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Executive Summary
Joint reviews by multiple National Medicines Regulatory Authorities (NMRAs) and Ethics Committees (ECs) are increasingly being used as a platform for accelerating review of clinical trial applications (CTAs)
The value proposition of joint reviews lies in the:
· Scientific and ethical robustness of the collaborative review and hence the protection of subject:
· Overall amount of time saved in undertaking reviews;
· Knowledge and experience sharing among regulators as well as ECs, and 
· Opportunity to establish mechanisms for information sharing once the trials begin
· Use of standardized formats.
The document provides guidance to NMRAs, ECs, trial sponsors and their investigators on a joint review model for submission and review of CTAs in West Africa. 
The document addresses the criteria for triggering a joint review using the  platform, the key participants and their respective roles, as well as the steps and expected outcomes from the joint review process
WAHO countries are encouraged to incorporate this joint review model and guidelines into their review process as a means of fulfilling regulatory requirements.













1.0 Background
The past decade has witnessed an increase in the sophistication of biomedical research and the number of products being tested for diseases endemic to Africa for which no prior knowledge and evidence base exists in high income countries. While providing opportunities for enhancing expertise and earlier access to novel therapies, these trends have also underscored the need for a regulatory platform for promoting human resource capacity, best practices, common technical requirements and the efficiency and transparency of the regulatory process. The growing complexity of biomedical reach calls for increase cooperation between partners, including funders, sponsors, researchers, product developers, regulators and the ethics community. 
This joint review process was initiated by WHO through the African Vaccines Regulatory Forum (AVAREF) in 2006 as an informal capacity building platform aimed at improving the regulatory oversight of interventional clinical trials being conducted in Africa, has demonstrated it’s value in strengthening regulatory and ethics reviews, promoting harmonized standards and approaches and accelerating the review of vaccines of high public health value- most recently in relation to vaccines against Ebola. 
Clinical trials are carefully conducted experiments in humans with the aim of testing products for safety, efficacy and immunogenicity (in the case of vaccines). Applications for clinical trials are usually submitted to National Medicines Regulatory Authorities (NMRAs) and Ethics Committees (ECs) for approval and authorization before the importation and use of new investigational drugs. The trials are then monitored until completed and the data is submitted for the authorization and registration of the final product in the countries of intended marketing.
Sometimes clinical trials are planned in more than one country and at several sites in these countries for the same product. For such a multi-centre, multi-country clinical trial, clinical trial applications (CTAs) will have to be submitted to individual NMRAs and ECs, often in different formats as defined by each country. Reviews will then be conducted individually and at different times before final outcomes are communicated individually to the sponsor. Furthermore, many of  the questions submitted by countries will be similar in nature. To optimize requirements, practice and processes across countries, as well as build capacity for more efficient oversight, WHO introduced the concept of joint reviews in 2016
Joint reviews are intended to enhance the quality of the reviews of an application submitted to multiple countries, optimize review timelines for such applications, serve as a platform to allow regulators and ECs to exchange and validate their findings with peers and also act as a capacity building tool. Joint reviews enable NMRAs and ECs to collectively prepare a consolidated list of questions for the sponsor and to discuss directly with manufacturer/sponsor the candidate product, trial design, safety and other aspects of the proposed trial. 

2.0 Purpose
The guideline has been developed by AVAREF and adopted by WAHO to provide a model of joint scientific review of CTAs by NMRAs and ECs. This model may also be applied to the review of unconventional regulatory pathways at different stages of the product lifecycle.
This guideline is intended to assist WAHO, individual countries and sponsors in how to plan, organize and conduct joint review of applications for medical products.
The guideline is not intended to replace but rather facilitate compliance with the regulatory requirements of countries in the review, approval and authorization of medical products clinical trials as outlined in each country legislation. ECOWAS countries are encouraged to consider this joint review model into their review process as a means of fulfilling regulatory requirements. This guideline should be used together with WHO’s Technical Report Series on review of clinical trials (WHO Technical Report Series No 924-Guidelines on Clinical Evaluation of Vaccines: Regulatory expectations) and other international guidelines for the review of CTAs by ECs/institutional review boards (IRBs) and NMRAs. It is also expected that WAHO will serve to promote convergence of CTA technical requirements and processes.
The guideline is subject to amendment as further experience is gained with the joint review process

3.0 Scope
The guideline covers all aspects of the joint review of a qualifying medical product 1 using the WAHO platform specifically:
· Conditions or requirements for joint/assisted reviews, including criteria for triggering a review;
· Key participants as well as their roles and responsibilities in the review process;
· The stops and time lines interview process, from pre-submission meeting to the conclusion of the joint review exercise;
· Expected outcomes from the joint review process; and post-review steps leading to the commencement of the clinical trial2

1. For the purpose of this documents a medical product includes a medicine, vaccine or other biological product and an in-vitro diagnostic
2. This would normally include Good Clinical Practice (GCP) inspections, post-review administrative steps and import authorization of investigational products. 

4.0 Definitions
Joint review- The WAHO joint review process bring experts from the NMRAs and ECs of two or more countries, together with the sponsor, as well as external experts that serve to guide and support the NMRAs and ECs of the target countries of the CTAs to review a common CTA submitted by a sponsor. Countries may also attend as observers to benefit from the knowledge and experience of other regulators and ECs towards building their capacity
Assisted review- The same approach may be used on a case by case basis to assist a single country in the review of a CTA that complies with the criteria under Section 6.
Hereinafter, joint and assisted review will be referred to as joint review, unless otherwise indicated.
Review participants:
Convener- Neutral entity responsible for organizing the joint review and for ensuring agreed upon process is respected. The convener will liaise with all respective participants and as such will seek endorsement for the joint review process. The convener will facilitate but not chair the face-to face meeting. For the initial pilot phase of the joint review process, the WAHO will serve as the convener and will work with AVAREF in this respect. This would not preclude working in partnership with the secretariats of regional regulatory networks to organize a joint review when the majority of target countries are members of a regional network.
Invited experts- Experts and representatives from more experienced NMRAs from the region and/or country of manufacture of the product or from well-established NMRAs outside the region who act in an advisory capacity. This could include disease-specific experts, statisticians or individuals with relevant expertise.
Neutral partner- a Product Development Partner (PDP), Non-governmental Organization (NGO) or another non-profit organization that 1) supports the development of a medical product without specific commercial interest in the proposed trial that would constitute a real or perceived conflict of interest and 2) who is also willing to support the regulatory oversight of the clinical trials in target countries. The neutral partner should play a key role in advocating for a joint review facilitated by WAHO
Observer countries – NMRAs and ECs from  countries not involved in the proposed trial who may be invited to the joint review as observers, to learn in anticipation of additional trials of the product in their countries. The convener will select countries based on the need for capacity building. Observers do not participate in the decision-making process.
Sponsor- Entity that takes responsibility for the clinical trial. In some cases, it maybe one organization, while in other case it might be more than one. Sponsor and manufacturer may also be different companies or organization. The sponsor will designate persons toparticipatein the joint review to ensure that all foreseeable questions presented by the review group can be promptly responded to, ideally during the joint review meeting. They may include the principal Investigators (PIs) of the different sites, company experts in the clinical development of the product, company expert in production and control of the investigational products, etc.
Target countries – The EC and NMRA representatives of the countries where the clinical trials will take place. The decision of regulators and ethics committee members will be determined by each institution in consultation with the convener.

5.0 Pre-requisites for joint review
The following are important pre-requisites for the successful conduct of joint review:
· A waiver agreement obtained from the sponsors to share existing information about the application.
· Consensus among the countries involved to undertaken the review of the application together and to use a common report as a basis for their national decision to authorize a trial
· A neutral convener to ensure that the clinical trial application review is rigorous and unbiased
· Focal persons for the NMRA and EC in each participating country for continuous communication regarding the entire process.
· Reviewers nominated by the heads of agencies with the authority to act on behalf of their respective agencies
· Expert from supporting agencies who share their knowledge and experience but do not have decision-making roles or responsibilities.

6.0 Criteria for joint review
To be considered for joint review, a candidate medical product of high public health value to countries in West Africa will be considered based on one or more of the following criteria:
· Addresses a neglected tropical disease or other highly prevalent and serious disease (e.g., non-communicable disease –NCD) on the continent
· Addresses an unmet medical need or a significant improvement over available intervention
· Involves a novel technology
· Product that addresses a disease for which the Director General of the World Health organization has declared a Public Health Emergency of International Concern (PHEIC) 
· Responds to request from one or more countries for assistance 
Other criteria may be considered based on the needs of the countries. Furthermore, there must be a candidate medical product which is ready to go into clinical trial. The clinical trial could be multicentre involving more than one country or on a case by case basis involve one country.
Finally, all participant in the joint review must agree to the provisions of this guideline and the specific agreement reached for the candidate product and trial in terms of roles, responsibilities and timelines.

7.0 Joint review process
The steps in the joint review process are described below. The overall model is illustrated in Figure 1
The proposal to initiate a joint review using WAHO may come form:
· A sponsor
· A PDP
· An  ECOWAS member-state
· WHO or other international organization, for example, in the case of public health emergencies.
Regardless of who requested the joint review, the same process is set in motion. Request should be placed with the convener (WAHO).
It is envisaged that a proactive approach to the conduct of joint reviews will be established, including online expressions of interest (EOI) and the development of a medical product pipeline platform that tracks candidate products of interest.
Finding models to support the joint review process are being explored. Currently, no fees are associated with the joint review beyond those required by participating regulatory authorities and ECs as part of their administrative process. 







WAHO joint review process flow
7.1 Process Steps
Figure 1- Schematic of steps and timelines
Response to EOI or separate request submitted to WAHO 
Review by WAHO and EWG and discussion with party proposing 




(Virtual) Pre- submission meeting



All countries receive responses 
10 working days
Country reports decisions to WAHO
Country decision approval/rejection 
Target 1-2 rounds of questions and responses 
Resolution of outstanding questions 
10 working days
Clock stops until responses sent to countries 
Joint review
20 working days for respective reviews 
Review by NMRA/EC
5 working days for screening 
Submission of application to ECs and NMRAs 
Launch of joint review project
Agreement from Participant to proceed 










Step 1- Screening of request
Request to utilize the WAHO joint review process will be screened by the WAHO secretariat and the WAHO EWG on pharmacovigilance, medicine safety and clinical trials. 
Step 2- Pre-submission meeting
Convened by the WAHO in discussion with the sponsor, target countries and the neutral partner (when involved). The objective is to present the product, the clinical trial plan and proposed timelines. A decision is made on whether to proceed with a joint review in accordance with the proviso of this guideline. A date and location for the face to face meeting is also set.
Representatives of ECs and NMRAs attending the pre-submission meeting will have authority to decide on their participation in the joint review and commit to nominate reviewers. The sponsor provides a waiver agreement to share existing information about the application.
Step 3- Submission to countries
The WAHO will submit the applications to ECs and NMRAs as agreed during the pre-submission meeting. The goal is to have parallel submissions in all countries. In some countries, the PI submits the protocol to the EC and NMRA. However, in the context of this document, the sponsor is considered the entity responsible for the clinical trial.
The CTA submitted to the target countries are not considered valid until they have been screened for completeness and all administrative requirements are fulfilled (including the payment of fees, where relevant). Information on the product and proposed trial must be identical, and attested to in writing by the sponsor prior to all participants.
Opportunities of central electronic filing of non-administrative information and subsequent access by the countries will be explored.
Step 4- Country review of the CTA
Once the application has passed the screening/validation step, the NMRA and EC in each participating country will upload a list of questions onto the WAHO joint review platform. Supporting agencies and invited experts may also do the same. Comments will be accessible to all joint review participants, including the sponsor.
Step 5- Joint review
The WAHO will convene the joint review meeting at the agreed upon date and location. Depending on the anticipated complexity of the review, 2-3 working days will be allotted for the review. WAHO will circulate an agenda for the meeting following a standard format for the organization of such meeting.
The structure of the meeting will generally respect the following format:
Opening session (all participants):
WAHO’s role:
Brief summary of joint review project and process
Objectives of the meeting, format, agenda and expected outcomes
Confirmation that there is no conflict of interest on the part of participants
Facilitate the election of chair(s) for the meeting and lead(s) for drafting report 
Sponsors role:
Introduction of the product, clinical development plan, clinical trial, the protocol. 
Clarification: responses to questions raised by countries of submission package
Join review session (only country representatives, observers, experts, WAHO, AVAREF and Neutral Partner):
Participants will agree on time slots to discuss specific section of the application and will develop a list of questions to be submitted to the  sponsor at the end of each day. Time in the first portion of the next day will be allocated for responses and discussions with the sponsor
Closing session (all participants)
The questions and answers session will continue until all questions are either completely resolved or an agreement is reached on a list of outstanding questions to be addressed by the sponsor.
The review report will be finalized and signed by the chair(s), countries and sponsor
Step 6- Resolution of outstanding List of questions (LoQ)
In the event that the joint review session results in outstanding questions, the sponsor submits pending responses to each country. Participants in the joint review will assess and communicate virtually (via webex, zoom or teleconference) to ensure consistency and reach consensus on resolution of the questions jointly presented to the sponsor. Should they agree that the questions were not satisfactorily responded to, the sponsor will be requested to provide additional information (clock stop). The process will continue until all participating countries agree that the questions have been satisfactorily resolved. 
Step 7- National authorization of CTA
After the joint review as described above has been completed, each EC and NMRA will proceed according to their national procedures to issue the decision to authorize or not authorize the clinical trial. NMRAs and ECs of participating countries’ will inform WAHO about their decision. In the event trials are not authorized, the NMRA and/or EC will  report to WAHO the reasons for non-authorization
Step 8- Post –authorization steps
Gains achieved in the joint review of a CTA could be negated by lengthy post-authorization steps required for the trial to begin, including the authorization for import of investigational products. Countries are encouraged to coordinate and streamline these steps to allow for the timely and near simultaneous commencement of trials in the respective countries.
Figure 2- Target Timelines for Process Steps
	Step
	Description
	Target Timeline (working days)
	Responsibility 

	1
	Screening of request for a joint review
	5
	WAHO secretariat

	2
	Pre-submission meeting 
	1
	WAHO secretariat

	3
	a) Submission to NMRA by  Sponsor 
b) Screening by the NMRA
	5
	a) Sponsor
b) NMRAs

	4
	Country review of the CTA 
	20
	NMRAs and ECs

	5
	Joint review
	2-3
	NMRAs and ECs**

	6
	Resolution of pending LoQ
	10
	NMRAs and ECs

	7
	National authorization of CTA
	10
	NMRAs and ECs

	8
	Post-authorization steps
	
	Country dependent***



· Day 0 begins once screening is completed, confirming compliance with national requirements
· Organized by convener
· Target countries should make best efforts to ensure minimal delay in completing post-authorization steps required for the start of the trial to begin, including the authorization to import investigational products.

8.0 Post-approval collaboration by participating countries
The cooperation among participating NMRAs  and ECs is expected to extend beyond the approval of the clinical trial. The results of GCP inspections and any significant and serious observations from the safety monitoring or any other activity relate to the oversight of the trials in all sites should be shared by the NMRAs and ECs that authorized the trial.

9.0 Amendments
In addition, if the approved protocols are amended by the sponsor, participating countries will communicate and discuss whether the magnitude of the amendments warrant a joint review, in which case, WAHO will facilities such activity. 

10.0 Implementation of joint review
The joint review model described in this guideline will be launched as a pilot for a period of two years. Refinements will be made based on experience gained.


















11.0 ANNEXES
ANNEX A: Roles and responsibilities of participating countries for ECOWAS joint and assisted reviews of clinical trial application meetings 
INTRODUCTION 
The meeting will proceed according to the Guideline for Joint and Assisted Reviews of Clinical Trial Applications and in line with the agreed upon agenda provided and which has been developed in consultation with the sponsor and the participating ethics committees and regulators. The roles and responsibilities of each category of participants have been outlined as follows:
Convener (WAHO)
The WAHO Secretariat will facilitate the joint review and be present in the room but will not participate directly in any of the discussions regarding the protocol under review. The WAHO secretariat will however respond to any request for advice or guidance by the NMRAs and ECs of its Member States involved in the joint review. The secretariat will also distribute all documents required.
The secretariat will provide a secure electronic platform for the exchange of information as part of the review process.
Observer Countries
A joint review may have observers participating in the meeting as part of capacity building with agreement of sponsor(s). The observers are there to learn about the process and have no direct involvement in the review. They will not contribute directly to the discussion and outcomes of the review. They may however ask questions to enable them understand the process and issues being discussed.
Ethics Committees and National Medicines Regulatory Authorities Of Trial Countries 
The ECs and NMRAs will elect a chairman as well as two rapporteurs from among themselves for the proceedings. The chairman shall preside over the meeting. The ECs and NMRAs of the target countries will review the protocol submitted by the sponsor, and will raise any queries (if any) to the sponsor for response. Timelines shall be set for the sponsor to respond to the queries raised. 
Invited Experts
Experts from the ECs and NMRAs of other countries invited to the meeting may ask questions and contribute their expert advice to the ECs and NMRAs of countries hosting the study. The expertise may be Regional, African or International. At the request of participating countries or RECs, WAHO will identify appropriate experts and appoint them to play this role. They can also raise any relevant queries on the submission. Their observations will remain advisory to the participating ECs and NMRAs.
Sponsor(S)
The sponsors will be invited to participate in the meeting whenever there is a need. They will present the protocol, provide answers to queries raise at the meeting as required. They may be required to provide some responses to queries in writing to the NMRAs and ECs. They will also respond to queries posted on the platform. They will endorse the actions and timelines as agreed at the end of the joint review.
Investigators
Investigators will be invited to the meeting whenever there is a need. They will address any queries specify to trial sites as required. They will also do a presentation on the characteristics of their trial sites. They will endorse the actions and timelines as agreed at the end of the joint review.
Funding 
To avoid a conflict of interest due to financial relationship, the funding for the joint or assisted review does not come from the sponsor or sponsor related entity. Funding will come from countries, the RECs, and supplemented by public foundations and partners.

ANNEX B: Confidentiality agreement and declaration of conflict of interest
Provisions for participants in WAHO joint/assisted reviews to assess applications for clinical trials by Ethics Committees and National Medicines Regulatory Authorities
In the course of participating in this review as observer or discharging your duties as an expert adviser under this Agreement, you will have access to certain information, which is proprietary to WAHO or to the manufacturer(s) of the medicine(s), vaccine(s) or diagnostic(s), which is the subject of the clinical trial application submitted to the ECs and NMRAs. You undertake to treat such information (hereinafter referred to as ‘the information’) as confidential and proprietary to WAHO and the aforesaid manufacturer(s). In this connection, you agree:
(a) Not use the Information for any other purpose then discharging your obligations under this Agreement; and 
(b) Not disclose or provide the information to any person who is not bound by similar obligations of confidentiality and non-use as contained herein.
However, you will not be bound by any obligations of confidentiality and non-use to the extent that you are clearly able to demonstrate that any part of the information:
(i) Was known to you prior to any disclosure by WAHO and/or the manufacturer(s); or
(ii) Was in the public domain at the time of disclosure by WAHO and/or the manufacturer(s); or
(iii) Has become part of the public domain through no fault of your own; or
(iv) Has become available to you by a third party not in breach of any legal obligations or confidentiality to WAHO and/or the manufacturer(s).
Your also undertake not to communicate the deliberations and findings of the joint review of the clinical trial applications as well as any resulting recommendations and/or decisions of the ECs and NMRAs ‘reviewed the submission’ to any third party, except as explicitly agreed by sponsor.
You will discharge your responsibilities hereunder exclusively in your capacity as an expert adviser to WAHO. By signing this agreement, you furthermore confirm that you have no financial interest and/ or other relationship with a party, which:
(i) May have a vested commercial interest in attaining access to any part of the information referred to above; and/or
(ii) May have a vested interest in the outcome of the review, in which you will participate, including but not limited to parties, such as the manufacturer(s) of the candidate product that is (are) to be tested in the clinical trial(s) or manufacturer of competing candidates.
In their regard, it should be noted that the manufacturer(s) of the candidate product or sponsor of the clinical trial under review have the right to object to your participation in the joint review especially when there is conflict of interest. If such objection cannot be resolved in consultation with the manufacture(s) or trial sponsors, WAHO shall be entitled to terminate this agreement or cancel participation by you hereunder.
I hereby agree to the conditions and provisions contained in this document.

Signed:
Title of joint Review:
Signature: ………………………………………………………….
Name (typewritten): ……………………………………………...
Institute:…………………………………………………………….
Date:………………………………………………………………...
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