. f-i\"“@?ﬂfl Organization

WHO Prequalification of In Vitro Diagnostics
& Male Circumcision Devices

23rd AHWP Annual Meeting 22 — 25 October 2018

Helena Ardura | Technical Officer | Essential Medicines and Health Products | 25 October 2018

www.who.int



World Health
Organization

AR\
«3)
N 4

The Prequalification Team S

The prequalification team is responsible for the quality-assurance of IVDs, MCDs, FPPs, APIs, QCLs, vaccines,
immunization devices, VCPs and VCIs

AT

: : N -
Diagnostics (Dx) assessment of Medicines (Mx) assessment of
in vitro diagnostics (IVD) & finished pharmaceutical products (FPP) &

L male circumcision devices (MCD) )| active pharmaceutical ingredients (API) ]
~ N )

Vaccines (Vx) assessment of Vector control (VCx) assessment of

: : L : vector control products (VCP) &
vaccines & immunization devices (ImD) . :

. U vector control ingredients (VCI) y
[ Inspections ]
L of manufacturing sites )
([ Laboratory evaluation & testing & Laboratory prequalification
N of Dx, Mx & Vx of Mx quality control laboratories (QCLs) |
( Technical assistance )
L to manufacturers, NRAs and other stakeholders )
( Facilitation of National regulatory approval |
L for Dx, Mx & Vx )
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PQ: aim, scope and impact

The aim of PQ is to promote and facilitate access to
safe, appropriate and affordable 1VDs of good
quality

Focus is placed on IVDs for priority diseases and
their suitability for use in resource-limited settings

The findings of PQ generate independent technical
information on safety, quality and performance of
IVDs and MCDs, principally used by other UN
agencies, WHO Member States and other
interested organizations

The PQ status, in conjunction with other
procurement criteria, is used by UN agencies, WHO
Member States and other interested organizations to
guide their procurement of IVDs and MCDs
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HIV

Malaria

Hepatitis C

Hepatitis B

HPV

G6PD

Cholera

Syphilis*

*As of January 2019



What does PQ do differently to

national regulators?

Requirements are based on the
same set of standards — PQ is
aligned with internationally
accepted practice

BUT

PQ review is of aspects of
particular relevance for resource-
limited settings.
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International Organization for
Standardization (ISO)

Global Harmonization Task Force
(GHTF)

International Medical Device
Regulators Forum (IMDRF) -
replaced GHTF

Clinical and Laboratory Standards
Institute (CLSI)



R
=

12

o geo ° & ’.!r \, World _Heqlth
WHO Prequalification of IVDs ) o
Abridged prequalification

Full prequalification assessment
assessment

Pre-submission form
Pre-submission form

O
Dossier
screening
Assessment
Phase
Assessment
Phase

Performance evaluation

I |

i Labellin
[ Site inspection } { Dossier review } { il } {Site inspection} [ reviewg J
review
L . A 4
\L \L \ \ \L \

[ Prequalification decision } { Prequalification decision J

Performance evaluation

Post PQ Activities: commitments to PQ, re-inspection, post market surveillance,

changes, annual reporting



Purpose of the dossier — unique
PQ characteristics
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Purpose: Demonstrate that the manufacturer has considered the quality, safety and
performance of its product in the countries where WHO PQ products are procured

Programmatic suitability: specific emphasis on issues of particular relevance to
resource-limited settings, such as:
. Stability of products (e.g. heat and humidity)
. Suitable specimen type
. Labelling of products
. Ease of use (e.g. training and material)

. Performance evaluated in the global population

. Life cycle management of products
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Product Dossier contents
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Take into account the intended use, testing population, user, and setting of use

Product description
Design and manufacturing information

Product performance specifications & associated validation
and verification studies

Labelling
Commercial history
Regulatory history

Quality management system
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INSTRUCTIONS FOR COMPILATION OF A

PRODUCT DOSSIER

Prequalifical

Final Document




Requirements for Manufacturing
site inspection
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« Fully implemented quality Quality management system
management system (design & including documentation requirements
development, manufacturing Management responsibility
including quality control, storage, including customer focus, quality policy

« Risk management to meet ISO including human resources, work
14971, taking into consideration its environment
intended user and intended use Product realization
setting including production and service provision,

»  Products undergoing prequalification gzsitgsc’f monitoring and measuring

have to be in routine manufacturing

. : . Measurement, analysis and
« Sufficient capacity to ensure reliable y

_ improvement
delivery including control of nonconforming product,
improvement
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Performance evaluation

« Independent verification of the performance characteristics of IVDs
submitted for prequalification assessment

« Evaluation of operational characteristics with a focus on needs of resource-
limited settings

 Assays are challenged with a focus on their use in resource-limited
settings and in the context of WHO guidelines (SRA review has different
priorities based on local populations and product use)

Wherever possible, panels are representative of a global population

 The dataset obtained complements the verification and validation data
submitted by the manufacturer in the product dossier and finding in the Site
inspection

«  Currently takes place in a WHO Prequalification Evaluating Laboratory

® AR
20 NRL %
0 Science of Quality s
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Performance evaluation pathways S

Option 1: Performance evaluation coordinated by WHO

The performance evaluation will be scheduled by WHO as soon as the product is
designated as meeting WHO prioritization criteria

Option 2: Alternative Performance Evaluation Mechanism

The manufacturer selects a laboratory from the list of WHO Prequalification
Evaluating Laboratories

The manufacturer will bear the cost of the evaluation and be responsible for
coordinating it directly with the laboratory
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WHO audits laboratories against predefined
requirements based on ISO 15189 and ISO

WHO PREQUALIFICATION TEAM: i (/728 World Health
DIAGNOSTICS | (8% Organization

17025 @
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2 lists of laboratories:

« List 1 - laboratories working with WHO

and participate in Option 1

« List 2 — laboratories working directly

with manufacturers and participate in

Option 2

« Laboratories may choose to be listed
under both lists

Any laboratories interested in becoming a WHO PQ Evaluating Laboratory may
submit an Expression of Interest at any time. Information available at:
http://www.who.int/diagnostics laboratory/evaluations/alternative/en/
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http://www.who.int/diagnostics_laboratory/evaluations/alternative/en/
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Prequalification decision

. Final prequalification outcome depends on:
Results of dossier assessment and acceptance of action plan
Results of inspection(s) and acceptance of action plan

Meeting the acceptance criteria for the laboratory evaluation

. WHO PQ Public Report is posted on WHO website and product is
added to the list of WHO prequalified products

. Product is then eligible for WHO and UN procurement

12/12/2019  WHO Prequalification of In Vitro Diagnostics 12



IVDs prequalified
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75 IVDs listed as of October 2018

New [VDs in 2018:

- CyFlow® Counter System with CD4 easy count
kit and CD4% easy count kit

—
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WHO list of prequalified in vitro diagnostic products
ReW: Resst of the world. Regulatary version applied to products not approved by stringent/mature NRA of not regulated
Last update: 21 February 2018
e Care es
Year
fied gulatary Packaging.
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° 017 - Aptima™ HIV-1 Quant Dix Assay PRO-03001), 303014, CE-mark Hologie, Inc. San Diego, USA 1007 kit
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PRO-03003
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ayp  [MVROT farse OraGuick HIV Seff-Test 541000, 5X8-1001 Row _ Ureums Bathishem, USA ST
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virdlagical ) . . .
wy | Xpert* HIV-1 Viral Load GRHIVVLCE-10 CE-mark Cepheid AB Soina, Sweden 07/
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° O ra Q u I C k I I I V S e If I eSt 2017 HEVNAT pert® HOW Viral Load GHOVAVL-CE-10 CE-mark Cepheid AB Soina, Sweden 07/
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. m7 HCVROT | Draluick MOV Rapid Antibody Test K0t | 1001-0270, 1001-0278 CE-mark _ oo Bethiehem, USA T,
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- Xpert HPV
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Guidance for manufacturers

Increased focus on guidance to manufacturers

Q Sample dossiers
A Technical Guidance Series
A Technical Specification Series

A Reportable Changes to Prequalified

Products

http://www.who.int/diagnostics laboratory/quidance/en/
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Guidance and training

Guidance for Manufacturers

1. TECHNICAL GUIDANCE SEI FOR WHO FEEQUALIFICATION

The Prequalification Team — Diagnosties is developing a Technical, Guidance Series
for manufacturars interestad in WHO prequalification of, their IVD and will assist
manufacturers in meeting prequalification, requirements. It should be read in
conjunction with relevant, internaticnal and national standards and guidance.

TGE1

TGS 2 |Establishing stability of an in vitro diagnostics for the | Comment period
WHO Prequalification closed

TG5 3 |Principles of performance studies Comment period
closed
TG54 |Test method validation of in vitro diagnostic medical NEW
devices

— Technical quidance series

1. SAMPLE PRODUCT DOSSIER FOR WHO PREQUALIFICATION

The Prequalification Team — Diagnosties have prepared sample product,dossiers
based on a fictitious WD to provide manufacturers with an,example of the type of
information that may be included in a product, dossier submitted to WHO
Prequalification.

Sample Froduct, Dossier for a CD4 VD

Sample Product Dessier for an IVD intended for HIV' seff-testing | Under review

Sample Product Dossier for 3 Qualitative Mucleic Acid Test to Comment period
detect HIV-1 and HINZ closed

Sample Product Dossier for a Quantitative Mucleic Acid Test to NEW
detect HIV-1 RNA

— Sample product dossier for WHO prequalification

3. TECHNICAL SPECIFICATION SERIES SUBMISSION TO WHO PFREQUALIFICATION
— DIAGNOSTIC ASSESSMENT

The Prequalification Team — Diagnostics. is developing a Technical, Specification
Series for manufacturers interested in VWHO, prequalification of their in vitro diagnostic
m 3l dewvice {1\ This series will 52t out appropriate, performance evaluation
criteria to mest PO uirements.

TS851 | Technical specifications for WHO prequalification of
HI rapid diagnostic tests for professional use andlor
self-testing

T552 | Technical specifications for WHO prequalification of
D medical devices to identify Glucose-8-phosphats
dehydrogenase {GBPD) activity

TS5 3 |[Oraft] Technical Specification Series for submission NEW
te WHO Pregualification — Diagnostic Assessment:
Malaria rapid diagnostic tests



http://www.who.int/diagnostics_laboratory/guidance/en/

Currently published or in draft

Technical Guidance Series

TGS 2

TGS 2
annex

TGS 3

TGS 4

TGS 5

TGS 6

TGS 7

Establishing stability of an in vitro
diagnostics for the WHO
prequalification

Establishing component stability for
an IVD. Case study: single-use-buffer
vials for rapid diagnostic tests

Principles of performance studies

Test method validation for an in vitro
diagnostic medical devices

Designing Instructions for use for in
vitro diagnostic medical devices

Panels for quality assurance and
quality control of in vitro diagnostic
medical devices

Risk management

New

N
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Technical Specifications Series

TSS 2

TSS 3

TSS 4

In vitro diagnostic medical
devices (IVDs) to identify
Glucose-6-phosphate
dehydrogenase (G6PD)
activity.

Malaria rapid diagnostic tests new

In vitro diagnostic medical new
devices (IVDs) used for the
detection of high-risk Human
Papillomavirus (HPV) types in
cervical cancer screening.
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Guidance on reporting changes (@) o et
to WHO

- Increase clarity for manufacturers on (
what is to be reported -

- Provide descriptive generic
examples of the changes to be
reported

.
=

- Overview of how to determine the - D e
severity of a change and the WHO
change assessment process
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International harmonization and
convergence

IMDRF-related convergence

EPs
IVD ToC and dossier restructuring
Report restructuring

GRRP: new reliance mechanisms

AHWP-related convergence

IVD Labelling
IVD Changes
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Prequalification of
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Male circumcision devices B organization

eees | Piagnostics and Laboratory & World Health
Technology Organization

Pre-submission form

INSTRUCTIONS FOR COMPILATION OF A

Dossier PRODUCT DOSSIER
screening
\L Prequalification of Male Circumcision Devices
HIV/AIDS Programme
Assessment
Phase
(- 4
FRAMEWORK FOR CLINICAL EVALUATION
. g . .. OF DEVICES FOR MALE CIRCUMCISION
Prequalification decision

F ) sty
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Prequalified
Male circumcision devices

Prequalified devices:
- ShangRing (2015)
- Prepex (2013)

Changes to MCDs:

- 12 Change requests
since 2014
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WHO PREQUALIFICATION TEAM: @ World Health
DIAGNOSTICS Organization

DRAFT FOR COMMENT

REPORTABLE CHANGES TO A
WHO PREQUALIFIED
MALE CIRCUMCISION DEVICE
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