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Objectives

of today's
webinar

Introduce theAVAREF
platform and service offering

Present the emergency review
process including a developer
testimony

Conduct open discussion with
developers
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The African Vaccine Regulatory
Forum (AVAREF) was established
by the World Health Organization
in 2006

AVAREF serves as a capacity-building platform aimed
at improving the regulatory and ethics oversight of
Interventional clinical trials conducted in Africa

5]




Since Its creation,
AVAREF connects
regulators, ethics
committees and

developers to expedite
access to treatment &
prevention of major
IllInesses In Africa

/"n To date AVARERetwork connects
"al'

¥ regulators and ethics committees
}'/ from 55 member states in Africa

S TheAVAREBlatform has supported
O\// in tackling diseases such as CO18D
Ebola, Malaria, Tuberculosis and
others
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AVAREF offers a one-stop process for clinical trial application
and helps improve the regulatory landscape in Africa

Joint reviews

Providing a standardized
regulatory and ethics process
involving authorities from
multiple countries to increase
efficiency of CTA review
process

Collaboration

Ensuring ethics committees
and regulatory authorities of
all member states collaborate

and develop strong
relationships

Harmonisation

Working toward
standardisatiorof the
regulatory processes to
enhance efficiency and
Improve transparency

Support

Providing support to all
member states with a focus
on building institutional /
technical capacity to meet
demand in Africa
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3 ways in which
developers can
benefit from
AVAREF platform
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Scientific advice tailored to specific
platforms, vaccines and medical
products

Orchestration of meetings with
developers and national authorities
from each target country for Clinical
trial applications

Alignment of deadlines and support to
countries to enable streamlined
review processes and timelines



AVAREF's joint
review platform
IS a collaborative

process with
multiple
stakeholders
Involved

Experts from NRAs and/or ECs of two or more
countriesreview a common applicationThis process
Includes the sponsor, investigators, external experts,
and other observers.

This process allows NRAs and ECsltectively
engage the developeby discussing aspects of the
candidate product and proposed trial

Through collaboration, NRAs and ECs\caidlate
findings with peers and external expertsnprove
the quality of the review, and optimize the timeline
of the process
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Three types of joint review exist within AVAREF

Authorization process can take up em-1y
when conducted at the national level

|

Expedited Emergency

Expected timeline: Expected timeline: Expected timeline:
+60 days +30days 10or 15days

A
1. https://www.afro.who.int/sites/default/files/ 202005 9- For more information on Regular and expedite 2 V World Health
|  Avaref Joint_review_guideline_version 2_Sept2019 pdf reviews, please refer tAVAREEuidelined I/ Organlzatlon
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Due to the COVID-19 crisis, clinical studies are coming at an
unprecedented rate around the world

More than480candidates in XAnd more than3,000clinical trials initiated to fight COHI®
developmenk around the world
Global count of vaccines and treatments in Global count of new COWBIated clinical trials per month (Jakpr2020
development for COVHD9

Vaccines 198 Y

607
Other 123 Q
treatments 1,01
Anti-viral 86
nt-vira 586

Jan20 Feb20 Mar-20 Apr20 May-20 Junr20  Jul20 Total

Antibodies a4

/, p'
Note: Data as 22/ 05 2020 (}’ q) \) World Health
' ' u Organization

| Source: Milken Institute, COVID-19 Clinical Trial Tracker, BCG analysis
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More clinical trials might be conducted in Africa while no
treatment nor vaccine is available yet

Declining transmission in Xwhile cases are escalating in  Xmight leaddeveloperso
Europe, N. America and AXia many African countries conduct Clinical Trial in Africa
Confirmed deaths due to COVIDB, from 215 Confirmed deaths due to COVIDB, from 215t

March to27" July2020 (log scale) March to27" July2020 G While declining transmission

1,000,000 - 8,000 - rates will complicate conduct

North Am. couth of CT, developers might turn

Europe Afica to Africa where the disease
100,000 - ncin 6,000 - Lrgrr\]smission rates are still
19
Egypt » . :
10,000 1 4,000 - © AVAREF and African countries
need to be prepared to
conduct more joint -review
1,000 7 2,000 1 and to accelerate review
Algeria timeline to face the current
. _ Rgerna challenge
0 Cameroon

L2130\
1. Clinical Trial W@\@, World Health
[

| Source: European Centre for Disease Prevention and Control (ECDC), BCG study and analysis N 5 b)‘/ Organization
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COVID-19 Crisis Highlights Need For Coordinated Emergency

CTA Review Process

Conventional approach to clinical trial review may be sequential and could result in
iInefficiencies and delaysesulting from repeated steps and duplication of work

Better coordination is needed for acceleratif@TA reviews emergency situations
In order to minimize delays andcrease the potential to reduce morbidity and
mortality

During the Ebola crisis 80142015 AVAREF applied a Joint and Assisted Review for
CTAs. A Tableop exercise was used fisrmalize and improve the approach for
emergencies, resulting in the newly endors&d/AREF Strategy and Guidance for
Emergency Preparedness
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In light of this AVARERas committed to release emergency CTA
joint-review in10 or 15 days onl April 202¢

WA

% 1. Decision communicated on 20 April 2020




Emergency JoinReview process of clinical trial applicatiod/@) 1’

AVAREF

At least2 weeks prior to submission, applicant
informs AVAREF of iitstention to submit

AVARERQotifies national stakeholderdNRA and EC) about
potential application to ensure readiness for joetiew

--------

AVAREF notifies the applicant about
submission requirementfor national
authorities of potential target countries

Application

Applicantsubmits applicatiorfor
emergency joinreviewto AVARE

All stakeholders areotified about successful screeningational .
stakeholders are prompted to indicate their willingness to participate

h

Pre-submission meeting

AVAREPBromptly screens
applicationthe same day

Countriesconfirm their

participationin the jointreview t = _._$ ) |
AEEA MY ... FH .

During the presubmission meeting, applicant share application key info, stakehcddees on

responsibilities and on submission requiremerdaad thejoint -review timeline is finalised
— GE =~
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Emergency JoirReview process of clinical trial applicatio@/@)
RARREE

Applicant submitspplicationto —- After screening applicatioto Applicant reviews the list o
national stakeholdergollowing ;- \ ensure completenesd @a questionsand prepare

country-specific guidelines responses for the joint
clock starts once the applicationis review meeting(clock stop)
submitted to every target country

Xall national stakéholdensaviewthe
applicationand upload their questions to th
applicant on the platformZda

National authorities review responses
guestions andentify queries that should
mmm | be furtherdiscussed in joint revieyl day)

National Authorizationgdays)

National authorities take decisio

During thgoint-review meeting national authorities
and applicant discuss the applicatn

Should some questions remai
unanswered, thelock stopsand
applicantindicates time require
to provide answerX

r regarding applicati oK

Xandcommunlcate decisiomvithin
emergency timeline3 days)

Xwith appointedDiscussants presentingoQgor allocated XAnd all national stakeholders participate
section andpplicant sharing its responses reviewfinalisationmeeting(1 day)
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Allocation of the 10-day timeline for products approved for
other indications

o o . . . Post
Pre-submission & submission Jointreview DeCISIOFldeCiSiO
C o OC “ig
2 . .
- Emergency timeline
3
10days
I
National decisiom
Review finalisation
meeting
Joint review
L Response review
T Country review
Initial ~ Screening  Pre Applicant Screening Country  Sponsor Response Joint review Resolution Review  National Post 1days Screening by NRA/EC
engagement of request submission submits by NRA/EC review responses review of finalisation decision  decision
meeting authorities outstanding meeting

questions
B Excluded from timeline

B Included in timeline
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| Note: Timeline for products approved for other indications. Additional details on emergency procedure can be found at the link below

https://www.afro.who.int/sites/default/files/ 2020-05/AVAREF_Guidance_Emergency Preparedness_M2§20.pdf N bll// Orga nization
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Steps taken by
AVAREF to meet

revised timelines

Early schedulingf meetings and deadlines

Expedited response and availabiliof all
stakeholders along the process steps

Efficient communicatiorthrough digital tools (i.e.,
video conferencing)

Strengthened collaboratiomnd cooperation to allow
each stakeholder to meet the deadlines

Adaptation of Processo the emergency and remote
working context
A Electronic submission and electronic completion of
administrative requirements
A Remote online meetings
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Dr. StrubWourgaft joined Drugs for
DND; Neglected Diseases initiatiMeN D) in 2009
mermecomere and IS the Director of Neglected Tropical
Diseases

Developer

testimony:
Dr. Nathalie
Strub-Wourgaft

She has ovetOyears of Clinical
development experience with companies
such as Pfizer and Lundbeck

e » & With DNDjshe has been involved#joint
ﬂ&x&u reviews including an emergency joint review
that took place in Jul2020
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