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WHO PQ assessment

Prequalification (PQ) 1987
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Emergency Use Listing (EUL) 2015

Review of extensive quality, safety and
efficacy and PSPQ for international

supply*
Assessment performed by WHO
independent experts

Reliance on WHO Listed Authority (WLA)
- abbreviated process under oversight of
mature regulators (evaluation and

oversight of programmatic aspects by
WHO)

Pre-submission meetings
Post-PQ monitoring
Reassessment/requalification

Risk benefit ie

Monkeypox

Risk benefit assessment of essential set of quality, safety
and efficacy data for use during PHEs

Rolling review of data

Assessment performed by WHO independent experts in
collaboration with National Regulatory Authorities (WLA)

Reliance on WLA - abbreviated process under oversight of
mature regulators (evaluation and oversight of
programmatic aspects by WHO)

Pre-submission meetings
Post- deployment monitoring
Time limited recommendation

Development should continue for MA/PQ,

Risk benefit
NELG
antivenoms

*Dossier review, testing and inspection
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Vaccines Post monitoring activities &) Organization

Continuous monitoring of the quality, safety, efficacy and programmatic of
vaccines under PQ and EUL

Variations

Annual Report evaluation

Reassessment

Targeted testing program

Monitoring/Investigation of vaccine quality and cold chain complaints

Monitoring/investigation of Adverse Events following immunization (AEFI)

Other activities.
Collaborative National Registration
Technical Review of tenders for UNICEF

Technical support to member states
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Achievements (2020-2022) - Vaccines Vt’@WorldHealth
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« 21 vaccines PQed

« Support UN agencies

« Support member states briefings on malaria and Ebola.

« Support suitability of vaccine applications during tender process.
» Assessment of 246 variations

11 vaccines (19) Covid 19 vaccines

1 nOPV2 vaccine

Support member states through reliance

Briefing workshops

* One on one support (meetings, emails)

» Assessment of changes, 454 Post EUL submissions

EUL

Snake antivenoms risk benefit

Monkeypox, 2 vaccines

Release of polio vaccines into WHO stockpiles,
169 lots of mMOPV vaccines 462 MD

201 lots of tOPV vaccines, 315 MD

181 lots of NnOPV2, 749 MD




History of the CRP for Vaccines ()
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« 2004/2005 : WHO/SEARO requested the support from PQ
vaccine to facilitate the registration of vaccines. It
consisted to share summary protocol and sample testing
results. Called expedited license procedure

« 2011/2012 : Principles of the CRP (sharing reports of the
assessment process) firstly used for registration of
MenAfriVac in 26 countries of the African belt.

« 2015 : CRP Procedure (under revision) used as a pilot to
facilitate registration of IPV vaccine. Joint review option

« 2016 : CRP for vaccines endorsed by ECBS

« 2016 to 2018 : CRP procedure used on ad hoc basis to
facilitate registration of other vaccines.



Implementation of Procedure for expedited review PR

of imported prequalified vaccines for use in &@Wgﬂmmm
national immunization programmes

(WHO/IVB/07.08)
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Experiences of the CRP for Vaccingg:::

2016 : an intensive collaboration with Ukraine took place in
the context of the collaborative procedure.

2 BCG vaccines (India and Bulgaria)
DT (Bulgaria)

2 DTwP (India)

DTwP-HepB-Hib (India)

Hib (India)

» Documents shared :
v' GMP inspection
v Assessment reports (clinical and quality)
v' PQ approval letter.
v" Distribution data
v PSURSs.



Experiences of the CRP for Vaccingg:::

2017 :
 NRA of the Republic of Zimbabwe to use the collaborative

procedure for the registration of the BCG vaccine
manufactured in India.

« the DRC applied to use the procedure for the registration
of the absorbed pentavalent vaccine DTwP-HepB-Hib
manufactured by a Korean company.

» Information provided is usually summarized in a tabular
format:

v" GMP site inspections

v' Assessment reports (quality and clinical)

v" Information on WHO independent testing.

v PQ approval letter.

v" Decision on post PQ actions (e.g.: variations).



Experiences of the CRP for Vaccines (ot

2018 :

Organization

 NRA of Thailand to use the collaborative procedure for
the registration of Tetanus vaccine (adsorbed), DTP
(whole cell) vaccine (adsorbed), DTwP-HepB-Hib, TCV
manufactured in India.

 Documentation shared with Ukraine on tetanus vaccine
(adsorbed) manufactured in Indonesia and Belarus on a
pentavalent vaccine manufactured in Korea.

» Information provided is usually summarized in a tabular

format:

v GMP inspections

v Assessment reports (quality and clinical)

v' PQ approval letter

v" Decision on post PQ actions (e.g.: variations).
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Procedure applied on an ad-hoc basis, however lack of feedback on the
registration process.

WHO reports have been for internal use. Gap analysis ongoing.

WHO reports of vaccines PQed some years ago are outdated and does not
consider the latest changes recently implemented. Some vaccines have been
replaced by combined vaccines and monovalent components are monitored as
part of the combos.

Some actions need to be taken to ensure satisfactory implementation of the
procedure on timely fashion.

Limited resources in the vaccines PQ and competing priorities.

Product Life cycle management.
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Way forward

Fulfil PQ core activities

Continue mapping of the current regulatory pathways in countries critical
to ensure efficient use of resources. REG

|dentification of constraints for implementation of the procedure in
countries. i.e local agent available in countries, inspection and testing
requirements, market size (interest from manufacturers to submit an
application). REG

Definition of priority vaccines representing public health benefits, ie
vaccines to contain an outbreak, vaccines under shortages.



Way forward

/B World Health

/
(/g

Implementation of actions to ensure preparedness for sharing reports,
once resources are available.

PQ to identify reports of PQed vaccines that can be shared (2017)

Questions from countries to be addressed by manufacturers. (similar
to PQ abbreviated approach)

Reliance mechanism for product life cycle management.

Apply lessons learned from the facilitation of covid 19 vaccines — for
public health emergencies, ie polio, Ebola, malaria
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WHO regulatory preparedness for COVID-19 vaccines @‘é‘g’ﬁﬂi}ﬁﬁ

WHO released "Considerations fo’r’ the WHO issued a call for Expressions of
assessment of COVID-19 vaccines Interest for Emergency Use Listing of
(Nov2020) and addendum March 2021 COVID-19 Vaccines (2020)

Organization WHO (Prequalification and/or EUL)
1. inroduction:

pince.

sgerey.

EVALUATION

Polnts 1o consider for mamaficturers of COVIDI9 vaceines soproprats concomaant products.

Version 24 Sepsember 3030 e
“huncseal”,

Vaccine and Immwniation Devices Ascssment Tesen (VAX)
alifcasion L (PQT)
Repultion and Progualfication Dsparincet (RPQ)
1o Medicine amd Health Prstacts (MIHP)

Access -
‘World Health Organization, Geneva, Swizerbind
The EUL procedure defnes {a) e seeps thak WHD il fobow 1 1 abish elgibay of

been Sevelaped and sublahee

oM for KO Cow 19, VI AUAL 01042000

... Revised guidelines 30 March 2022 and 2" call for EOl in 2022

Source: https://www.who.int/medicines/regulation/prequalification/prequal-vaccines/WHO Evaluation Covid Vaccine.pdf?ua=1




In-country expedited approval for use & post-listing monitoring:
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the WHO regulatory alignment roadmap {8 Organization
1. Preliminary 2. Launching 3. Submissions & 4. Recommendation 5. Post-listing
activities of EOls assessment for listing monitoring
+ Global regulatory + Manufacturers EOls + Establishment of + Approval granted by + Implementation of
cooperation (Phase llb/IIl & assessment pathway NRA/SRA in charge of strategies for safety,
' approval by NRA/SRA according to NRA/SRA in oversight quality & effectiveness
- Establishment of in charge of oversight charge of oversight monitoring
strategies for expedited within 6 months & + Technical Advisory
approval in participants compliance with + Establishment of Review Group convened (post- - Validity of listing
& post-listing monitoring criteria for assessment) Committee (NRA/SRA in listing commitment) based on new data
charge of oversight & generated
+ Discussions on rolling regulators /reviewers from  ° WHO EUL ) . . ]
submission procedure potential user participants) recommendation with  + Possible conversion of
conditions EUL to PQ

1 COVAX I EUL I NRQ;?S{‘ ce ) Facilitated access to countries

- Sharing of assessment/ inspection reports / lot release with regional-designated country reps

+ WHO-facilitated national approval process

* Roadmap for WHO Assessment of vaccine x during the COVID-19 Public Health Emergency

17
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Countries with access (@) bnisan

COUNTR Tozinam AZD COVISHJansse Moder BIBP Sinova Bhar Novava Covova CanSi d?stzile
Y eran 1222 IELD Sl  n na C at X x Sl no s

20 22 11 14
101 63 81 58 67 53 61 47
497
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Vaccines PQ in 2020
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PQ vaccines 2020

11 vaccines (13 presentations)

PQ date
21/01/2020

28/01/2020

07/02/2020

09/03/2020

25/03/2020

21/04/2020

31/08/2020

15/10/2020

04/12/2020

18/12/2020

21/12/2020

https://extranet.who.int/pqweb/vaccines/prequalified-vaccines

O

Hepatitis B (paediatric)

Rotavirus (live attenuated)

engue

Typhoid (conjugate)

Influenza Pandemic H5N1

Vaccine

Influenza seasonal (Trivalent)

Diphteria-Tetanus (reduced antigen content)

Polio Vaccine - Inactivated (IPV)

Polio Vaccine - Oral (OPV) Trivalent

Influenza, seasonal (Quadrivalent)

Polio Vaccine - Inactivated Sabin (sIPV)

No. Doses Manufacturer Country
1
Lg Chem Ltd Republic of Korea
1&2
Serum Institute of India Pvt. Ltd. India
10
Seqirus Limited Australia
20
Biological E. Limited India
5
Sanofi Pasteur France
5
AJ Vaccines A/S Denmark
20
PT Bio Farma (Persero) India
10
Sanofi Pasteur France
1&5
Biological E. Limited India
1
AstraZeneca Pharmaceuticals LP. UK
5
LG Chem Ltd Republic of Korea

21
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PQ vaccines 2021

6 vaccines (7 presentations)

PQ date Vaccine No. Doses Manufacturer Country

18/02/2021

Rotavirus (live, attenuated) 1 Serum Institute of India Pvt. Ltd India
26/04/2021

Influenza, seasonal (Trivalent) 10 Instituto Butantan Brazil

Ebola vaccine (MVA-BN-Filo Janssen Vaccines, Branch of Cilag
ZULEPAZAR [recombinant]) L GmbH International

Ebola vaccine (Ad26.ZEBOV-GP
[recombinant])

18/06/2021 Bharat Biotech International
Rotavirus (live attenuated) 1&5 Limited India

01/06/2021 Polio Vaccine - Inactivated Sabin
) 1 LG Chem Ltd Republic of Korea

14/10/2021 People's Republic of
Human Papillomavirus (Bivalent) 1 Xiamen Innovax Biotech Co. Ltd. China

https://extranet.who.int/pqweb/vaccines/prequalified-vaccines

Switzerland
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Vaccines for emergency response: WHO stockpiles

Emergency response
Emergency response when PHEIC is
declared

Licensed and PQed.
mitigation strategies: under PHE
secure access

Routine and
emergency response

License for emergency
use pathways

23



Prequalification of vaccines and
Immunization equipment

Each year, UNICEF supplies over two billion doses of vaccines, to reach approximately 45
per cent of the world’s children under five years of age. This annual investment, totaling
$1.656 billion in 2019, supports routine immunization programmes, preventive campaigns
and outbreak response around the world. GAVI claims 14 million deaths averted.

UN agencies only procures WHO specified, verified and prequalified immunization
equipment and devices.

& AT
14 70

million
doses per lives saved?
year1 supplied?

countries

24
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Achievements - Immunization equipment MWorldHeanh
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421 PQed products Covid

* 10 categories covering - Ultra Cold (UC) freezer
the end to end « Ultra Cold temperature
immunization monitoring devices
programme life cycle « Non-standard dose 0.3,

« for the storage, 0.2, 0.25 AD syringes
transport, monitoring,
delivery (injection) from
VVM at vial level to
disposal of used
syringes in safety hgs#

Routine

eeze-free vaccine carriers, Electronic
Monitoring Systems (EMS), VVMs
*Pilot Sentinel PMM surveillance of vaccines
fridges has enabled us to identify corrosion as
a major issue in cold chain equipment. New
corrosion specifications under development
*Revision of the WHO international shipping
guidelines
*Multiple direct country support for temperature
excursions in international shipments.
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Expanded programme supported by $3 million in funding from Wellcome Trust

« Global burden of snakebite affects 4.5-5.5 million people/yr and claims 80,000-140,000
lives annually

Focus on assessing products from Africa, Middle East and Asia aims to reduce the
mortality and morbidity in the worst-affected regions of the world by up to 50%.

- Goalis identify products that can be recommended for procurement on the basis of
comprehensive dossier review, laboratory evaluation and GMP compliance.

7 sub-Saharan African products already evaluated. 1 reapplication received and a
second one pending submission.

8 product applications under assessment that are marketed in South Asia and 9 more
for products marketed in North Africa & the Middle East.

26



Risk-benefit assessment of snake antivenoms

Benefits

« Procedure has already resulted in substantial new investment by manufacturers aimed
at attaining GMP compliance, improving the design and efficacy of antivenoms, and
introducing new production technologies.

- Provides procurement agencies with greater confidence in products that NRAs may not
have the capacity to adequately assess themselves.

- Supports decision-making on product registration by regulatory agencies

- Stimulated interest in development of new products by manufacturers who see the
procedure as a precursor to possible future prequalification of antivenomes.

- Recommended products are likely to be taken up for use in regional antivenom
stockpiles to increase access to safe and effective products.
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Figure 1 summanses the progression of the PQS applications since 2008.
Figure 1: Number of products reviewed since 2008
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