; -.. VolkswagenStiftung

Workshop
Drug lifecycle control in Subsaharan Africa

From production to responsible safe disposal and elimination in

wastewater treatment plants

(Med4Africa)




ENSURING QUALITY OF MEDICINES:
EXPERIENCE FROM TANZANIA

Drug Lifecycle Control in
Subsaharan Africa

30™ AUGUST 2022
Kissa W. Mwamwitwa
School of Pharmacy, MUHAS & TMDA
Tanzania

Tanzania Medicines & Medical Devices Authority



www.tmda.go.tz

OUTLINE

TMDA

Tanzania Medicines & Medical Devices Authority

@ Background

© Regulatory functions
© Legal & Regulatory
Framework

PMS Objectives
Approaches

Resu
Regu
© Conc

©

ts
atory Actions

usion

ISO 9001:2015 CERTIFIED



- A TMDA Background TMDA
Accreditations

{ TMDA's Vision TMDA - Executive
Agency under the MoH 77Dy
_ TR “%’ WHO
U 156 Wio [oeleliie) [MOEULELE) “Established under the ISO ‘Maturity
Authority in ensuring safe, quality Tanzania Medicines and NS
and effective, medicines, medical Medical Devices Act, Cap 9001:2015 LEVEL3
devices, diagnostics and other 219
health related products for all.
15517022
) g The Act; < >
N Mandate TMDA to
Z//’ TMDA’s regulate quality, safety,
Mission andefficacy  of
To protect and promote public Medicines, Medical
health by ensuring quality, safety Devices and In-vitro
and effectiveness of medicines, diagnostics

medical devices, diagnostics and
other health related products.

www.tmda.go.tz ISO 9001:2015 CERTIFIED



TMDA —

« Conducting PMS of the
registered medicines to
monitor quality, safety &
efficacy

e ltis also a continuation of the
regulated health product
review process initiated in the
pre-approval areas of the
product development process.

Regulatory functions

Registration

Laboratory
analysis

Quality,
safety &

Public

education effica Cy

Control of
product
promotions
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Key Roles

Inspection &
Enforcement

Post-
Marketing
surveillance —
Incl PV
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LEGAL & REGULATORY FRAMEWORK

] Legislation
v Tanzania Medicines and Medical Devices Act, Cap 219
] Regulations

v' Tanzania Medicines and Medical Devices, (Registration of Medicinal Products) Regulations,
2015. - section 9 (2) (e) & section 18(1) (2) (3). GN 314

v' Tanzania Medicines and Medical Devices (Pharmacovigilance) Regulations, 2018.

J Guidelines

] SOPs

J Reporting tools

] Quality Management System

] TMDA Strategic Plan (5Yrs)

] Regional collaboration (EAC) & SADC



OBJECTIVES

1 Main objective
¢ To ensure quality conformity of medicines with the accepted
product specifications as declared in the registration dossier.

L1 Specific objectives

v To monitor the quality of registered medicines

v' To combat the spread of falsified/substandard
medicines

v To investigate complaints received

v To develop medicine information databank on quality
of medicines circulating in the market

v To disseminate information on quality of medicines to
stakeholders involved in medicines regulation,
procurement, distribution and use.
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PMS Approaches:

here are a number of approaches in PMS that can be used to ensure the
continued quality of medicinal products;

Raguiatory acion
Withdraw of e

Approaches | Medicines quality monitoring system

Evaluation o rsuls
Methods » Routine Drug Quality Assurance Program with i gt g

emphasize of conducting primary screening of
medicines iy S
» Structured PMS Programs with focus on sampling ﬁ_ @
and testing based on risks. 2
Sample collagbon
g raing for 56 e
» Complaints Handling (poor quality forms) -\ % Gl s

Préparalion of

sampling plan and
vl = @




Methodology (1)
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~+ Medicines that are used for treating diseases
of economic importance eg anti-retroviral,
anti-malarial and anti tuberculosis;

e diseases of common occurrence in the
certain regions;

« for priority endemic diseases;

 for common chronic diseases or life-
threatening ilinesses such as anti-diabetics,
anti-hypertensive and anti-asthmatics;

* which have indicated poor quality
performance;

* used by special group at risk such as children
and pregnant women;

* irrationally prescribed and dispensed;

Tanzania Medicines & Medical Devices Authority

Criteria for selection of medicines

First line medicines with
complicated dosage regimen;

Medicines which require
prolonged administration to a
larger population and a number
of them are used in combination;

Medicines that are candidates
for possible counterfeiting; and

Medicines which are potentially
dangerous, unstable or difficult
to formulate.



TMDA

\ \# 7 , Tanzania Medicines & Medical Devices Authority
V2% W8 VMethodol Yy
£
- ’\"‘Ak—, e O O Og AEXY)
—.-_,1'_7 MOJA T

Involve visual examination of samples are subjected  Not screened, failed, suspicious & 10%
1 & 2nd pack, PIL, product to preliminary quality passed screening test
appearance screening —

* Visual Inspection

e Simple disintegration

Parameters: appearance, identification,
disintegration, related substance,

jcest & - weight variation & assay
 identification by TLC
Approved information using GPHF mini-lab BP. EP, IP, USP
Kits

Data Management and Analysis

» processed & analyzed using Microsoft office, Excel Spreadsheet, results were expressed
in %



Human
Medicines

Veterinary
medicines

Outcome

ﬁy@m 7%"\
PMS 2007 — 2009
PROGRAMME

ARVs,
Anti-malarial,
Analgesics
Antibiotics

15% of antimalaria (quinine
and SP tablets) did not
comply with quality test
(assay and dissolution)
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Quinine, Sulphamethoxazole + Trimethoprim,
Erythromycin tabs, Cloxacillin, Abacavir, Ampiclox,
Sulfadoxine + Pyrimethamine, Azithromycin, Tenofovir,
Paracetamol, ALu., Sulphamethopyrazine +
Pyrimethamine, Duo-cotecxin, Lopinavir + Ritonauvir,
Efavirenz, TLE, Lamivudine, Stavudine + [amivudine +
nevirapine, Tenofovir+Emtricitabine, Lamivudine +
Zidovudine, Zidovudine + lamivudine + nevirapine,
Zidovudine

Oxytetracycline 10% + 20%,

+91% of Sulfadoxine/pyrimethamine failed dissolution
test

+32% of all samples failed to comply with labelling
requirement



b )
B TYPE

Human
Medicines

Veterinary
medicines

Outcome

2014 - 2017

Chloramphenicol, Atenolol, Diclofenac +
Paracetamol, Misoprostol, Nifedipine,
Dexamethasone + Neomycin, Phenoxymethyl
Penicillin, Metronidazole, Albendazole,
Ergometrine

Oxytetracycline 10% & 20%, Diminazene,
Isometamidium, Amprolium, Levamisole

83% (609/737) H & 92% (219/238) V medicine
failed labelling

1.5% of HM failed assay test (Phenoxymethyl
Penicillin, Chloramphenicol), 100% of
Ergometrine inj. failed assay test

20% of the VM failed assay tested
(Isometamidium and Diminazine)

PMS PROGRAMME
2017 - 2020

Atorvastatin, Glimepiride, Procaine
benzyl penicillin inj, Cloxacillin inject,
Amoxicillin dispersible tablets,
Ergometrine inj, Oxytocin, Artemether inj,
Ciprofloxacin, Clotrimazole V.P,
Furosemide
Dihydroartemisinin/piperaquine
phosphate

Sulfamethoxazole/Trimethoprim powder,
lvermectin inj, Isometamidium powder for
inj, Diminazene diaceturate tetrahydrate
powder for inj, Enrofloxacin oral solution,
Albendazole oral suspension

1 sample (1/3) of Glimepiride (33%) failed
dissolution test

1 sample (1/52) of albendazole VM failed
(0.02%) identification & assay
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2020 - 2023

Azithromycin tabs,
metronidazole
susp, Metformin,
Telmisartan/hydro
chlorthiazide,
cefalexin,ampicilli
n+cloxacillin,
nifedipine

Levamisole Inj,
Norfloxacin,
Albendazole
bolus

ON GOING

Authority



Routine QA
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Falsified “ Angmentin 62 5mg " tablets - July 2015
Identific d by e anda Wation al Treug Authosity

Falzified Augmentiné2img  Genuine Augmentin 625mg

Falsified Sonaderm Cream 10gm - Octob ex, 2019
Tdentifie d bar loval dishibutor

Froprionat:, Miconamole INitvahe &
Gentamisin  Sulphat ecxeam] Bateh
Mo A19E2 and ALPSE maufartumwed
b Blue Cross Laboratories Ltd India

Year No. of falsified No. of
medicines found substandard
medicines found
2005 S5 2
2006 1 0]
2007 4 8
2008 1 0]
2009 S5 5
2010 3 17
2011 7 17
2012 7 29
2013 11 16
2014 10 40
2015 10 34
2016 4 8
2017 5 5
2018 3 6
2019 11 17
2020 7 21
2021 2 4
TOTAL 96 229
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.;\\J/A ENTI HYPERTENSIVE

A total of 63.5% (108/170) samples failed to comply with product
information requirements.
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PRODUCT NAME

B FAILED
mPASSED

Percentage of product complied with
product infermation reguirements
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1 The failure in assay could be a

atenolol, (7) nifedipine, (27) captopril and (24) result of:
furosemide medicines were subjected to the test » degradation of the active

— Tested for appearance ingredient attributed by light
— Identification sensitivity nature of the

— Content uniformity active ingredient (inline with
— Disintegration different studies conducted in
— Assay Rwanda — Twagirumukiza et

— Related substance (Captopril) al, Dinarvand et all)

» less light protection capacity

% All samples passed all tested parameters with of the primary container.

exceptional of Nifedipine — failed assay test by
14.3% (1/7). Repeated — 4 samples results ranged

» fault in manufacturing
69.4 — 79.5% (Limit 90% - 110%)

process of the product.



ANTI-TB
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Year

Samples of Anti-TB collected from port of entry
between 2012 and 2018

PIR evaluation
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Streptomycin Sulphate powder for injection

Isoniazid tablets

Rifampicin/Isoniazid tablets

Rifampicin/Ethambutol tablets
Rifampicin/Isoniazid/Pyrazinamide tablets
Rifampicin/Isoniazid/Ethambutol tablets
Rifampicin/isoniazid/Pyrazinamide/Ethambutol tablets

Year Evaluated | Complied | Notcom- | % non-

plied compli-
ance

2012 ES 151 96.2

2013 0 0 0

2014 48 35 13 271

2015 42 30 12 28.6

Total 247 57 176 1.3

Conclusion

All passed screening and confirmatory

testing

71.3% failed PIR

iMedPub Journals

http:/fwww.imedpub.com

Journal of Medical Research and Health Education
Vol. 5 No. 2

2021

Quality Surveillance of Anti-Tuberculosis Medicines in Tanzania, 2012-

2018

Kissa W. Mwamwitwa"', Betty A. Maganda’, Seth Kisenge', Sophia A. Mziray', Henry
Irunde’, Yonah H. Mwalwisi', Adam M. Fimbo', Wilbroad Kalala’, Adelard Mtenga', Akida
M. Khea', Adonis Bitegeko', Danstan H. Shewiyo' and Blandina T. Mbaga®
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> 83.7% (2,200/2,630) were collected from POEs
» PIR - 25.6% (110/430) did not comply

» Screning: 3.3% (14/430) of the samples from the distribution outlets, failed disintegration test; -
FDC of lopinavir/ritonavir tablets (7/430) and lamivudine/zidovudine/nevirapine tablets (7/430).

» Confirmatory:3% (3/100) failed confirmatory test . The failed samples were of FDC of
stavudine/lamivudine/nevirapine 3% (3/100) which failed disintegration test 2% (2/100) and assay
test 1% (1/100), having low content of stavudine (86.6%) of the specified amount (limit 90% -

110%).
Medicines tested Conclusions
Mono: efavirenz, nevirapine, lamivudine, zidovudine, _ L
abacavir sulphate, tenofovir disoproxil fumarate and * The quality of majority of ARVs was
fixed dose combination (FDC) containing tenofovir good,
disoproxil fumarate /emtricitabine, . g - :
lamivudine/zidovudine/nevirapine, : Howe_ver, Slgmflcant _def|C|enC|es on
lamivudine/stavudine/nevirapine, labelling and packaging were
tenofovir/lamivudine/efavirenz, tenofovir/ observed.

emtricitabine/efavirenz and lopinavir/ritonauvir.
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Regulatory action

» The failed batches were recalled from the e
m a rket POST MARKETING SURVEILLANGE [PMS)

»Manufacturer was directed to conduct

thorough investigation and importation was —
suspended

»Manufacturers for those products failed PIR,

were directed to comply with labeling TR g
requirements -



Achievements

Regulatory actions: withdraw/recall of poor quality medicines
from the market, de-registration of the products, legal action

Joint PMS activities with EAC states : Amoxicillin caps,
Amoxicillin/Clavulanic acid, Sulfamethaxazole/ trimethoprim

Effectively Implementation of four (4) PMS programmes

Collaboration with WB to strengthening PMS activities for the
veterinary vaccines

Publications: Post Marketing Surveillance of Anti-malarial
Medicines in Tanzania (Pharmaceutical Regulatory Affairs:
Open Access), Quality of antihypertensive, Quality of anti-
B

WHO Maturity level 3
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POSTMARKETING SURVEILLANCE (PMS)
REPORT FOR SELECTED HUMAN AND VETERINARY
MEDICINES CIRCULATING IN TANZANIA

2017/2018

19
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Conclusion

* Improved quality of medicines

* Presence of some substandard and
falsified medicines signifies the
need for continuous monitoring of

the quality of medicines post
registration
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