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What do we mean by guality of medicines?

Principles of quality assurance maximize the
probability that the finished product consistently
and predictably meets all quality and design
specifications.

« Quality, safety and efficacy must be designed
and built into the product, including API.

« Quality cannot be inspected or tested into the
finished product.

« Each critical step of the manufacturing process
must be validated and all steps be under control.
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What are the implications of
poor quality products?

Poor quality product can:

« Contain extraneous impurities or increased levels of
known degradation products from the API, improper
manufacture or inappropriate storage
- can lead to increase in known side-effects; other
adverse events; and in extreme circumstances,
serious adverse events, such as anaphylactic shock
or death.

« Have poor content uniformity
- leading to overdosing or failure of treatment.
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What are the implications of
poor quality products?

In recent years, poor quality product has lead to:

« Cases of anaphylaxis and death of a woman from
anaphylactic shock after injection of a generic
DMPA.

« Withdrawal of batches of misoprostol from several
countries. Degradation could have lead to
Ineffective treatment of post-partum haemorrhage,
which in itself could lead to death.

« Packs of oral contraceptives with mixed active and
placebo pllls.

Workshop on Reproductive Health Medicines. >’<Conce_pt
Kathmandu, Nepal, 4-5 March 2014 o\ Foundation



What are the implications of
poor quality products?

Designing and assuring quality products may
lead to higher production costs but lower
overall costs! Problems lead to:

« Additional testing and rejection of batches
Loss of time

Waste of product and money

Legal fees

Stock outs
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What are the issues with hormonal
contraceptives?

Hormonal contraceptives
 contain highly potent drugs

* require separate manufacturing facility with own
HVAC, water

* require worker protection
 oral contraceptives contain tiny amounts of API
* Injectables must be sterile

« content uniformity can be a problem for both
tablets and injectables
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Amount of API In a tablet

Formulation - Aspirin 500mg
Formulation - Mifepristone 200mg

M Excipient
M API (91%) M Excipient
M API (50%)
Formulation - LNG 0.15mg + EE 0.03mg
M Excipient
B LNG (0.214%)
M EE (0.043%)
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Misoprostol content by age
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Implications for procurement

Preshipment testing may be of little value for
Inappropriately manufactured and packaged
product.

Procurers must ensure that misoprostol FPPs are
sourced from a manufacturer that can demonstrate:

« API| and excipients are of proven quality,
supported by a DMF

 FPP Is manufactured under CGMP and
appropriate environmental controls

 FPP Is packed in a double aluminium blister pack
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Oxytocin

« Some 300 brands, manufacturers likely to be
around 100, in all regions of the world.

« Studies by PATH and USP in Ghana, India and
Indonesia have shown major problems of quality of
oxytocin as well as in the sterility of products.

« Concept working with Jhpiego on development of
the business case for manufacturers of oxytocin in
Q1 2014.

« Working with to shortlist six companies to work
towards prequalification — three identified.
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So what are the Issues?

Many generic manufacturers DO NOT:

* use APlIs that have supportive documentation,
such as drug master file and in the case of
Injectables, validated the sterilization step;

 meet CGMP;

- compile appropriate dossiers or have
Inadequate data to do so;

* understand the need for, or undertake
bioequivalence studies or have not done them
as required

So what Is being done?
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Engagement of RH medicines manufacturers

Event Event Event Event Event
First study and RHSC opens its AQAS — review of Launch of RHSC )
landscaping of global membership to manufacturing Quality RH Medicines Lonc!on Famlly.
RH manufacturers manufacturing landscape - rescoping programme (QURHM) Planning Summit
companies
47 companies in 15 Launch of FP2020
countries RHSC agrees Bonn
Consensus at October Lau'nc.h of UN'
Less than 30% had 06 Annual Meeting Comm|55|on for'll'fe-
potential to meet saving commodities
international CGMP WHO launches 15t RH
EOI for hormonal
Few companies with contraceptives in
potential to supply October 06
quality products to
international market-
place
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Quality of Reproductive Health Medicines
Programme (QURHM)

The Quality of Reproductive Health Medicines
programme IS an intervention designed to shape
the future market-place for RH medicines.

It Is Intended to provide access to quality-assured
medicines by ensuring that they are prequalified by
WHO and that national and international procurers

Include quality criteria in their procurement
policies.
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QURHM — Theory of Change

Availability of and access to QA'd generic medicines: Improved RH
1. Saves money/increases volumes — commodity security in
2. Improves security of supply (more competition) lower and middle
3. Reduces risk income countries
PURPOSE
Common Common
definition definition
QA/ QA/

More companies Purchasing from Purchasing/
supplying QA‘d manufacturers of flrequesting QA‘d
products at QA'd generic generic

Supporting/
promoting the
guality agenda

affordable prices medicines supplies
MANUFACTURERS PROCURERS COUNTRIES INFLUENCERS

I

OUTPUTS
Regulatory

Prequalificyim - INTERDEPENDENT a“gnny
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QURHM - Outputs supporting the purpose

OUTPUT 1

Substantially
increase the
availability of

affordable
guality assured
RH medicines

OUTPUT 2
International
procurers agree
harmonized QA
definitions,
policies and
practices

OUTPUT 3
Governments & key
stakeholders in 4
countries plan and
implement strategy for
strengthening
procurement criteria

PURPOSE

OUTPUT 4

Raise awareness of
the QURHM
strategy and

related quality
iIssues among
donors and other
RHSC members




RHSC Quality of RH Medicines programme

Output 1 — Increasing number of quality assured RH
medicines (Concept)

Focus on manufacturers — providing support to apply to
WHO-PQP to increase number of PQd products

Output 2 — Harmonizing procurement policies and
approaches (UNFPA)

Focus on procurers — harmonization of quality policies
and practices by international procurers

Output 3 — Addressing markets and QA policies and
practices In selected countries (Concept/UNFPA)

Focus on countries — situation analysis in four pilot
countries

Output 4 - Raising awareness of QURHM and related
guality issues. (Concept/RHSC)

Focus on RHSC stakeholders — advocacy/communication
around the case for quality. ><
¢
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« Why quality matters
 The QURHM programme
- Working with manufacturers
- Working with procurers
- Working with countries
- Working with key stakeholders
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Output 1 — Increased availability of
affordable quality assured RH medicines

Focus on manufacturers — supporting WHO-PQ
programme — to increase number of PQd products

* |dentification and assessment of hormonal contraceptive,
other RH medicines and APl manufacturers.

* Provision of technical support and guidance to RH FPP
and APl manufacturers to achieve WHO prequalified
status and on an interim basis achieve a risk category
under the ERP that allows procurement on a time
limited basis (FPPs only)

* Programme targets — 20 FPPs and 11 API dossiers
prequalified and/or accepted into PQP by May 2014
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Reproductive health medicines in WHO's
prequalification programme (May 2010)

Hormonal contraceptives

Combined oral contraceptives, progestogen-only pills and emergency contraceptive pills
- ethinylestradiol + desogestrel, tablet 30 micrograms +150 micrograms

- ethinylestradiol + levonorgestrel, tablet 30 micrograms + 150 micrograms

- levonorgestrel, tablet 30 micrograms

- levonorgestrel, tablet 750 micrograms (pack of two); 1.5 mg (pack of one)

- norethisterone, tablet 350 micrograms

- norgestrel, tablet 75 micrograms

Progestogen-only and combined injectable contraceptives

- medroxyprogesterone acetate, depot injection 150 mg/ml, in 1-ml vial

- medroxyprogesterone acetate + estradiol cypionate, injection 25 mg + 5 mg

- norethisterone enanthate, injection 200 mg

- norethisterone enanthate + estradiol valerate, injection 50 mg + 5 mg
Implantable contraceptives

- two-rod levonorgestrel-releasing implant, each rod containing 75 mg of levonorgestrel
- etonogestrel, implant, 68 mg of etonogestrel

Other medicines for maternal health

Oxytocics and anti-progestogens

- oxytocin, injection 10 U, 1-ml|

- mifepristone 200 mg tablet (only to be used in combination with misoprostol)

- misoprostol 200 microgram tablet

Prevention and treatment of eclampsia

- magnesium sulphate, injection 500 mg/ml, in 2-ml and 10 ml ampoules or Uniject



Technical assistance through PQ

1 2 3 4
Agreement Pre-submission TA PQ process | Maintenance
|dentification, Gap analysis, Preparation || Periodic
Initial meetings, || provision of technical || for review and
agreement to assistance by visits, Inspections, || maintenance
proceed to PQ, || email and telecon. assistance of quality
confidentiality (development, process, || in responses || assurance
agreement, design, HVAC, etc.), to questions || procedures.
complete design and conduct of || from WHO.
checklist. BE study, support to
documentation,
liaison with WHO/PQP,
preparation for
submission to WHO. |
Workshop on Reproductive Health MediCines. / Concept
Kathmandu, Nepal, 4-5 March 2014 xFO“”da“O“




Status of FPPs
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CRITICAL PATHWAY TO RH PRODUCT PREQUALIFICATION
COMNCEPT FOUNDATION AND WORLD HEALTH ORGANIZATION - QURHM AND POP PROGRESS MONITORING
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APl manufacturers
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Outcomes of the QURHM programme

* August 2011, QURHM programme launched, there
were only 8 reproductive health medicines
prequalified - all were innovator products;

* by October 2012, 11 RH products had been
orequalified, of which 2 were generics,

 as of October 2013, 21 RH FPPs have been WHO
prequalified, of which 11 are generics, plus 2 APIs
for RH medicines; and

 there is a pipeline of FPPs across all product types.
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Challenges and lessons learnt

« Manufacturers starting to understand the importance of
qguality and recognizing WHO PQ as a critical
mechanism for quality-assured products - PQ process
has required a greater commitment than envisaged to
meet the technical requirements.

 Many companies unaware of how far they were from
meeting international standards - did not appreciate
level of effort required.

* Unlike ARVs, most companies had existing well-
established markets - did not need to upgrade facilities
or QA procedures nor did NRAs have the experience,

capability or requirements to require them to do so.
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Challenges and lessons learnt

* Acknowledgement of these issues and commitment to
achieve international standards has been achieved
with the companies with which Concept is working but
process delayed with every company.

« Concept can provide support through visits,
teleconferences and email but can rarely speed up the
timeline — many manufacturers surprised when advised
by Concept that production, quality assurance and
documentation unlikely to be acceptable to WHO-PQP.

« Underestimation of time required for a manufacturer to
meet PQ or SRA requirements.
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Output 2

Major international procurers harmonize quality assurance
definitions, policies and practices.

Milestones:

 New UNFPA procurement policy published and disseminated to all
procurers

« Two high level procurement workshops held

* Procurers adopt and use policies (MSI and IPPF) or commitment to
adopt and use or transition plan from remaining procurers (DKT,
PSI and Crown Agents).

« Evidence of procurement agencies implementing policies based
upon the UNFPA policy

 ERP mechanism established and functioning and transition plan in
place for continuation at programme end.
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Quality assurance policy change

Major donors and procurers are
developing new QA and
procurement policies.

UNFPA, DFID and USAID will
accept products SRA-approved

or PQd by WHO and those
QUALlTY receiving appropriate

ASSURANCE categorization by the Expert
POLICY Review Panel for Reproductive
for Reproductive Health Medicines (ERP/RHM)

Health Medicines on interim basis.
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Eligibility criteria for ERP/RHM review

FPPs are eligible for review by the ERP if the following
conditions have been met:

« the manufacturer of the FPP has submitted an
application for pre-qualification of the product by the
WHO PQP or provides written commitment to
submit an application within three months from the
date of publication of the EOI,

and/or

* the manufacturer of the FPP has submitted an
application for marketing authorization to an SRA,
and it has been accepted for review.
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Categorization of products by ERP/RHM

* Risk categories 1 and 2: products that have shown
sufficient quality, safety and efficacy and for which
a full dossier is under assessment by WHO PQP or
an SRA. ERP risk rating of 1/2 allows procurement
of product, valid for a period of 18 months.

* Risk category rating of 3 or 4: indicates that ERP
objects to procurement of the product. With risk
category 3, a procurer may proceed with purchase
If it determines that the benefit outweighs the risk
of not providing a medicine that has not yet met all
requirements, in the case of DMPA, BE studies.
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What have the first 3 ERPs achieved?

49 dossiers submitted
38 reviewed by ERP
2 still under review
18 have obtained category 1/2 and 2 category 3
- of these 4 have been prequalified,
/ are under review by WHO-PQP and
6 pursuing SRA approval

A significant success and major lessons learnt.
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Output 3

Commitment to strengthen national procurement criteria,
based upon internationally accepted quality assurance
definitions, developed by key stakeholders in Ethiopia,
Kenya, Senegal and Nepal.

Milestones

« Completion of situation analysis in four countries - documented
data on market dynamics and attitudes to quality available

« Government commitment to quality, agreed with key local
stakeholders, explicit in government statements/policy/draft
strategies/action plans.

« Evidence from post-project impact evaluation demonstrating
uptake of improved criteria in tender/bid processes.

« Stakeholders convened in all countries to promote MoH and
procurement/regulatory agency ownership of quality issues.
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Situation analysis

Undertaken by KIT in four pilot countries -
Ethiopia, Kenya, Nepal and Senegal.

 Involved collection of market data and
engagement with key stakeholders in each
country as well as relevant international
stakeholders which impact the market-place,
e.g. procurement agencies and donors.

« Documented the current dynamics of the
reproductive health medicines market and the
regulatory and policy environment within which
they are provided.
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Emerging issues

* What does the optimal manufacturing environment
look like?

- How many products per method are needed to
establish a competitive QA’d product market?

- How many companies - scope of future QURHM
support?

* How can registration of QA'd products across
markets and within countries?

* What can be done to improve the profile, reputation
and visibility of quality generics at the country level?

« What roles can/should generic manufacturers play
In supporting community aims — RHSC, FP2020,
UNCoLSC etc.?
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Future directions

QuRHM strategy conceived as two phases, the second
focusing on the country level, building on the achievements
from phase 1. What would QURHM phase 2 look like?

Creating awareness of the need for QA products at the
country level as well as the abllity to access them
Country-driven activities, coordinated with
RHSC/UNCoLSC/UNFPA/WHO

- Regulatory focus, issues on registration
Maintaining links with manufacturers and procurers,
ensuring access

Developing a healthy RH medicines market, covering
all market sectors
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