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MEDICINES CONTROL COUNCIL

CONDITIONS OF REGISTRATION OF A MEDICINE IN TERMS OF THE PROVISIONS
OF SECTION 15(7) OF THE MEDICINES AND RELATED SUBSTANCES ACT, 1965

(ACT 101 OF 1965)

1. The applicant shall ensure that the medicine is manufactured and controlled in
terms of the current Good Manufacturing Practices as determined by Council

2. The manufacture of this medicine is subject to regular investigation and
inspections by the inspectors appointed in terms of Section 26 of the Act, to
assess compliance with current Good Manufacturing Practices.

3. The information in the package insert shall be updated on a regular basis to
conform to the package insert recently approved by Council.

4. The applicant must comply with all the legal requirements of the Medicines and
Related Substances Act, 1965 (Act 101 of 1965).

5. The registration of this medicine shall be subject to review at intervals as
determined by Council regarding its quality, safety and efficacy, and the
registration of this medicine may be varied subject to issues Council may deem
fit.

6. The first two production batches must be fully validated in terms of the detailed
process validation protocol submitted at the time of application for registration,
and the validation report must be submitted within a month after completion of
the validation.

7. The product may be advertised to the professions only.
8. The provisional shelf-life allocated must be confirmed with stability data over the

full shelf-life period on the first two production batches (well-known API) or first
three production batches (NCE) in accordance with the Stability Guideline.
Stability testing submitted on any pilot batches must also be completed and
reported on. The stability report must be submitted within six months after
completion of the stability trial. However, Council has to be informed immediately
if any parameter shows a significant change or out-of-specification result during
the stability trial.

9. A post-registration inspection must be conducted on the first production batch
manufactured by each local manufacturer.

10. A post-registration inspection must be conducted on the first production batch of
the imported product.

11. Marketing of the product may only commence following a satisfactory post-
registration inspection report.

12. One sample of every batch, together with four copies of the protocol for testing of
the bulk lot and filling lot, and six copies of the certificate of release issued by a
competent authority in the country in which the product was manufactured, must
be submitted to the Council for lot release purposes.

13. The expiry date allocated shall be modified by adding a statement that the virus
strains are currently recommended for South African usage in the specific year.

14. The strains of the master seed viruses must be approved by the Department of
Health for each year.
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MEDISYNEBEHEERRAAD

VOORWAARDES VIR DIE REGISTRASIE VAN 'N MEDISYNE IN TERME VAN DIE
BEPALINGS VAN ARTIKEL 15(7) VAN DIE WET OP BEHEER VAN MEDISYNE EN

VERWANTE STOWWE, 1965 (WET 101 VAN 1965)

1. Die applikant sal verseker dat die medisyne vervaardig en beheer word
ooreenkomstig huidige Goeie Vervaardigingspraktyke soos bepaal deur die
Med isynebeheerraad.

2. Die vervaardiging van hierdie medisyne is onderhewig aan gereelde ondersoeke
en inspeksies deur inspekteurs, aangestel ingevolge Artikel 25 van die Wet, om
die nakoming van Goeie Vervaardigingspraktyke te bepaal.

3. Die inligting soos vervat in the voubiljet moet op 'n gereelde grondsiag
opgedateer word in ooreenstemming met 'n voubiljet wat onlangs deur die Raad
goekgekeur is.

4. Die applikant moet voldoen aan alle wetlike vereistes van die Wet op Medisyne
en Verwante Stowwe, 1965 (Wet 101 van 1965).

5. Die registrasie van hierdie medisyne is onderhewig aan gereelde hersiening met
tussenpose soos deur die Raad bepaal, rakende kwaliteit, veiligheid en
effektiwiteit, en die registrasie van hierdie medisyne kan gewysig word
onderhewig aan kwessies na goeddunke van die Raad.

6. Die eerste twee produksielotte moet ten voile gevalideer word ooreenkomstig die
breedvoerige prosesvalidasie protokol wat ingedien is ten tye van die aansoek
om registrasie, en die vaiidasieverslag moet binne die bestek van een maand na
die voltooiing van die validasie ingedien word.

7. Die produk mag siegs aan die beroepe geadverteer word.
8. Die toegekende voorlopige rakleeftyd moet bevestig word met stabiiiteitsdata

voigens die Stabiliteitsriglyn op die eerste twee produksielotte (bekende aktiewe
bestanddele), of eerste drie produksielotte (nuwe chemiese entiteite), wat die
voile rakleeftydperiode dek. Stabiliteitstoetse wat op proeflotte ingedien is, moet
ook voltooi word en die verslae ingedien word. Die stabiliteitsversiag moet binne
ses maande na voltooiing van die stabiliteitsproef ingedien word. Die Raad moet
egter onmiddellik in kennis gestel word indien enige parameter 'n betekenisvolle
verandering of buite-speskasieresultaat tydens die stabiliteitsproef lewer.

9. 'n Na-registrasie-inspeksie moet op die eerste produksielot van elke plaasiike
vervaardiger uitgevoer word.

10. 'n Na-registrasie-inspeksie moet op die eerste produksielot van die ingevoerde
produk uitgevoer word.

11. Bemarking van die produk mag siegs 'n aanvang neem nadat 'n bevredigende
na-registrasie-inspeksieverslag gedien het.

12. Een monster van elke lot moet tesame met vier kopiee van die protokolle vir die
toets van die massalot en die vullot sowel as ses kopiee van die
vrysteilingsertifikaat wat uitgereik is deur die verantwoordelike beheeriiggaam in
die land waar die produk vervaardig word, ingedien word by die Raad vir
lotvrystel I ingsdoeleindes.

13. Die vervaldatum toegeken, sal gewysig word deur 'n verkiaring by te voeg dat
die virusstamme tans vir Suid-Afrikaanse gebruik gedurende die gespesifiseerde
jaar aanbeveel word.

14. Die stamme van die oorspronklike saadvirusse moet elke jaar deur die
Departement van Gesondheid goedgekeur word.
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*ADDITIONAL CONDITIONS OF REGISTRATION

Due to the non discriminating nature of the dissolution method (2 % SLS in water, at 100 fpm) used for
release and stability testing of Efavirenz containing products, the following must be complied with:

Develop an appropriate (discriminating) dissolution method for release and stability testing and
submit for evaluation.

As an interim measure, continue to use the current dissolution medium (2 % SLS in water, at 100
rpm) for a maximum period of twelve months from the date of registration or until implementation
of the new method, whichever is sooner.

Provide periodic progress reports on the method development and data.

**ADDITIONAL CONDITIONS OF REGISTRATION

Develop an appropriate (discriminating) dissolution method for release and stability testing and
submit for evaluation.

As an interim measure, continue to use the current dissolution medium (2 % SLS in water, at 100
rpm) for a maximum period of twelve months from the date of registration or until implementation
of the new method, whichever is sooner.

Provide periodic progress reports on the method development and data.

A new bioequivalence study in support of the safety and efficacy of this product must be

submitted within 12 months (by 03 February 2013).
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