described and justified. If a SA
person will be invoived in data processing, please identify that person
Interim analysis envisaged of not (justify) and stopping rules if applicable {explain)

CTC Reviewer's comment:;

13. Ethical tssues: justification of "Section 2 part 6’ including:

» Explanation of which GCP guidelines are or are not being followed — with
particular reference to the South African guidelines

« Comment on cheice of invesiigators (refer 1o point C of intraduction, page 2 SA
Clinical Trials Guidelines 2000)

+ Comment an need for, appropriateness of, and relevance of GCP training /

updating / for staff involved in this trial

Comment on capacity building element of trial

Comment on resources of sites and sponsor

Comment on monitors and monitoring plan

indicate how additional staff {(monitors, pharmacists, nursing staff, etc.) will

maintain patient confidentiality, follow the protocol, and abide by ethical and

regulatory requirements

Comment on insurance and indemnity measures

+ Comment on Patient Information Leaflet and Informed Caonsent (NB. inclusion of
ABP1 guidelines; appropriate level of education/English, possible benefits / risks
clear; ensuring patient rights; contact names and numbers, as well as MCC
details, included)

» Comment on availability and completeness of separate PlLs and informed
consent forms for any proposed archiving of biood specimens for later research or
for genetics research.

Comment on ethics of the publication policy

+« Comment on treatment and/or management of participants and thelr disease
condition(s} after completion of trial

» Comment on ethics committee capacity to monitor site if not a local ethics
committee

« Provide an expianation if minimum recommended compensation for participants is
not being provided.

T Reviewer s comment:
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14, Other relevant information not included above

&.g. Are references adequate and dates of references current?

Are there discrepancies between protocol and 1B or package inserts? Are there
specific explanation{s) for these discrepancies?

Are the explanations for not following the SA 'GCP guidelines’ acceptable?
Other comments on this trial.

CTC Reviewer 's comment:

Eor atfice use:

CTC Reviewer s questions and concerns to be considered and/or forwarded to applicant;
CTC Reviewer's recommendation:

Declaration of conflict of interests by CTC reviewer:

CTC recommendation idate); 1A, 18.2,3, 4,5

MCC decision fdare):
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RECALLS

MEDICINES CONTROL COUNCIL

C

MEDICINES CONTRQL COUNTIL

CQEFPARTMENT OF HEALTH
Fapetlsid af dimiby Afrca

This document has heen prepared to serve as a recomrmendation to applicants regarding the recalls
of medicines, and the Medicines Control Council’s current thinking on the safety, quality and
efficacy of medicines. Council reserves the right to request for any additional informateon to
establish the safety, quality and efficacy of a medicine and may make amendments in keeping with
the knowledge which is current at the time of consideration of data which has been submited
regarding any recalls. The MCC is committed to ensure that all medicines that are registered are of
the required quality, safety and efficacy. It is important f{or applicants to adhere to these
reguirements. ’

{

1

GISTRAR OF MEDICINES
MS. M.P. MATSOSO
DATE: 29[ [2003

Version 2003MCCH
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L

- RECALLS
GUIDELINES FOR RECALL/WITHDRAWAIL OF MEDICINES

1. INTRODUCTION

The guidelines for recalliwithdrawal of medicines is the result of an agreement between the
holder of the certificate of registrarion/parallel importer of the medicine and the Department
of Health: (Medicines Contral Council) (MCC) in South Africa. 15 purpose is to define the
action to be taken by the Cluster: Medicines Regulatory Affairs: Directorate: Inspectorate and
Law Enforcement and the holder of the certificate of regisiration /parallel importer of the
medicine, when medicines for reasons refating to their safety, quality and efficacy are to be
removed from the market.

The Registrar of Medicines, the Director and Deputy Director: Inspectorate ad Law
Entorcement and the Medicines Control Officer(s) are responsible for recall/ withdrawal, and
will monitor closely the =ffectiveness ot the holder of the registration certificaie/parallel
importer’s recall actions and provide a scientific, technical and operational advice.

Each holder of a cerificate of registration certificate{HCR }/paralle! importer should advice
the Medicines Regulatory Affairs (MCC) ot the names, after hours and telephone numbers of
two persons who have authority to discuss and, if necessary, implement a recall.

These guidelines serve 1o remind the holder of a certificate of registration/parallel irﬁportcr
that the Medicines Control Council expects them 10 tuke full responsibility for medicines
recalls. including follow-up checks to ensure that the recalls are successful.

Most recalls are conducred on voluntary basis. The MCC can recall medicines when
registration thereof has been cancelled, or when medicines are sold illegally in South Africa.
If the recalling performance is deemed inadequate the MCC is prepared to take appropriate
actions to remove the product from sale or use,

2. DEFINITIONS

Recall-means the removal of a specific batch/batches of a medicinal proguct from the market
for reasons relating to deficiencies in the quality, safety or efficacy.

Withdrawal-means the total withdrawal of a medicinal product from the market

Medicine-means any substance or mixture of substances used or purporting to be suitable for
use or manufactured or sold for use in-
(a) the diagnosis, treatment, mitigation, modification or prevention of disease, abnormal
physical or mental state or the symptoms thereof in man: or
{b) restoring, correcting or modifying any somatic or psychic ar organic function in man,
and includes any veterinary medicine
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arallel importation- means the importation into the Republic of a medicine protected under

patent §ndf0r registered in the Republic that has been put onto the market outside the
Repubiic by or with the consent of such patent holder.

Parafffrf :'m:norrer- means a persen who parallei imports a medicine into the Republic on
authority of a permit issued in terms of regulation 7(3) of the Medicines and Related
Substances Contro] Act, 101 of 1963,

Halder of a certificaie of registration-means a person in whose name a regisration
certificate has been granted and who is responsible for all aspects of the medicine, inciuding
quality and safery and compliance with conditions of registration

Stock recovery-means a firm’s removal or correction of a product that has been released for
sai¢ and has not vet been despatched or has not left the direct control of the helder of a
cenificate of registrationiparallel importer (Refer regulation 43(1) of the Medicines and
Related Substances Control Act. Act 101 of 1963)

3. PROVISIONS OF THE ACT

3.1 Section 19 {1) of the Medicines and Related Subslances Controi Act. Act 101 of 1963,
Act 101 of 1963 —Na person shail seil any medicine unless it complies with the prescribed
requirements. Any persan who contravenes provision of this sub-section shail be guilty of an
offence.

3.2 Regulasion 43(1-Every medicine shall comply with the standards and specifications
which were furnished to the Council on the form presctibed by regulation 22 and which
have been accepted by the Council with regard to such medicine.

4. NOTIFICATION/ANITIATION OF THE RECALL

The recall of a medicine can be initiated as a result of reports referred to the holder of 2
certificate of registration/parallel importer or Medicines Regulatory Affairs (MBRA)MCC)
from various sources, &.g. manufacturers, wholesalers, retail and hospital pharmacists,
doctors, etc. A report of an adverse drug reaction to a particular batch{es), produect quality
deficicncy. technical complaints experienced with regard to the printed packaging material,
contamination, mislabelling, counterfeit ncluding adulterated medicines.

When initiating a recall the holder of a certificate of registration should take the following
aspects into constderation: the extent of public warnings and the successfulness of the recall.
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5 INFORMATION REQUIRED FOR THE ASSESSMENT OF A RECALL

' Recall information | Information by the { Comments by T

HCR/Parallel MRA(MCO) !
importer { for official use only)

i Origin of report !

. 1. Name of person/organisation ! _||

| reporting the problem !

2. Company T_— ' !

"3, Physical address i

. Telephane number I

5. Facsimiie number |
|
1
|

——

P

. 6, E-mail address

~ 7. Dare of repart

8. Wame of raciplent 2t the MRA

. Product(medicine) detatls

i 1. Name of product affected

. = Registration number

. 3. Dosage [orm

-4 Strength

5. Pack sizeitype |
6. Batch number and expiry date |

: 7. Manusacwrerholder of the centificate i

| of registration, address and contact |

: details : |

. 8. Date manutactured !

' 9. Date relensed |

10, Total quantity prior 1o distribution |

+ 1. Quantity released for distibution |

i prior to the recall ] i
| 13, Date of distribution ]
I derails

I'14. Local distribution (give fiul 5
| and quantiry) [
| 13. Overseas distribution (give full }

I

I

|

[ details and guantiny)

- Nature of defect
1. Source of problem (e.g.
. patienthospital/pharmacy/manufacturer, |
e |
I
|

' 2. Details of problem

| 3. Number of complainis received
. 4. Name and address of any Medicines |
! Regulatory Affairs notified of the |
| prablem i
+ 5. Action taken so far (if any ) Proposed : | ]
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action and its urgency

6. Type of hazard/heaith risk and
assessment of risk to the user

r
|

|
Ly pe

7. Proposed recall classification and

. 8. Other relevant information

i
|
—
]
I
1
il
|
i
i

i For office use only
Decision on next action

The above information could be provided verbally but should be confirmed in writing within
3 working days

—_

6. CLASSIFICATION OF RECALLS

Recalls are classified into both the elass according to the level of health hazard invelved (risk
{0 the patient) and type which denotes the depth or extent to which the product should be
recalled from the distribution chain, «.g. Class I, Type C recall. ete.

Class I
Class [ is for defective/dangerous/potentially tife-threatening medicines that predictably or

probabiy could resuli into serious health risk/adverse events or even death.

Class II
Class {1 is for medicines that possibly could cause temporary or medically reversible adverse

health problem or mistreatment.

Class 111
Class 111 is medicines that are defective and are likely to cause any adverse health reaction or

which do not comply with the requirements of Act 101 of 1965 in terms of the requiremnents
of printed packaging material, product specification, labelling, eic.
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Type A

A type A recall i3 designed to reach all suppiiers of medicines (all distribution points) i.c.
Wholesalers throughout the country, directors of hospital services (private as wel] as state
hospitals), retail outlets. doctors, nurses, pharmacists, authorised prescribers and dispensers
and individual customers or patients through media release (radio, television, regional and
nationat press).

Action: Recall letter to all distribution peints plus mediz release.
Type B

A type B recall is designed o reach wholesalers throughout the country, directors of hospitat
serviges (private as well as state hospitals). retail outlets, doctors, nurses, pharmacists,
authorised prescribers and dispensers.

Action: Recall letter 1o a1l distribution points.

Type C

Awpe C recall 1s designed to reach wholesale level and other distiibution points (z.g.
pharmacies. doctors, hospitals) this can be achieved by means of a representatives calling on
wholesalers and/or retai] outlets, If iz is known where the product in question had been
distributed to, speciftc telephone calls or recalls letters to arrange for the retum of the product
could be made.

Action: Specific telephone calls, recall letters to/representatives calling at distribution
points if known where the medicines have been distributed,

NOTE: Decisions on the class and rype of a recall to be initiated are a matter of the
Medicines Control Council and Medicines Regulatory Affairs in consultation with a holder of
the registratton certificate and shall be based on the evidence and/or expert opinion of the
MCC and HCR. In the event of greater urgency e.g. after hours or over weekends, the
decision to recall can be initiated by HCR. '

7. RECALL LETTER CONTENTS

Recall comimunication from holder of the cegistration certificate to the distribution chain
should be written in accordance with the following directive:

—

Shall be on the company's letterhead and signed by the Managing Director or any
anthorised person/responsibie pharmacist

The heading should indicare that itis an “Urgent Medicine Recall”

Name of product. dosage form, strength, registration number, pack size, baich
numbet(s), expiry date and any other relevant information necessary to allow absolute
identification s

| o

Lad
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Nature of the defect (be brief 1o the point)

LUrgency of the action

Reason for the action (reason for recall)

Indication of a health risk (this should also state exactly what the product may da if

taken, i.e., side effects) )

8. Provide specific information on what should be done in respect of the recaled
medicine, Method of recovery or product correction, which will be used.

9. Where necessary a follow-up communication shall be sent to those who filed [0
respond to the initial recall communication.

10, A request to retain the letter in a prominent position for one morth in case stock is in
transit {where applicable).

: 1. Where recalled stock has been distributed to a limited number of hospitals and the

recall letter is not to be sent o all hospitals in the province, the letter shouild irclude

the following:

Ne o

*If any of the recalled siock could have been wansferred from your hospital o
another, please let that hospital know or alternatively inform our company so that we
can make contact with the hospiral supplied from your hospital”.

NB: The recall communication shall not contain any material that can be viewed as
promotional in nature,

8. MEDIA RELEASE

I 2 case of a recall where media release is indicated, the holder of a certificate of registration
and the MRA makes the text of the media release jointly Expert advice may also be required.

The media release shouid contain sutficient information to describe the product and a clear
outline of the problem (without causing unnecessary alarm) and must state the appropriate
response by the consumer/client,

A 24-hour access telephone number of the helder of the registration certificate should be
given for further information. The media release will be issued by the holder of the
registration certificaie. In the event that the holder of the registration certificate refuses o do a
media release the Medicines Contrel Council witl do the release via the Cluster;
Communication of the Department of Health.
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9. POST RECALL PROCEDURES

The Medicines Control Council shall be furnished within 36 days of the recall having been
instituted with a finai reconciliation report. The report shall contain the following
information;

NOTE: An interim report may be requested even before the 30 days have elapsed.

i Post recall information information by the HCR | Comments by ‘
| /Parallel importer MRAMCC (for official |
uve onlv} i

" 1. Name of sroduct |

. Registration number | |

- Dosage form | |

! 4. Strength of product I |

‘I_S)_.Pack size/tvpe L

. 6. Batch number and I |

| expirv date i
7.Nagure of defect 1

i 8. Action taken (taking

| into dccount the area of

¢ distribution of recalled

. medicine}, if expored

| confirmation from the

" Regulatory Authority and

| the holder of the

" registration certificate in

* the country of origin

Hy. Urgency of the action

| taken

10, Reason for the action .

i 11. Indication of the health

: risk and the reported

! cfinical problems

! 12. Steps taken to prevent

| re-occurrence of the

l problem

| 13. Fate of the recalled

: product (including the

¢ decision taken)

' 14. The result of the recall-

! guantity of stack returned,
corrected, outstanding, gic

N

Lad [ |3

I
|
. 15. Confirmation that L
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| customers have received r

|r_the recall letter
16. Copies of all recall
correspondence incleding

|
E
1
| previous correspondences
|
|
i

o Council regarding this
recall.

]
(
!

I N

_J

For official use only
Comments on the suceess of the recall.

e o

1. REFERENCES

i. Circular 9/98 from the Medicines Control Council.
2 Unitorm Recall Procedure for the Therapeutic Goods.

1.  CONTACT DETAILS

1. Ms J. Gouws

Director: Inspectorate and Law Enforcement Directorate
Tel: 012 312 0230/47

Fax: 012 312 3114

2. Mr. K Motokeng

Deputy Director: Inspectorate and Law Enforcement Directoraie
Tel: 012 312 0259

Fax: 0123123714

3. Ms H. Moropyane

Principal Medicines Control Officer
Tel: 012312 0243

Fax: 0123123114

4. Ms P. Matsoso
Registrar of Medicines
Tel: 012 312 0285
Fax: 0123123105
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12, UPDATE HISTORY

| Date | Reason for update | Version

{ April 2003 New 1200371

1

!
I |
| i
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Versian MCC20030
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MCC CLINICAL TRIALS SECTION TRACKING NUMBER FOR THIS CORRESPONDENCE:

REGISTRAR OF MEDICINES
APPLICATION FOR APPROVAL CF:

{1  PROTOCOL AMENDMENT
) INCREASE IN NUMBER OF PATIENTS PARTICIPATING
[J] CHANGES iN DOSE / REGIMENT OF STUDY DRUG

Protocol number, title and date

I
|
I
:

1. APPLICANT

1.1 Namefaddressftelffax number of Applicant wishing to conduct trial

1.2 Name/address/telifax number of CRO representing sponsor as Applicant
or Local Spensor Company details (if applicable)

1.2 Name, designation and gualifications of person representing the Applicant
(Local Contact Person for all further correspondence)

1.4 National Coordinator name, address, tel/fax number

15 Internationai Principal Investigator narme, address, tel/fax number

-

1.6 Name of sponsor

2. TRIAL PARTICULARS (original application)

2.1 MCC Approval Number:

2.2 Date of Approval of originai protocol.

2.3 Number of Investigatars in South Africa already approved for this trial:

2.4 Number of sites in South Africa already approved for this frial:

2.5 Number of patients in South Africa_ aiready approved for this trial;
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3. AMENDMENT PARTICULARS
{Please lis{ requests for approval)

Does the applicant wish to increase the number of patients participating in this trial in
South Africa?

Yes ]

No (]

If "Yes" please submit a letter requesting amendment together with this application?

Does the applicant wish to change the dose / regimen of the study drug?
Yes I

[

Mo ]
f Yes" please submit 4 lettar requesting amendment together with this application?

Dces this amendment request reguirs a new consent form fom the panicipant?

Yes ]
No I

If “Yes” please submit new PIL together with this apblication.

31 Amendment Number:

32 Version Number and Date of Amendment (for each document

submitted}:

3.3 General motivation for the proposed Amendment List all the
issues included in the amendment and give a rationale for each
point being changed}

3.4 Details_of the procosed Amendment. For each point or section give a
brief motivation and clearly highlight changes; this can be done either
as “old text’ replaced with “new text” cor with the old text deleted with
a line through it and the new text in Bold and underlined:

35 Brief description and purpose of the inal (do not repeat titlel and
motivation for amendment:

38 Wil this Amendment apply ta all approved Scuth  African
investigators/sites:
YES | NO ]

If NO: Specify tha Sauth African investigator(s) / site{s) for which the
Amendment will apply:

4, ETHICS COMMITTEE APPROVAL
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4.1

42
43

44

-—

Have the Ethics Committee(s)} responsﬁe for each centre to which this
amendment applies been notified? '

List Ethics Committees
Date of application to thics Committee

Date of approval by Ethics Commitiee

|, the undersigned, agree 1o conduct / manage the above-mentioned trial under the
conditions as stated in this appiication, {The person(s) undertaking legal responsibility
to sigh this form}.

Applicant {local contact) Date
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' ‘ MECICINES CONTROL COUNCIL

' APPLICATION FOR ADDITIONAL ;
INVESTIGATOR(S) OR CHANGE OF
INVESTIGATOR(S) AND 1
APPLICATION FOR ADDITIONAL |
SITES |

Versiom MCC2003:1
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MCC CLINICAL TRIALS SECTION TRACKING NUMBERFOR THIS CORRESPONDENCE:

REGISTRAR OF MEDICINES
APPLICATION FOR APPROVAL OF:

| CHANGES N INVESTIGATOR (5) AT APPROVED SITE {includes additional
investigators}
1 ADDITIONAL SITE (S)

" Pratocol number, title and date

1. APPLICANT

1 Nameladdressielfax number of Applicant wishing to conduct trial

1.2 Name/addraesffelfax number of CRQ representing sponscr as Apnlicant
or Local Sponsor Company details {if applicable}

1.2 Name, designation and qualifications of person representing the Applicant
{Local Contact Person for all further correspandence)

1.4 Nationzi Coordinator name, address telffax number

1.5 Internationai Principal Investigator name, address _telffax number

r

1.6 Name of sponsor

2. TRIAL PARTICULARS (original application)

2.1 MCC Approval Number:

22 Date of Approval of original protocol:

2.3 Number of Investigators in South Africa already approved for this trial;

2.4 Nurnber of sites in South Africa already approved for this trial:

2.5 Number of patients in South Africa already approved for this trial:
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3. INVESTIGATOR DETAILS

31

3.2

33

3.4

3.5

Namel and address of additional Investigator(s) / Changes to
fnvestigators

For Investigators who have not previously been in clinical triats, proof of

adequate training and experience to properly conduct the study must be
provided.

Summarise cther_ongoina/planned studies at thig_site involving this
investigator (give defails of indication, phase, study status, number of
patients intended, number of patients already enrolled, whether the
investigator s involved in research in a full-time or pari-time capacily,
and any other detall that may effect the capacily of the site at any one
fime}

Details of Ethics Committeals) who will approve investigator(s)

Date of application fo Einics Commitiee

Date of anproval by Ethics Commiftee

is CV for additional Investigator(s) attached {list)
YES []

Is the Daclaration of Intent attached {list)
YES |

4. CAPACITY OF THE SITE

4.1

Describe how the site is structured so as to be able to take on the work
for which this application is_being made. {Give details of suppaort staff.
faciiities, back up and any other relevant infrastructure)

5. RATIONALE FOR APPLICATION

5.1

Briefly explain the reason for the new investigator/s

| the undersigned, agree to conduct / manage the above-menticned trial under the
conditions as stated in this application. {The persen(s) undertaking legai responsibility
to sign this form).

Applicant {iocal contact) Date
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MEDICINES CONTROL COUNCIL

DEFARTMENT OF HEALTH
Tarutu L fawda Jeles

—

This document has been prepared o serve as 4 guideline to applicants wishing 1o submit
applicattans for the donation of medicines. [t 35 not intended as an exclusive approach. Council
teserves the right to request for any additional information twa establish the safety, quality and
efficacy of 2 medicine and may make amendments in keeping with the knowledge which is current
at the time of consideration of data accompanying applications for the donation of medicines. Tie
MCC is committed o ensure that a)l medicines available that are denated will be of the reguired
qualiee, satety and efficacy. It is impartant fer applicants o adhere to the administative
requirernents (o aviid deiays in the processing of applications.

|
1
I
1
5
]

I

REGISTRAR OF MEDICINES
MS MLP, MATSOSO
DATE: ;ﬁ }u frLet 2
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MEDICINE DONATIONS TO SOUTH AFRICA
1. INTRGDUCTION

These guidelines aim to improve the quality of donations, not to hinder them. They are intended
to serve as a base for national guidelines, to be reviewed, adapted and implemented by the
zovernment and organizations dealing with drug donations,

There are manv different scenurios for medicines donations, They may take place in acute
gmergencies or as part ot development aid in non-emergency sitvarions. They may be corperate
donations (i.e. direct or through private veluntary organisations), aid by govemments. or
donations aimed directly ar single health facilities. Therelore, these guidelines aim to describe
this commion core of = Good Donanens Practise.”

Four core principles interiav the guidelines:
i A drug donauen shouid benertt the recipient (o the maximum extent possibie,

(]

A doration should be eiven with full respect for the wishes and authonty of the recipient
and are supportive of existing governument policies and admimsirative arrangements,

()

There should be no double standards in quality: if the quality of an [tem is unaceeptable
in the donor country. it is also unaceeptable as a doration.

4. There should be etfective caommunieation between the donor and the recipient: donations
should be based op an expressed oeed and should net be sert wnantiounced,

()

BACKGROUND

Crver the last three or iour decades in particular, there has been an enormous {porcase in our
seientific knowledge about the mode of action, effects. and side effects of medicines. Medicines
are nat automatically beneticial, that they have to be used carefully and appropriately, and that
some can do mere harm then good, as a result more cautious and critical attitude towards
medicines have been developed, )
Subsequently. South African government orfand the Department of Health In particular
recognises the need of appropriate curative servives, hence it has developed essenuai drug list
based gn the health needs of the majarity of the population and used as a foundation for medicine
donations.

It suftice 0 sav that the goal of the National Drug Policy is to ensure an adeguate and reliable

supply of safe. cost effective medicines of acceptable quality to all the cttizens of South Africa
and the national use of medicines by prescribers, dispensers and consumers,

3 THE LEGAL SITUATION
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in the Medicines and Related Substances Control Act, No 101 of 1965, South Africa has
sophisticated legisiation, which prohibits the use, sale, or supply of any medicine unless it has
been evaluated in terms of its safety, quality and efficacy and has thercafter been registered,

Section 21 of the legislation does allow the Medicines Control Council (0 permit the use of
urregistered medicines {which what donated medicines are) subject to such conditions as the
Council may determine. As a consequence no donated medicines may be used unless the Council
has specifically authorized its use. Application for the donation of medicine must be made to the
Registrar of Medicines. In submitting an application the following mformation must be supplied:
name, expiry date. baich number. package. site of manufacture, package insert. guantity, intended -
for and iocal recipient,

4.1

4.3

4.4

SELECTION OF MEDICINES

All medicine donations should be based on the health needs and disease pattern of the
Republic of Sowth Africa. Drugs should not be sent without prior consent by the
recipient,

The purpose of this guideline is 1o stress the point that it is the prime responsibility of the
recipient 1o specify thelr needs. It is intended to preveni unsolicited donatinns, und
donations which urrive ununnounced and unwanted. It aiso empowers the recipients to
refuse unwanted gifts,

Danated medicines should not be sent without prior consent of the Medicines Control
Council.

Donatcd medicines must appear on the Essential Drug List and rust be compatible with
overall Govemnment Policy. Exception may be made on recommenacation by the
Medicines Conwrol Councii (MCC).

It Further intends to ensure that medicine donations comply with the South African
National Drug Policy and essential drugs programme. It aims at maximizing the positive
impact of the donation, and prevents the donation of medicines, which are unnecessary
ondior unkmown in the recipient country.

Possible exceptions

An exception could be made for medicines needed in sudden outbreaks of uncommaon or
newly emerging diseases. since such medicines may not be approved for use in South
Africa.  Exceptions could also be made on the basis of a specific request by the
Government of South Africa.

The presentation, strength and formulation should be similar to those used in South
Africa.

Quality assurance and shelf life.

All donaied medicines have 1o originate from & reliable source and comply with the
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MEDICINE DONATIONS TO SOUTH AFRICA
requiremants in terms of quality standards, safety and efficacy. in both the donor and
Scuth Alrica. All donated drugs must be accompanied by the relevant documentation
that inciude a summarised application in terms of Regrulation 15 {excluding the annexures
as approved by the MCC), Registration certificate from the country of origin and a WHO
GMP Cenificate, All applicanon for donated medicines must be reviewsad by the MCC
{through the MCC fast track procedure) before they can be released for distribution. The
approval gracted by the MCC for distribution will only be valid for a specific
consignment applied for. (Jf should be re-iterated that the approval should NOT be
regarded us a blank approval for additional importation / distribution af the sqme
product).

This provision prevents double standards: medicines of unacceptable qualitv in the donar
cotnte should aor be dovared o other cowuries. Donated medicines should be
authorized for sale i the counry of origing and munglactired in accordance wiil
srcraccional siendards of ood Mastaoturing Practice 1GLUP

Medicines that had been issued to patients and then returned to 4 pharmacy or clsewhere,
ar were given 10 heaith srofessionals as free samples shall not be accepred as donated
medicines,

in South Africa re-issue of returned medicines s not permiited because thelr quality
cannet be guoranieed. For that reason returned medicines shonld nor be donated, In
acdition to quafin issues. returned medicines are very difficult to manage ar receiving
end because of broken puckages and small guantities involved

All donated medicines should have a remaining shelf life of at least 12 months after
arrival in South Africa.

Due to Ingistical problzms Timiting immediate distribution through diferen siorage
fevels fe.a. central store. pravincial sicre, district hospirall may fake six to nire months.
Thix provision prevents the donation of medicines rear their expiry date thot eould reach
the patiesrs afier expiry,

Possible exceptions

Possible exception Is those drugs thai because of their physical properties are
manufacrured with a short shelf fife of less than mwo years. Vaccine requires stringent
conditions during siorage and distribution. They should onlv be donated in close
collaboration with the Directorate of Admimsiration of Medicines- Department of
Health.

Presentatien, Packing and Labelling

All donated medicines must be labelled in at least English, and the fabel shoutd contain at
least the Imternational Non-proprielary Name (TNN, or generic name), batch number,
expiry date. dosage form. strength. name and address of the manusacturer, quantity and
storpge conditions.
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All donated medicines, including those wnder brand name should also be labelled with
their International Nen-proprietary Name. Training programmes in Souwh Africa are
bused on the use of generic names, Receiving medicines under different and often
unknown brand names und without the generic name can confuse health workers and
constitutes o risk in therapeuiic praciice. In case of injections, the route of
administration showld be indicaied

Donated medicines should be presented in large quantity packaging units and hospitaj
packs as used in South Alrica.

Large quantity pucks fe.g comainers of 1000 1ables) are cheaper. and easier 1o
transport. Tais provisiea prevens the donation of medicines in sampie packages. which
ard mr pracicad 10 manage,

Donated medicines must be packed iin containers that comply with intemationai shipping

regulations and accompanied by a detailed packing list, Medicines should not be mixed
with other supplies in the same carton. Transport conditions should be in accordance
with nie siorage condition of the medicines.

This provision 8 intended fo facliitate the administration, storzge and disteibution of
donations in emerzency siuations, as the identification and management of unmarked
boxes with mixed medicines is very time and labour intensive. This provision specitically
discourages donations of smail quantities of mixed medicines.

Ditferent medicines should not be packed together in one carton and medicines shouid
not be mixed with other supplies,

Informativo 2nd Management

The government of South Africa through the Directorate of Administration of Medicines
{Department of Health ) should be Informed of all medicine donations that are
wonsidered, prepared or actually underway. Prior approval far the donation should be
obainzd from the Directorate Medicine Administration to avoid unnecessary delays at
the pertof entry. The information should extend to delivery dates, possible delavs, port
of entry. method of transport, and information as required in ports.

Detailed advance information on all medicine donations is essential 10 enabie South
Africa to plun jor the receipr of the donation and to coordinate the donation with other
sewrces of suppiv. The information showld g least include! the tvpe and quantities of
donated medicines including their generic name, strength, dosage form, and the identiry
and comacr address of the donor.

The declared value 1o South Afnca of a medicine donation should be based upon the
wholesale world- marker price for its generic equivalent.

This provision s needed in South Africa 1o prevent medicine donations being priced
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MEDICINBDONATIONS TO SOUTH AFRICA
according to the retail price of the product in the donor country. which may lead to
efevated overhead cost for import tax, clearance. and handling in South Africa. It may
also result in a carresponding decrease in the public sector drug budget in South Afvica.
All costs of international and local transport, warehousing, port clearance, quality testing
and appropriate storage and handiing should be pard by the donor, unless specifically
agreed otherwise with the South African Government in advance. Similariy, the cost of
disposing of a medicine donation adjudged to be unsuitable should be borme by the donor.

These incidental costs can be quite prohibitive and erode the Departmeni of
Administration of Medicines { Department of Health) budger. On rhe other hand, if the
donor makes the provisions for these costs, the benefits of the donation will be
maximised.

CONTACT DETAILS:
Chief Directorate: Medicines Regulatory Affairs
Directorate: Inspectoraie & Law Enforcement
Department of Health
Private Bag X823
Pretoria 0041
South Africa
Telephone: +27(12) 312 0000

Fax: +27(12) 312 3114
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