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Regulation of In-vitro Diagnostics:

Goal:
To protect public health and safety by ensuring safety, quality, and effectiveness

Challenges:

Regulatory landscape highly variable

Path to approval is often not transparent

Excessive duplication in clinical trials and inspection of manufacturing sites
Approval process often costly and lengthy, especially for imported tests

ik e

Regulatory frameworks have not kept up with technological advances and
have become a disincentive to innovation

Possible solutions:

1. Convergence/Harmonization of standards and oversight
2. Streamlining processes

3. Increase in transparency




Global Harmonlzatlon Task Force (GHTF)

« Conceived in 1992 in response to the growing need for international
harmonization in the regulation of medical devices to ensure their
safety, guality, and effectiveness

* GHTF publishes and disseminates harmonized documents on basic
regulatory practices and serves as an information exchange
between national regulatory authorities and industry. GHTF
documents are developed by 5 Study Groups (SG):

— SG1 - Premarket Evaluation

— SG 2 - Post-Market Surveillance/Vigilance
— SG 3 - Quality Systems

— SG 4 - Auditing

— SG 5 - Clinical Safety/Performance

* In 2013, GHTF will transition to a purely regulatory body called the
International Medical Devices Regulatory Federation (IMDRF) which
will continue to promote the principles of harmonization.
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Asia Harmonization Working Party (AHWP)

= A non-profit organization of regulatory authorities
and the medical device industry

= Goal: to study and recommend ways to harmonize
medical device regulations in the region in
coordination with the Global Harmonization Task
Force (now IMDREF), Asia Pacific Economic
Community, and other related international
organizations

Member Economies: (N=23)

Brunei, Cambodia, China, Hong Kong, India, Indonesia,
Korea, Laos, Malaysia, Myanmar, Pakistan, Philippines,
Singapore, Taiwan, Thailand, Vietnam

Abu Dhabi, Chile, Jordan, Kuwalt, Saudi Arabia, South Africa,
Yemen




Pan-African Harmonization Working Party

Founded in 2012 to steer regulatory harmonization activities in the region in
partnership with AHWP, the Latin American Diagnostic Association and WHO

Founding members: African Union — New Partnership for Africa’s Development
(AU-NEPAD), East African Community (EAC), African Society for Laboratory
Medicine (ASLM), GIZ, LSHTM

PAHWP Advisory Group (under the African Advisory Group for Regulatory
Harmonization of Medicines, Medical Devices and Diagnostics, AU):

Chair: EAC
Vice-Chair: Nigeria
Secretary: South Africa

Technical Working Groups:

1. Common dossier

2 Convergence on inspections of manufacturing sites
3.  Reduction in number of clinical trials

4 Post-marketing surveillance

First African Regulatory Forum for Medical Diagnostics July 24-26 2013 in Nairobi,
Kenya



Regulatory Oversight: Better, Safer, Faster & Cheaper
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Harmonization Activities

« Consensus on essential data for review

% Adoption of a common dossier
+« Training on Good Review Practice

Development of common protocol
Establishment of trial ready sites
+« Joint review of trial data
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% Convergence of standards e.g. ISO
< Mutual or 3" party recognition of audit results

» Establish regional lab network to monitor POCTs
* Develop system for reporting product failures

* Mechanism for corrective action/recalls

Results

A common
submission
template

More country
approvals
for fewer trials

Reduce
duplication of
audits

Ongoing assurance
of quality of POCTs

Impact

Companies saves time,
effort and money

More affordable IVDs

Faster access for quality-
assured diagnostics

Better patient outcomes

More public
confidence in
diagnosis



Moving Forward: Better, Safer, Faster Cheaper

 Why use these POC tests for CD4, viral load and early infant diagnosis as
pilots?

* World Health Organization and UNAIDS has committed to putting 15
million people living with HIV on treatment by 2015

 CD4: itis estimated that millions of HIV infected patients have no access
to a CD4 test to determine whether they are eligible for life-saving
treatments, e.g. in Malawi, <10% of HV service facilities offer CD4 tests

e Viral Load: <30% of HIV patients on treatment have access to a viral load
assay to know if their treatment is still effective

* Early infant diagnosis: Most countries do not have access to tests that can
diagnose HIV in babies born to HIV + mothers as babies carry their
maternal antibodies up to 18 months of age. 53% of HIV+ babies are dead
by 2 years of age, compared to a mortality rate of 7.6% for HIV- babies



Validation of IVD Effectiveness

Analytical validity

A diagnostic test’s
ability to measure

the analyte of interest
accurately and reliably:
Analytical Test
Performance

Assessed in a lab using o—>

well-characterised panel
of specimens

Key measurements

Accuracy:
= Sensitivity
= Specificity
Precision
Robustness

Clinical validity

A diagnostic test’s
ability to detect or
predict the condition
that is associated
with an analyte
measurement:

the test’s value to
clinical decision-making

Assessed in setting of
intended use,
performed by intended
users

Key measurements

= Positive and negative
predictive values,
robustness

Clinical utility

The balance of risks and
benefits associated with
the use of a testin a
public health context:
feasibility of use, cost-
effectivness, potential

@=P> impact

Feasibility assessed
within health systems.
CE and impact can be
modelled

Key measurements

Health outcomes:
= Mortality, morbidity

= Disability life-years
saved (DALYs)




Product Development Product Evaluation

Grand Challenges Canada”

Grands Défis Canada
BOLD IDEAS FOR HUMANITY."
BILL&MELINDA ._ "
(GATES foundation @ SLP;-II\E%(L)}}J A
; i HYGIENE B n; N
UNIT \ad/ NEPAD eSO

R i

éﬁiﬁﬁfo‘:’c% X Pangaea Asian Harmonization
Latin America Pl - ") MEDECINS Working Part

SANS FRONTIERES Global AIDS Foundation g Yy
(ALADDIV) & s

e Em e Pan-African Harmonization - \k u L
: L Working Party — - = - 7 n
Eozll =Xl =g gma=—

e

T e e =




