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Alere™ Pima was the first POC CD4 diagnostic to gain widespread uptake

 Commercially available in Q4 2009
 CE markedin Q4 2009
e First independent evaluations in Q1 2010

e WHO pre-qualified in Q4 2011




Several Pima evaluations were conducted all over the world
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Several Pima evaluations were conducted which all produced the same result

Country Completed Bias Sensitivity Specificity Result
Country 1 2010 -60 cells/pl 100% 93% v
Country 2 2010 -52 cells/pl 94% 75% v
Country 3 2010 +8 cells/pl 95% 88% v
Country 4 2011 -6 cells/pl 94% 86% v
Country 5 2011 -49 cells/pl 93% 74% v
Country 6 2011 -29 cells/pl 95% 90% v
Country 7 2012 -2 cells/pl 91% 91% v
Country 8 2012 -9 cells/pl 90% 87% v
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Past experience suggests that multiple Pima evaluations delayed product

uptake and did not provide significantly new information

Current State

e More than 20 Pima technical evaluations were
conducted in Africa and 50+ worldwide

* Duplication of efforts across countries with limited
additional knowledge gained

* No standard regulatory framework for diagnostics

—~————

Improved Approach
Evaluation results shared across countries

Harmonization of evaluation protocols CHAI

Organizations supporting evaluations (MOHs, SU[glasiitet)
evaluations in

CDC, LSHTM, MSF, CHAI, etc.) well coordinated countries
highlighted

Regulatory standards harmonized within regional
economic blocs (e.g. EAC, SADC, ECOWAS, etc.)







How is regulatory harmonization like an electrical circuit?

Series Circuit Parallel Circuit




EID evaluations are particularly challenging to repeat in every country

because of the time required to find the number of HIV+ infants required

HEIs per Site Example Country:
per year EID Testing Need By Site
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POC EID evaluations are in their early stages, but at least one product has

been shown to perform well in independent evaluation

Labaratory EID

POC EID  Positive  Negative  POC ETD Sensitivity (95% € POC EID Specificity (95% C1)  Cohen Kappa (95% C1  MeNemar Test (1)

Positive 4 | U8 N% 9. 0951 0,500
Negative | 761 91.7%:; WY% 99 1% 0% 0.900; | 000 0,450

* Alere Q evaluated in Mozambique in 2013-2014 (Jani et al)
* 98.5% sensitivity

e 99.9% specificity

INSTITUTO NACIONAL DE SAUDE
MOCAMBIQUE




Other POC EID products appear promising in manufacturer-led evaluations
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CHAI will continue to provide support to local Principal Investigators to

conduct evaluations when necessary to achieve regulatory approval

e Commodity

procurement
 Technical assistance

e Study design and

protocol submission

 Data collection and

analysis




To ensure testing quality, CHAI-supported evaluations will share common

features

CHAIl-supported evaluations will be...

v Independent from suppliers

v Conducted on finished products (not prototypes)

v’ Large enough to include adequate sample size

v Only conducted in-country when necessary for regulatory approval

v" Conducted in field settings where the products will be used




With funding from UNITAID and DFID, CHAI is supporting countries to
evaluate new POC CD4, EID, and VL products as they become available

Category Product Approximate Start Date Regulatory Status
CD4 BD FACS Presto r:;\rezeerlllzlrzjszz)?nogfozlgf,s WHO-PQ
CD4 Daktari Planned in ~Q1 2015 N/A

CD4 Omega When available N/A

EID Alere Q One evaluation. complete; O ik pending

more planned in Q1 2015

EID Cepheid Planned in ~Q1 2015 N/A

EID SAMBA When available N/A

EID Northwestern p24 When available N/A

VL Alere Q When available N/A

VL Cepheid Planned in ~Q1 2015 N/A

VL SAMBA When available N/A




Past Experience with POC Evaluations

Strategies for Accelerated POC Product Approvals
Update on Recent POC Evaluations
Future POC Evaluation Plans

Other Aspects of Quality



Ensuring testing quality goes far beyond evaluations

Evaluations/Regulatory

Product Development Approval

External QA

- Suppliers need to * All end users *All end users < All sites
build quality into must be trained must perform  should have
product design daily QC some form of
* After initial before testing, EQA, but this
« Particularly for training, end if available can take
POC, quality users need many forms:
needs to be as follow-up * QC should
automated as mentorship check * Proficiency
possible devices, testing (PT)
* With high staff reagents, and  either from 3
- All products turnover, testing party or in-
should have some mechanisms are  procedure, if country
form of internal needed to possible panels
QC on each test identify sites in
and/or daily need of re- * Data

checks training connectivity



Quality must be addressed at the product development stage

¢ Expiry QC

s Volume QC

* Reagent QC

¢ Device QC



Example: Data connectivity can be used to monitor error rates in real-time,

which are a good proxy for testing quality

150004
10000+ 'l
5% error threshold .! , k

5000-

Test Volumes

Based on data available on connectivity



Example: POC CD4 sites can perform as well or better than conventional CD4

sites in EQA programs

EQA Performance - Absolute CD4

PIMA FACSCalibur FACSCount
A 100.0% 87.5% 91.7%
100.0% 87.5% 93.8%
A 95.2% 93.3% 96.0%
95.2% 93.3% 93.3%
A 95.9% 100.0% 95.2%
95.9% 100.0% 95.2%
Average 97.0% 93.6% 94.2%



All aspects of testing quality need to be addressed holistically

il e

IMPROVING

THE QUALITY OF
HIV-RELATED POINT-
OF-CARE TESTING:

EREIRING RELLABILITY AND ACCLIRACY
iF TEST RESUATS

DECENSER, 1T




Thank You

* llesh Jani — INS Mozambique

« MOHSs - Ethiopia, India, Jamaica, Kenya, Lesotho, Malawi, Mozambique, South
Africa, Swaziland, Tanzania, Uganda, Zambia, Zimbabwe

« Trevor Peter, Lara Vojnov

INSTITUTO NACIONAL DE SAUDE
MOCAMBIQUE

N

V]

- /
U nlce N

(OT)AID,

Dhepartment for
International
Development




