WTO Technical Workshop on Covid-19 Vx R&D, Manufacturing and Distribution
11 February 2022: 13:00-15:00 CET

Carmen Rodriguez | Team Lead, Vaccine Prequalification, Department of Regulation and Prequalification (RPQ)
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Features of PQ and EUL

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 encouraged
* Post-PQ monitoring
* Reassessment/requalification

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 encouraged
Post- deployment monitoring
Time limited recommendation

Development should continue for MA/PQ
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WHO regulatory preparedness for COVID-19 vaccines () i

WHO released “Considerations for the WHO issued a call for Expressions of

assessment of COVID-19 vaccines” (2020) Interest for Emergency Use Listing of
COVID-19 Vaccines (2020)

First Invitation to manufacturers of vaccines against Covid-19
g’orgli'li;l:talll}n to submit an Expression of Interest (EOI) for evaluation by the
g WHO (Prequalification and/or EUL)
1. Introduction:

acceptabilty,in
principle, purchase by such agencies. The purpose

agency.

CONSIDERATIONS FOR EVALUATION OF COVIDI9 VACCINES oo
, and with

appropriate concomtant products.

ttp:/fwww wha int/immnization_standarda/vaccine_quskty/ps_pa/en
fndex i,

Vaceine and Immunization Devices Assessment Team (VAX)
alification Unit (PQT)

[

.. aiming for timely regulatory process while maintaining high evaluation stds for EUL/PQ

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



https://www.who.int/medicines/regulation/prequalification/prequal-vaccines/WHO_Evaluation_Covid_Vaccine.pdf?ua=1

: HPa : : . 772\, World Health
In-country expedited approval for use & post-listing monitoring: () Do
" X
the WHO regulatory alignment roadmap
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/Ill & 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 & « Advisory committee
approval in participants compliance with + Establishment of Review convened (post-listing - Validity of listing based
& post-listing monitoring criteria for assessment) Committee (NRA/SRA in commitment) on new data generated
charge of oversight & _ _
- Discussions on rolling regulators /reviewers from  * WHO EUL/ PQ_ ' » Possible conversion of
submission procedure potential user participants) recommendation with EUL to PQ
conditions

NRA reliance
1 COVAX I EUL/PQI on EUL/PQ

} 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



Timeline of events: (selected Covid-19 Vx related events)

COVAX RAG events, co-chaired

April 2020
ACT-Accelerator initiated

31 Dec 2019

WHO'’s China office
notified International
Health Regulation (IHR)

by WHO & CEPI, are not listed &4 } \\3 World Health
WHO Emergency Use Listing (EUL) ‘g@ ¢ Organization

A great number of post-approval changes & follow up on post-EUL requirements
(ex., trials with specific populations / age groups, continuous safety reporting, new DS/DP sites, shelf-life)

18-19 May 2020
73 WHA: virtual

11 Mar 2020

A

WHO global
pandemic declaration

2020
—

Apr
| S

()

?

29 Apr WHO Vx TPP

15 Feb 2021 15 Apr 2021 *| Pfizer-BioNTech: 18 Jun, 02,08,16 Jul & 17 Sep 2021: US, DE, CH, FR |
Serum Institute of India (SII) pr
COVISHIELD Astrazeneca * | AstraZeneca: 04 Jun, 09 Jul, 27 Aug,, 23 Dec 2021: AU, JP, CA, AG, MX
—_— COVID-19 Vx
15 Feb 2021 = *| Janssen: 25 Jun, 02 Jul 2021 A, IT, UK, USA |
AstraZeneca/SKBio | 30 Apr 2021 *
31 Dec 2020 COVID-19 Vx  Moderma vx | Modema: 06 Aug, 23 Dec 2021: USA, RepK |
Pfizer—BioNTech : :
VT VEe 16 Jul 2021
COVID-19 Vx g ’ 20 Dec 2021
: 12 Mar 2021 ;i’r\f:yhi?ril giil-n\(])l\ilgczozj- Pfizer—BioNTech || 03 Nov 2021 NovaVax
11 Dec 2020 Janssen BIBPDVX Coronavac w Bharat_ biotech Nuvaxovid
» 1st EUA COVID-19 Vx COVID-19 Vx — - Covaxin :
by FDA 275 days after : - : -
the pandemic - 24 May-01 Jun 2021 29 Nov-01 Dec 2021 || & ¢ 20
declaration : 747 WHA: virtual Special session
2021 e ==l 2022
Dec; :Jan Feb: Mar Apr :May Jun @ Aug ‘L\'lov Dec ;: | Jan
o K eee 99 %k X ¢ Kk Kk ke T*TT*OO ok 96 9 9k 11
07 Dec 2020 11 Feb 2021
Human challenge model Methodological Approaches to 26 May 2021 28 Jan 2022
COVID-19 Vx Correlates Why do we need a

17 Apr ToR WHO WG on Vx TPP I

18 Mar 2020 ICMRA workshop
Data requirements for Ph1 Vx trials

05 Feb 2020 SARS vx candidates |

11-12 Feb 2020
Global Research & Innovation Forum

IToR WHO WG on Vx Core protocol I

12 Jan 2021
New variants: Knowledge

assess variants effect on Vx
Efficacy, Effectiveness and Impact

gaps & research

10 Feb 2021 ICMRA workshop
COVID-19 Virus Variants

13 Jan 2021 ICMRA workshop

of protection

13-14 May 2021
COVID-19 Global Research
& Innovation Forum

Vx safety collaboration

22 Jun 2020 ICMRA workshop
Position on Ph3 Vx trials

29 Mar 2021 1st Global consultation
Assessing the Impact of SARS-CoV-2

10 Jun 2021 2" Global consultation
Assessing the Impact of SARS-CoV-2

VoC on Public Health Interventions

VoC on Public Health Interventions

Data requirements for Ph3 Vx trials

[Tor wHO WG on vx R&D | ——

IToR \INHo \ING on Animal models I Knowledge gaps & research priorities
IToR \.NHO WG on Assays I

|24 Ja.n X reactivity with other CoVs I Progress summary Progress summary

Animal models
20 Mar 2020 (27Feb-15 Mar 2020)

Assays

|27 Jan X reactivity between nCoV and SARS I

|30 Jan Vx Prioritization for Cl trials I

04 Apr 2020 (15-26 Mar 2020)
04 Jun 2020 (26 Mar-01Jun 2020)

05 May 2020 (18 Mar-01Apr 2020)

24 Jun 2021 ICMRA workshop
COVID-19 Virus Variants

7-8 July 2021 ICMRA workshop

Enabling manufacturing capacity

pan-sarbecovirus Vx?

12 Jan 2022 ICMRA workshop
Omicron variants

15 Dec 2021 Evidence & implications:

omicron is evading immunity

06 Dec 2021

Further Vx research to achieve the control of the

pandemic everywhere

29 Nov 2021
Assays and animal models

in the COVID-19 pandemic

25 Oct 2021
Emerging evidence on
additional doses & their safety

13 Aug 2021
Can booster doses contribute to control this

pandemic: what research is needed?



https://icmra.info/drupal/covid-19/12january2022
https://icmra.info/drupal/news/22june2020_2
https://icmra.info/drupal/news/22june2020_2
https://icmra.info/drupal/en/covid-19/7-8july2021/video-recording
https://icmra.info/drupal/covid-19/24june2021
https://www.who.int/docs/default-source/coronaviruse/report-sars-global-consultation_10june2021.pdf?sfvrsn=a2b23bab_5&download=true
https://www.who.int/publications/m/item/global-consultation-on-a-decision-framework-for-assessing-the-impact-of-sars-cov-2-variants-of-concern-on-public-health-interventions
https://icmra.info/drupal/covid-19/10february2021
https://extranet.who.int/pqweb/vaccines/covid-19-vaccine-chadox1-s-recombinant-0
https://cdn.who.int/media/docs/default-source/documents/r-d-blueprint-meetings/blueprint-covid-vaccines-and-variants-research-methods.pdf?sfvrsn=27feead4_1&download=true
https://www.who.int/about/governance/world-health-assembly/seventy-third-world-health-assembly
https://extranet.who.int/pqweb/vaccines/who-recommendation-sinovac-covid-19-vaccine-vero-cell-inactivated-coronavac
https://extranet.who.int/pqweb/vaccines/covid-19-mrna-vaccine-nucleoside-modified
https://extranet.who.int/pqweb/vaccines/who-recommendation-covid-19-vaccine-bibp
https://extranet.who.int/pqweb/vaccines/who-recommendation-covid-19-mrna-vaccine-nucleoside-modified-comirnaty
https://www.who.int/publications/m/item/who-covid-19-vaccines-research-can-booster-doses-contribute-to-control-this-pandemic-what-research-is-needed
https://www.who.int/news-room/events/detail/2021/06/01/default-calendar/covid-19-vaccineswho-meeting-on-correlates-of-protection
https://www.who.int/teams/blueprint/covid-19/covid-19-global-research-innovation-forum
https://www.who.int/publications/m/item/emerging-evidence-on-additional-doses-of-covid-19-vaccines-and-their-safety
https://extranet.who.int/pqweb/vaccines/who-recommendation-janssen-cilag-international-nv-belgium-covid-19-vaccine-ad26cov2-s
https://www.who.int/about/governance/world-health-assembly/seventy-fourth-world-health-assembly
https://extranet.who.int/pqweb/vaccines/who-recommendation-bharat-biotech-international-ltd-covid-19-vaccine-whole-virion
https://icmra.info/drupal/covid-19/13january2021
https://www.who.int/publications/m/item/covid-19-new-variants-knowledge-gaps-and-research
https://www.who.int/news-room/events/detail/2021/12/06/default-calendar/who-consultation-on-covid-19-vaccines-research-how-can-vaccine-research-further-contribute-to-achieve-the-control-of-the-pandemic-everywhere
https://www.who.int/news-room/events/detail/2021/12/15/default-calendar/who-global-consultation---what-evidence-do-we-have-that-omicron-is-evading-immunity-and-what-are-the-implications
https://extranet.who.int/pqweb/vaccines/who-recommendation-astrazenecatga-approved-sites-covid-19-vaccine-chadox1-s-recombinant
https://extranet.who.int/pqweb/vaccines/who-recommendation-astrazeneca-mhlw-approved-sites-covid-19-vaccine-chadox1-s-recombinant
https://extranet.who.int/pqweb/vaccines/who-recommendation-covid-19-vaccine-chadox1-s-recombinant_cnd
https://extranet.who.int/pqweb/vaccines/who-recommendation-astrazeneca-eu-approved-Vaxzevria
https://extranet.who.int/pqweb/vaccines/who-recommendation-astrazeneca-eu-approved-Vaxzevria
https://extranet.who.int/pqweb/vaccines/who-recommendation-modernatx-incusfda-covid-19-mrna-vaccine-nucleoside-modified
https://extranet.who.int/pqweb/vaccines/who-recommendation-moderna-spikevax
https://www.who.int/news-room/events/detail/2021/11/29/default-calendar/second-special-session-of-the-world-health-assembly
https://extranet.who.int/pqweb/vaccines/who-recommendation-siipl-covid-19-vaccine-rs-proteinnanoparticle
https://cdn.who.int/media/docs/default-source/blue-print/tors-working-group-on-target-product-profiles-covid19.pdf?sfvrsn=f209d4b4_1&download=true
https://cdn.who.int/media/docs/default-source/blue-print/who-target-product-profiles-for-covid-19-vaccines.pdf?sfvrsn=1d5da7ca_5&download=true
https://www.who.int/publications/m/item/covid-19-animal-models-summary-of-progress-made-by-the-WHO-covid-19-modelling-27-february-15-march-2020
https://www.who.int/publications/m/item/covid-19-animal-models-summary-of-progress-made-by-the-WHO-covid-19-modelling-15-26-march-2020
https://www.who.int/publications/m/item/covid-19-animal-models---summary-of-progress-made-by-the-who-covid-19-modelling-(march-04-june-2020)
https://www.who.int/publications/m/item/summary-of-progress-made-by-the-who-assays-for-vaccines-group-of-experts-(18-march-1-april)
https://cdn.who.int/media/docs/default-source/blue-print/hcs-who-ag_meeting-report_09feb2021.pdf?sfvrsn=fb65ebff_5&download=true
https://cdn.who.int/media/docs/default-source/blue-print/covid-vaccines-report-15-january.pdf?sfvrsn=ebf42ebd_3&download=true
https://cdn.who.int/media/docs/default-source/blue-print/who_assays_amodels-summary-of-emergency-meeting-omicron_29nov2021_rd.pdf?sfvrsn=bbaf683f_7&download=true
https://www.who.int/news-room/events/detail/2022/01/28/default-calendar/who-consultation-on-covid-vaccines-research-why-do-we-need-a-pan-sarbecovirus-vaccine
https://icmra.info/drupal/news/March2020
https://www.who.int/publications/i/item/who-r-d-blueprint-novel-coronavirus-ncov-vaccine-prioritization-for-clinical-trials
file:///C:/Users/miyazakikrauser/Downloads/WHO-HEO-RDBlueprintnCoV-2020.3-eng.pdf
https://www.who.int/publications/i/item/who-consultation-on-cross-reactivity-with-other-coronaviruses
https://www.who.int/publications/m/item/a-coordinated-global-research-roadmap
https://cdn.who.int/media/docs/default-source/blue-print/tors-working-group-on-core-protocols-for-vaccines-covid19.pdf?sfvrsn=3642fea_1&download=true
https://cdn.who.int/media/docs/default-source/blue-print/tors-working-group-on-vaccine-randd-covid19.pdf?sfvrsn=ecdfeec5_3&download=true
https://cdn.who.int/media/docs/default-source/blue-print/who-working-group-animal-models.pdf?sfvrsn=219c1dab_1&download=true
https://cdn.who.int/media/docs/default-source/blue-print/who-working-group-on-viruses-reagents-and-immune-assays.pdf?sfvrsn=48844c45_1&download=true
https://www.who.int/publications/m/item/overview-of-the-types-classes-of-candidate-vaccines-against-sars-cov
https://extranet.who.int/pqweb/vaccines/who-recommendation-biontech-tozinameranus-fda-covid-19-mrna-vaccine-nucleoside-modified

Emergency regulatory authorizations issued by >150 LMI countries/territories (&) tmmmon

Janssen

115

countries/territories

786

regulatory clearance

Pfizer

156

countries/territories

299

regulatory clearance

Sinopharm

80

countries/territories

80

regulatory clearance

———

update: as of 01 February 2022

Novavax

34

countries/territories

34

regulatory clearance

3 DS sites 4 DS sites 1 DS/DP 1 DSIDP
7 DP sites 10 DP sites site Site
Viral vector MRNA Inactivated Protein subunit




Assessment, monitoring, and adjustments to variants is critical

TAG for SARS-CoV-2 Virus Evolution

is assessing its effect on transmission, disease severity, vaccines,
therapeutics and diagnostics, and the effectiveness of PHSMs

-— —— gy, - = =
o - -~ The R&D Blueprint for Epidemics i
WG for Clinical Ma nagement Networks ”- ~ convening researchers to identify knowledge gaps, and
is assessing impacts of VOCs on current vaccines and ” N studies needed to answer the most pressing questions.
WHO Global Clinical Platform for COVID ( Omicron variant assays & animal models study tracker
/ \\
The Joint Advisory Groupon  / :
. ry -sroup The WG on vaccines TPPs
TherapeUtlcs Prlorltlzatlon ‘ is reviewing current desirable and minimum criteria
is analyzing the possible effects on treatment of Vi rulence for vaccines.
hospitalized patients.
\ (ability to cause /
severe disease) ]
WG on outpatient platform trials s& 2 WHO BioHub system
is reviewing trial designs and challenges \ 2 @ reliable, safe, and transparent mechanism to
~ P voluntarily share novel biological materials
~ ~ _ ”
-~ -_— e m = -
TAG for COVID-19 Vaccine Composition* SAGE on Vaccines & Immunization
Is assessing impacts of VOCs on current vaccines and determining is reviewing data to develop evidence based recommendations
whether changes to the composition of vaccines are needed. on the vaccination policies and target populations.

Thousands of researchers around the world are contributing data and expertise to the deliberations

*Interim Statement on COVID-19 vaccines in the context of the circulation of the Omicron SARS-CoV-2 Variant from the WHO Technical
Advisory Group on COVID-19 Vaccine Composition (TAG-CO-VAC) https://www.who.int/news/item/11-01-2022-interim-statement-on-covid-19-
vaccines-in-the-context-of-the-circulation-of-the-omicron-sars-cov-2-variant-from-the-who-technical-advisory-group-on-covid-19-vaccine-composition 9



https://www.who.int/news/item/11-01-2022-interim-statement-on-covid-19-vaccines-in-the-context-of-the-circulation-of-the-omicron-sars-cov-2-variant-from-the-who-technical-advisory-group-on-covid-19-vaccine-composition
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Carmen Rodriguez | Team Lead, Vaccine Prequalification
Department of Regulation and Prequalification (RPQ)



