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Review of the
Pandemic Influenza Preparedness Framework

Report by the Director-General

1. The DirectorGeneral has the honour to transmit to Health Assemblythe report of the 2016
Pandemic Influenza Preparedness (PIP) Framework Review Group (see Axmeajlier version of t
DirectorG e n e repdrtdvas considered by the Executive Board at its 140th session in Januaty 2017.
The Board also adopted decision EB140(5) in which, inter alia, it decidextdnd until28 February
2018the application of decision EB131(22012) on the PIP Frameworfor the sharing of influenza
viruses and access to vaccines and other befefie Boar dds deci sion was
Advi sory Gr oup 6tstherDeecto@eneeaf athéwilliallow the DirectosGeneral and the
Advisory Group to benefirdm the discussions of tf&eventieth WorldHealth Assembly in developing

the next proposal for the proportional division of funds between pandemic preparedness measures an
response activities, to be submitted for consideration by the Executive Boasdld@nd session in

January 2018

ACTION BY THE HEALTH ASSEMBLY

2.  The Health Assembly is invited to note the report.

1 Document EB140/16; see also the summary rexmirthe Executive Board at its 140th session, tenth meeting,
section3.

2See also documeA70/57f or the report on the Secretariatds consul
Biological Diversty, as requested in decision EB140(5).

3 http://www.who.int/influenza/pip/ag_april2016_MeetingRpt.pdf?ugsetagraph 45 (accessed 17 March 2017).
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The risk of another influenza pandemic is ever-present but its timing and impact is
unpredictable. Advance planning and preparedness is key to mitigating the adverse outcomes
of future influenza pandemics. This includes building capacity to detect and respond to a public
health emergency of international concern.

In 2011,WHO and Member States set up the Pandemic Influenza Preparedness (PIP)
Framework as a novel international instrument to strengthen the sharing of influenza viruses
with human pandemic potential while increasing the preparedness of developing countries, and
their access to vaccines and other pandemic related supplies in the event of a pandemic. All
players i WHO, Member States, industry, civil society and other stakeholders i came together
with a common purpose to better prepare the world to respond to the next pandemic and
reduce uncertainty in our collective ability to share viruses and the benefits.

It has been five years since the PIP Framework was signed; while such new and complex
initiatives take time to operationalise, it is now timely to review progress as to whether the PIP
Framework has both achieved what was intended and continues to remain relevant looking
forward.

As the world faces an increasing number of public health threats with international impact (e.g.
Middle East respiratory syndrome coronavirus (MERS-CoV), Ebola virus disease and Zika
virus), global solidarity is more important than ever to address critical policy, operational and
capacity barriers ahead of an emergency. The PIP Framework offers helpful insights for the
sharing of other pathogens that require a rapid response and the equitable sharing of benefits.
However, it is the view of the PIP Framework Review Group that the PIP Framework will only
remain relevant if viruses continue to be shared and the need for clarification around the
sharing of genetic sequence data and benefits is rapidly addressed. In addition, linkages to
other efforts to strengthen capacity building (e.g. the International Health Regulations (2005))
and to increase influenza vaccine production are improved to maximise the impact of resources
leveraged by the PIP Framework. In order to ensure the PIP Framework remains sustainable
and maintains the interest of all major players, it is important that its delivery of results is
regularly measured and widely communicated.

Dr Christine Kaseba-Sata (Chair), Dr Theresa Tam (acting Chair)
PIP Review Group
October 2016,

Geneva, Switzerland




A70/17 Annex

1 Oly26ft SRISYSYyla

The Review Group received valuable contributions from key stakeholders. In particular, the
Committee wishes to thank the following persons who were interviewed by the Review Group:

Dr Atika Abelin, Director, Global Immunisation Policy at Sanofi Pasteur SA; Dr Phyllis Arthur,
Senior Director for Vaccines, Immunotherapeutics, and Diagnostics Policy at Biotechnology
Innovation Organization, United States of America; Dr lan Barr, Director (acting), WHO
Collaborating Centre, Australia; Dr Peter Bogner, President of the Global Initiative on Sharing
All Influenza Data (GISAID); Dr Guy Cochrane, Head, Team Leader of the European
Nucleotide Archive; Dr Nancy Cox, Former Director Influenza Division, Former Director WHO
Collaborating Center, United States of America; Dr William Cracknell, Director, Influenza
Development & Innovation, CSL Biotherapies / Seqirus; Dr Gwenaelle Dauphin, EMPRES Lab
Unit Coordinator / OFFLU Focal Point, Animal Health Service Food and Agriculture
Organization of the United Nations, Italy; Dr Vladimir Drazenovic, Head National WHO
Influenza Center, Croatia; Dr Othmar Engelhardt, Principal Scientist, Division of Virology,
NIBSC, United Kingdom of Great Britain and Ireland; Dr Bruce Gellin, Deputy Assistant
Secretary for Health, Director National Vaccine Program Office, United States of America;
Dr Keith Hamilton, Executive Director, Kansas State University, College of Veterinary Medicine,
United States of America; Mr Edward Hammond, Research Associate, Third World Network
(TWN); Dr Alan Hay, Scientific Liaison Officer for the Global Initiative on Sharing All Influenza
Data (GISAID); Professor Didier Houssin, University Paris-Descartes and Greater Paris
University Hospitals Paris France; Professor Xenarios loannis, Director Vital-IT, SIB Swiss
Institute of Bioinformatics; Dr Jacqueline Katz, WHO Collaborating Centre, Centers for Disease
Control and Prevention (CDC), United States; Professor Anne Kelso, Chief Executive Officer,
National Health and Medical Research Council, Australia; Dr Le Quynh Mai, Influenza
Laboratory, National Institute of Hygiene and Epidemiology, Viet Nam; Dr John McCauley,
Director, WHO Collaborating Centre, Crick Institute, United Kingdom of Great Britain and
Ireland; Dr Ann Moen, Associate director for Extramural Programs, Influenza Division, CDC,
United States of America; Dr Amel Mohamed Naguib, Director of Virology Laboratories,
National Influenza Center, Egypt; Dr Takato Odagiri, Director Influenza Virus Research Center,
Japan; Professor Malik Peiris, Professor of Microbiology, University of Hong Kong, Faculty of
Medicine; Dr Pretty Multihartina Sasono, Director of Center for R&D on Biomedical and Basic
Health Technology, National Institute of Health Research and Development, Ministry of Health,
Indonesia; Dr Tharini Sathiamoorthy, Associate Vice President of AdvaMedDx; Ms Sangeeta
Shashikant, Legal Advisor, Third World Network (TWN); Dr Richard Scheuermann, Director of
Informatics of J. Craig Venter Institute; Professor Yuelong Shu, Director WHO Collaborating
Center, CDC, China; Dr Cody Taylor, Director Global Public Market Development, Vaccines at
GlaxoSmithKline; Dr Florette Treurnicht, Centre for Respiratory Diseases and Meningitis,
National Institute for Communicable Diseases, South Africa; Dr Niteen Wairagkar, Senior
Program Officer and Influenza-RSV Initiative Lead, Pneumonia Team, Global Health Program,
Bill & Melinda Gates Foundation; Dr Richard Webby, WHO Collaborating Center for Studies on
the Ecology of Influenza in Animals, United States of America; Dr John Wood, isirv Deputy
Chair, Reviews Editor of Influenza and Other Respiratory Viruses; Ms Margarita Xydia-
Charmanta, Manager Vaccines Policy at International Federation of Pharmaceutical
Manufacturers & Associations (IFPMA).

PIP Advisory Group members: Professor Chris Baggoley; Dr Jarbas Barbosa da Silva,
Jr (Chair); Professor Didier Houssin; Dr Hamad El-Turabi; Dr Olav Hungnes; Dr Hama Issa
Moussa; Dr Kerri-Ann Jones; Raymond LIN Tzer Pin; Dr Cuauhtémoc Mancha; Professor Ziad




Annex A70/17

Memish; Dr Janneth Mghamba; Dr Richard Njouom; Dr Paba Palihawadana; Dr Huma Qureshi;
Professor Mahmudur Rahman; Dr P V Venugopal; Professor John M Watson; Professor Yu Wang.

The following countries provided responses to the GISRS on-line survey on running costs:
Albania, Argentina, Australia, Austria, Bangladesh, Belgium, Cambodia, China, Hong Kong
SAR, Croatia, Denmark, Ecuador, Egypt, Finland, Germany, Ghana, Greece, Indonesia,
Ireland, Italy, Japan, Jordan, Latvia, Luxembourg, Malaysia, Nepal, Norway, Portugal, Republic
of Korea, Romania, Russian Federation, Spain, Sweden, Switzerland, United Kingdom of Great
Britain and Northern Ireland, United Republic of Tanzania, United States of America.

In addition to the oral submissions made by State Parties during the March, May and
September sessions, the following countries provided written submissions to the Review
Group: Australia, Czech Republic, Finland, Germany, Mexico, Netherlands, Norway, United
States of America.

The following staff members of the WHO Secretariat at headquarters and in the regions
provided input to the Review Group: Claudia Alfonso, Bruce Aylward, Jennifer Barragan, Terry
Besselaar, Oona Bilbao, Anna Bowman, Sylvie Briand, Julia Fitzner, Keiji Fukuda, Gaya
Gamhewage, Lisa Hedman, Anne Huvos, Marie-Paule Kieny, Alexandra Kontic, Maja Lievre,
Jakob Quirin, Amelie Rioux, Guénaél Rodier, Paul Rogers, Peter Salama, Gina Samaan,
Raphael Slattery, Steve Solomon, Kathleen Strong, Oliver Stucke, Katelijn Vandemaele,
Wenging Zhang.

Consultants on the WHO Secretariatéos repo
Alexandra Phelan.

WHO Regional Office staff: Tjandra Aditama, Sylvain Aldighieri, Yahaya Ali Ahmed, Caroline
Brown, Erica Dueger, Sayohat Hasanova, Wasiqg Khan, Mamunur Malik, Jun Nakagawa,
Babatunde Olowokure, Rakhee Palekar, Soatiana Rajatonirina, Bardan Rana, Fahmi
Sembiring, Ibrahim Soce-Fall.

The Review Group wishes to thank WHO Director-General Dr Margaret Chan and Deputy
Director-General Dr Anarfi Asamoa-Baah for actively supporting the work of the Review Group.

In addition, the Review Group would especially like to thank the Review Group Secretariat:
Gerhard Grohmann (lead), Daniel Hougendobler, Priya Joi, Teresa Poole, Magdalena Rabini
and Alexandra Rosado-Miguel.
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Global health security has become an international priority over the past decade, with the
recognition that infectious diseases know no borders in a world of shifting populations and
vastly expanded international travel. While the 2003 severe acute respiratory syndrome (SARS)
outbreak provided a wake-up call, the specific global risks posed by influenza were highlighted
by the re-emergence of influenza A(H5N1) in 2003 and the influenza A(H1IN1) pdm09*
pandemic in 2009. Almost a century after the deadly 1918 influenza pandemic swept the world
with devastating consequences, the Report of the Review Committee on the Functioning of the
International Health Regulations (2005) (IHR (2005)) in relation to the 2009 A(H1N1) outbreak
concluded that t hlgprwprlréd ddbemai meeds pdnd to a sever
and that fAtens of millionso? of people would be at

After the influenza A(H5N1) outbreak in 2003, it became clear that an effective response to an
influenza pandemic required closer international collaboration. Such collaboration not only
needed to cover the sharing of information and of influenza viruses with human pandemic
potential (IVPP), but also the distribution of the benefits that flow from such cooperation,
including influenza vaccines and other medical products. Negotiations started on the creation of
a new system and four years later, in 2011, an international instrument, the Pandemic Influenza
Preparedness (PIP) Framework,® was set up by 194 Member States.* From the start, strong
engagement with stakeholders 1 including Member States, industry and civil society 1 has been
crucial to the implementation of the PIP Framework. Successful implementation of the PIP
Framework remains as critical as ever given the continual emergence of new influenza viruses
and the ever-present potential of a pandemic.

The PIP Framework aims to balance virus sharing with benefit sharing on an equal footing.
Advances in vaccine, antiviral and diagnostic technology alone are not enough to protect a
world against a pandemic. Whereas access to health services and products remains unequal
around the world, the influenza virus is indiscriminate and all countries can be equally at risk.
Consequently, it is vital that the influenza products produced through the rapid sharing of
viruses are available to the most vulnerable populations in the time of a pandemic.

Viruses are shared through the Global Influenza Surveillance and Response System (GISRS)
of 152 laboratories, including 143 National Influenza Centres (NICs) spread across 113
Member States, six WHO Collaborating Centres for Reference and Research on Influenza
(WHO CCs), four WHO Essential Regulatory Laboratories (WHO ERLs), and 13 WHO H5

Y Influenza A(H1N1)pdmO09 is the virus responsible for the 2009 influenza pandemic that was declared the
first Public Health Emergency of International Concern under the International Health Regulations (2005).

2 Implementation of the International Health Regulations (2005), Report of the Review Committee on the
Functioning of the International Health Regulations (2005) in relation to Pandemic (H1N1) 2009, Report by the
Director-General. Geneva: World Health Organization; 2011 (A64/10;
(http://apps.who.int/gb/ebwha/pdf_files/WHAG64/A64_10-en.pdf, accessed 20 September 2016).

% pandemic influenza preparedness framework for the sharing of influenza viruses and access to vaccines
and other benefits. Geneva: World Health Organization; 2011 (http://www.who.int/influenza/pip/en/, accessed
19 September 2016).

4 Agenda item 13.1. Pandemic influenza preparedness: sharing of influenza viruses and access to vaccines
and other benefits. Sixty-fourth World Health Assembly. Geneva: World Health Organization; 2011 (WHA64.5;
http://apps.who.int/gb/ebwha/pdf_files/WHAG64/A64_R5-en.pdf, accessed 21 September 2016).

10


http://apps.who.int/gb/ebwha/pdf_files/WHA64/A64_10-en.pdf
http://www.who.int/influenza/pip/en/
http://apps.who.int/gb/ebwha/pdf_files/WHA64/A64_R5-en.pdf

Annex A70/17

Reference Laboratories (WHO H5RLs).'? The Standard Material Transfer Agreement 1
(SMTAL), contained in Annex 1 to the PIP Framework, is a binding contract that establishes the
conditions under which GISRS laboratories exchange PIP biological materials (PIP BM) among
themselves.

The PIP Framewor kds be oreihiwb wayh S8MTAZs gand #artpeeship
Contribution (PC).3 Non-GISRS entities, such as manufacturers or academic institutions, who
receive physical virus samples sign an STMA2, a legally binding agreement to provide products
such as vaccines, antivirals and diagnostics in the event of a pandemic. Influenza vaccine,
pharmaceutical and diagnostic manufacturers who use GISRS also pay annual PC funds
totalling US$ 28 million, which are used to bolster pandemic Preparedness and Response.

The first review of the PIP Framework

At the start of this Review, the PIP Framework had been implemented for five years. This first
review was provided for under section 7.4.2 of the PIP Framework, which states that the PIP

0 C (

Framework and its Annexes swhthoawievdto praposingersvisienswe d b

reflecting developments as appropriate, to the World Health Assembly in 2017, through the
Executiv.e Boardo

The PIP Framework Advisory Group (the #AAdvi

13-14 October 2015 with Member States, industry and other stakeholders, and recommended
that an independent group of experts be established to review implementation of the PIP
Framework.” The Director-General convened the Review Group, consisting of eight experts
with wide-ranging expertise, covering all WHO regions and with a good gender balance. As part
of its terms of reference, the Review Group was asked to focus on three questions:®

1. What are the achievements since the PIP Framework was adopted?

2. Has implementation of the PIP Framework improved global pandemic influenza
preparedness, including inter-pandemic surveillance, and capacity to respond?

3. What are the challenges, and possible ways of addressing them?

The Review Group was appointed in December 2015. In addition to analysing the sharing of
influenza viruses with human pandemic potential (IVPP) through GISRS, the collection of PC

! Global Influenza Surveillance and Response System (GISRS). In: World Health Organization [website].
Geneva: World Health Organization; 2016 (http://www.who.int/influenza/gisrs_laboratory/en/, accessed
20 October 2016).

2 Outside GISRS there are also influenza laboratories authorized and designated by a Member State to
provide PIP BM to GISRS. These laboratories are either in Member States that do not have a NIC or are additional
laboratories carrying out certain roles usually performed by NICs.

% pandemic influenza preparedness framework for the sharing of influenza viruses and access to vaccines
and other benefits. Geneva: World Health Organization; 2011 (http://www.who.int/influenza/pip/en/, accessed
19 September 2016), Annex 2 and section 6.14.

* PIP Framework Advisory Group. Special session of the Pandemic influenza preparedness (PIP) Framework
Advisory Group, 13-14 October 2015, Geneva, Switzerland. Report to the Director-General. Geneva: World Health
Organization; 2015 (http://www.who.int/influenza/pip/advisory_group/ag_spec_session_report.pdf, accessed
24 September 2016).

® Ibid.
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and its implementation through five Areas of Work, the signing of SMTA2s, and the governance
of the PIP Framework, the Review Group also looked at other key contextual and
implementation issues including: the handling of genetic sequence data (GSD) under the PIP
Framework; linkages with other programmes or instruments (specifically the Global Action Plan
for Influenza Vaccines (GAP),! the IHR (2005),? the implementation of the Nagoya Protocol®);
interactions with key partners in the PIP Framework, including industry, civil society and other
stakeholders; and collateral benefits that may have resulted from implementation of the PIP
Framework.

During 2016, the Review Group met several times face to face at WHO Headquarters in
Geneva and held a number of teleconferences. To inform its deliberations, the Review Group
actively sought input from WHO staff, Member States and many key stakeholders, including
representatives of GISRS, industry, civil society organizations, and relevant databases. This
engagement took place through individual interviews, written submissions, an electronic open
consultation process that included questions for response, and two open consultation meetings
at WHO Headquarters. Following several of the Review Group meetings, the Review Group
held debriefing and question/answer sessions for Member States at WHO Headquarters that
were open to all stakeholders and the public via a live webcast on the WHO website.*

The main report begins with an introduction to the PIP Framework and its component parts,

foll owed by a brief description of the Revi

report presents the ReRécenmendatianst Phis Execuiiva Summagys
summarizes the main Findings and reproduces all the Recommendations.

Findings and Recommendations

Overarching analysis

Summary of Findings:

The Review Group found that the PIP Framework is a bold and innovative tool for pandemic
influenza preparedness, is being well implemented, and that the principle of the PIP Framework
of placing virus sharing and benefit sharing on an equal footing remains relevant today. The
implementation of the PIP Framework has led to greater confidence and predictability in the
gl obal capacity to respond to an influenza
part to the regular, committed engagement by WHO and Member States with key stakeholders
including industry, civil society, and others. However, while there are regular reports on the
implementation of the PIP Framework, the various elements could be better brought together to
give a clearer picture of overall progress.

! Global Action Plan for Influenza Vaccines (GAP). In: World Health Organization [website]. Geneva: World
Health Organization; 2016 (http://www.who.int/influenza_vaccines_plan/en/, accessed 22 September 2016).

2 International Health Regulations (2005), 2" ed. Geneva: World Health Organization; 2008
(http://apps.who.int/iris/bitstream/10665/43883/1/9789241580410_eng.pdf, accessed 22 September 2016).

% The Nagoya Protocol on Access and Benefit-sharing. In: Convention on Biological Diversity [website].
Montreal: Convention on Biological Diversity, United Nations; 2011 (https://www.cbd.int/abs/, accessed 4 October
2016).

* PIP Framework Review Group. 2016 Review of the PIP Framework, PIP Review Group Meeting Reports. In:
World Health Organization [website]. Geneva: World Health Organization; 2016
(http:/mwww.who.int/influenza/pip/2016-review/meetings/en/, accessed 20 September 2016).
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It is also clear that there are key issues that must urgently be addressed for the PIP Framework
to remain relevant, including the issue of how GSD should be handled under the PIP
Framework, and whether or not the PIP Framework could be expanded to include seasonal
influenza, or indeed be used as a model for the sharing of other pathogens.

Recommendations:

1.  WHO should develop a comprehensive evaluation model, including overall success
metrics for the Pandemic Influenza Preparedness (PIP) Framework for annual reporting.
Such reporting should include an infographic that illustrates the status of overall progress
in implementing the PIP Framework to allow for greater clarity on progress towards
pandemic preparedness and response.

2. WHO should regularly and more effectively communicate the objectives and
progress in the implementation of the PIP Framework to Members States, Global
Influenza Surveillance and Response System (GISRS) laboratories, industry, civil society,
and other stakeholders. In particular, it should better communicate:

a. Progress against the comprehensive evaluation model;

b.  Partnership Contribution implementation measures; these should be
highlighted in regular Advisory Group reports and post-meeting briefings so that
progress is more visible and clearly recognized;

C. Communication and transparency should be enhanced around issues such as
selection of countries to receive Partnership Contribution implementation support
for improved understanding of the PIP Framework among Member States;

d.  The significance of stakeholder voluntary contributions, and in-kind Member
St atesd commit ment s, including suppo
provision of routine running costs of laboratories.

3.  The Director-General should undertake a study to determine the implications and
desirability of including seasonal influenza viruses in the PIP Framework.

4.  The PIP Framework is a foundational model of reciprocity for global public health
that could be applied to other pathogens; however, the current scope of the PIP
Framework should remain focused on pandemic influenza at this time.

5. Member States should agree the timing of the next review of the PIP Framework,
which should be before the end of 2021.

Virus Sharing

Summary of Findings:

GISRS has expanded in scope and been strengthened since the PIP Framework was adopted
in 2011, and provides significant benefits to Member States, including risk assessment,
candidate vaccine viruses (CVVs), diagnostic kits, reagents, training, capacity building and
other expertise. Virus sharing via GISRS generally works well. However, despite a prompt and
comprehensive response to the emergence of the H7N9 strain in 2013, there has since been a
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reduced sharing of | VPP fr om s aprequestpthersecretarats . At
is studying the reasons for this reduced sharing.

GISRS collaborates closely with the animal sector to conduct risk assessment and develop
CVVs; these links between the human and animal sectors are especially important when the
sharing of human viruses is delayed, and include relationships with the Food and Agriculture
Organization of the United Nations (FAQO), the World Organisation for Animal Health (OIE), and
the OFFLU (the joint OIE-FAO network of animal influenza experts).

Although the Influenza Virus Traceability Mechanism (IVTM) is vital in tracking the sharing of

viruses, and thereby triggering the PIP Framewor

consistently used by all laboratories.

Recommendations:

6. TheReviewGroup wel comes the PIP Framework Secreta

for the recent decline in the sharing of influenza viruses with human pandemic potential.
The Advisory Group should, as a priority, follow-up on the results of this study in order to
ensure the timely sharing of all viruses.

7. Given the recent decline in the sharing of influenza viruses with human pandemic
potential, WHO should continue to provide technical operational guidance and training for
National Influenza Centres to ensure that they are fully aware of their roles as agreed in
the Standard Material Transfer Agreement 1, the effective use of the Influenza Virus
Traceability Mechanism, and the importance of appropriate sharing of all PIP biological
materials and genetic sequence data.

8.  WHO should provide clarification to GISRS laboratories on the interpretation of the

terms Atimelyo and fAas feasibled with respect

from all cases of A(H5N1) and other influenza viruses with human pandemic potential
(section 5.1.1 of the PIP Framework).

9.  Although genetic sequence data do not fully substitute for the physical virus, in
cases where it is not possible to ship PIP biological materials rapidly, genetic sequence
data should, if available, be shared immediately.

10. The WHO Global Influenza Programme should strengthen contacts and linkages
with, and processes between, the GISRS system and non-GISRS laboratories and other
networks.

11. WHO, GISRS, the Food and Agricultural Organization of the United Nations, the
World Organisation for Animal Health, the OFFLU and others should collaboratively
establish guidance for GISRS and animal laboratories to strengthen their relationships
and enhance surveillance and risk assessment of influenza viruses at the animal-human
interface.

14
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Genetic Sequence Data

Summary of Findings:

Due to the complexities of its handling under the PIP Framework, GSD was not included in the
definition of PIP BM when the PIP Framework was set up. Thus, while the sharing of viruses is
tracked via the IVTM, the sharing of GSD is not, and therefore does not trigger specific benefit
sharing under the PIP Framework. However, as technology advances, GSD is becoming
increasingly critical in influenza research, and can in some cases substitute for physical
samples for pandemic risk assessment and the development of commercial products.
Therefore, clarity is urgently required on the handling of GSD under the PIP Framework.

Some good progress has already been made by the Advisory Group in examining possible
approaches to handling GSD under the PIP Framework. A key challenge has been the lack of
agreement on what should be traced. Options could include tracking access to GSD or tracking
the commercial products developed using such data. Transparency in both the sharing and
traceability of GSD is crucial in order to identify any resulting benefit that should be shared.

There are a range of players involved in the discussion of how to handle GSD and diverse

views about the optimal traceability and monitoringsy st e m. It is clear fronm
interviews and wider discussions that there also remains some confusion among stakeholders

as to the potential options for future sharing of GSD.

Recommendations:

12. The Director-General should request Member States to consider amending the
definition of PIP biological materials in section 4.1 of the PIP Framework to include
genetic sequence data.

13. The Director-General should request Member States to consider clarifying Annex 4,

section 9, which currently stat es t hat AiThe WHO GI SRS | abor a
sequences data to GISAID and Genbank or similar databases in a timely manner
consistent with the Standard Material TransferAgr eement 60, by amending

iAThe WHO I|aBdrafoReS will submit genetic sequences data to one or more
publicly accessible database of their choice in a timely manner consistent with the
Standard Material Transfer Agreemento.

14. The Director-General should request Member States to consider updating and
correcting the statement in section 5.2.2 of the PIP Framework, which currently states
ifiRecognizing that greater transparency and
sequence data is important to public health and there is a movement towards the use

of public-domain or public-access databases such as Genbank and GI SAlI D respect

by amending it to:

ifRecognizing that greater transparency an
genetic sequence data is important to public health and use is made of public-
domain or public-access databases such as GenBank and/orGI SAI D, r espec
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15. Itis critical that the PIP Framework adapts to technological developments, and that
the Advisory Group produces with urgency recommendations to clarify the handling of
genetic sequence data. The Advisory Group should consider asking WHO Collaborating
Centres to report on how genetic sequence data are actually handled, with a view to
providing information about the operational realities in GISRS in relation to the
acquisition, sharing and use of such
recommendations on the optimal handling of genetic sequence data under the PIP
Framework.

16. The Director-General should enlist the support of Member States to ensure that
influenza virus genetic sequence data remain publicly accessible in sustainable
databases, to enable timely, accurate and accessible sharing of these data for pandemic
risk assessment and rapid response.

17. Noting that genetic sequence data may be generated from many entities outside of
GISRS, and that there are diverse views on the optimal traceability and monitoring
mechanism, the Advisory Group should give consideration to broadening and deepening
engagement with all stakeholders.

Benefit Sharing

Standard Material Transfer Aqgreement 2 (SMTA?2)

Summary of Findings:

The SMTAZ2s signed so far have secured access to approximately 350 million doses of
pandemic vaccine to be delivered in real time during an influenza pandemic. However, PIP
Framework options for SMTA2 commitments from manufacturers of other pandemic products
(such as diagnostics, syringes, etc.) are too narrow, and need to include a wider choice of
commitments.

Good progress on securing prequalified vaccines and antivirals has been achieved through the

Pl

companies with prequalified vaccines before moving on to negotiations with medium to small

companies. In order to facilitate negotiations of SMTAZ2s, the PIP Framework Secretariat has
developed tools® that outline the technical requirements, such as prequalification, export

procedures and regulatory approvals, which must be fulfilled by signatories to SMTAZ2s.

! Frequently asked questions about Standard Material Transfer Agreements 2. In: World Health Organization

[website]. Geneva: World Health Organization; 2016
(http:/imwww.who.int/influenza/pip/benefit_sharing/smta2_FAQs.pdf, accessed 26 September 2016).
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The regularity and high quality of communication between the PIP Framework Secretariat and
industry and other stakeholders has helped to facilitate the conclusion of SMTA2s. On the few
occasions when negotiations have been complicated or have stalled, the PIP Framework
Secretariat has successfully implemented the stepwise approach recommended by the
Advisory Group to progress towards conclusion of the agreements.*

The fulfilment of SMTA2 agreements at the time of a pandemic outbreak will be critical to
pandemic response. Member States with in-country influenza vaccine production capacity need
to recognize the SMTA2 commitments of the manufacturer(s) into their pandemic influenza
response plans.

Recommendations:

18. The PIP Framework Secretariat should improve communication of progress and
achievements in securing SMTA2s by better highlighting the rationale and prioritization
strategy for concluding these agreements, and clarifying the intended use of the
antivirals, vaccines and other products secured through these agreements.

19. The PIP Framework Secretariat should develop, for consideration by the Advisory
Group, and ultimate decision-making by Member States, an approach to include the
provision of financial contributions, specimen collection and processing materials as
options for category B SMTA2 commitments in Annex 2.

20. The Director-General should consider requesting that Member States remove
section 6.9 in the PIP Framework on pandemic influenza preparedness vaccine
stockpiles, since it is no longer relevant.

21. The Director-General should request Member States with in-country vaccine
production capacity to commit to allow manufacturers to release to WHO on a real-time
basis, pandemic vaccines and other products secured by WHO under SMTAZ2s.

22. WHO should rapidly finalize and communicate the Interim Pandemic Influenza Risk

Management (PIRM) Framework, which will provide clarity on the implementation of the
switch from seasonal to pandemic vaccine production.

Partnership Contribution collection

Summary of Findings:

The involvement of industry in the collaborative development® of the PC formula has achieved
its strong buy-in, and has resulted in early contribution payments being made in 2012, and the

L PIP Framework Advisory Group. Meeting of the Pandemic Influenza Preparedness Framework (PIPF)
Advisory Group, 15-16 October 2015, Geneva, Switzerland, Report to the Director-General. Geneva:
World Health Organization; 2015 (http://www.who.int/influenza/pip/ag_meetingreport_october2015.pdf, accessed
22 September 2015), paragraph 8.

2 Partnership Contribution Standard Operating Procedures June 2015. Geneva: World Health Organization;
2015 (http://mww.who.int/influenza/pip/benefit_sharing/pc_collection_sop.pdf?ua=1, accessed 24 September 2016),
page 5, Annex 2.
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collection of 96%" of the overall funds due for 2013 and 2014. However, not all companies pay
their contributions by the expected deadline, which is of concern since the PC mechanism
relies on all stakeholders fulfilling their obligations.

Several industry representatives have highlighted as an issue that the fluctuation in the amount
of PC they are asked to pay each year poses budgetary challenges, and they would prefer to
pay a set amount.” Consistent with the recommendation of the Advisory Group in April 2016,*
industry has begun a consultative process to review the PC formula, working with all relevant
industry sectors (vaccine, diagnostics and pharmaceuticals) and the PIP Framework
Secretariat.”

A survey of GISRS running costs was undertaken for this Review: the estimates from 41
laboratories are that their total annual running costs alone are approximately US$ 39 million.
Although this figure is preliminary, and should be studied further, this indicates that total
running costs for the whole of the GISRS system are likely to have increased from the 2010
estimate.

Recommendations:

23. The Advisory Group should consider updating the 2010 estimate of GISRS
running/operating costs, as input to a revision of the Partnership Contribution formula
calculation, in collaboration with industry, to facilitate the timely payment of Partnership
Contribution, and its sustainability as a financing mechanism for implementation of the
PIP Framework.

24. Given the successful use, following a recommendation by the Advisory Group, of a
stepwise approach for the agreement of SMTAZ2s, the Advisory Group should consider
developing a similar escalation response to underpayment, late payment or default of
Partnership Contribution.

Partnership Contribution implementation

Summary of Findings:

Since PC funds began to be distributed in 2014, the implementation of the PC mechanism has
allowed countries to develop multi-year plans and has fostered sustained and meaningful
capacity building in priority countries in each of the five Areas of Work for Preparedness
(Laboratory and Surveillance; Burden of Disease; Regulatory Capacity building; Planning for

! Calculation based on data in Pandemic Influenza Preparedness Framework, Partnership Contribution
Annual Report 2015. Geneva: World Health Organization; 2016
(http://apps.who.int/iris/bitstream/10665/246229/1/\WWHO-OHE-PED-2016.01-eng.pdf, accessed 24 September 2016).

2 pIP Framework Review Group. Report of the Third Meeting of the Pandemic Influenza Preparedness (PIP)
Framework 2016 Review Group. Geneva: World Health Organization; 2016 (http://www.who.int/influenza/pip/2016-
review/meeting30march_lapril.pdf, accessed 4 October 2016).

% PIP Framework Advisory Group. Meeting of the Pandemic Influenza Preparedness Framework Advisory
Group, 19-22 April 2016, Geneva, Switzerland. Report to the Director-General. Geneva: World Health Organization;
2016 (http://www.who.int/influenza/pip/ag_april2016_MeetingRpt.pdf?ua=1, accessed 24 September 2016).

4 PIP Framework Secretariat, World Health Organization, unpublished data, October 2016.
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Deployment; and Risk Communication). A Response fund has also been established for use by
WHO at the time of a pandemic outbreak.

However, expenditure does not always keep pace with collection, leading to a mistaken
perception among some stakeholders that either additional Preparedness funds are not needed
or that work plans are failing to be implemented according to planned timeframes.

The PIP Framework Secretariat communicates regularly about the achievements and
challenges of PC implementation. Nevertheless, stakeholders regularly raise specific issues
with WHO concerning: (1) dissatisfaction that PC funds continue to be collected while the
Response funds are left untouched, which seemingly indicates a lack of understanding that the
Response Fund is a contingency fund to enable rapid response at the start of a pandemic, and
that the value of the Response funds is far below what will be needed at the time of a pandemic
outbreak; (2) the basis on which recipient priority countries are selected, even though the
criteria and process for selection have been published,! though this could indicate the desire of
certain countries to be put on this list; and (3) a lack of understanding of how PC funds are
building capacity in countries to increase preparedness for pandemic influenza.

Recommendations:

25. The Advisory Group should consider for inclusion in the 2018-2022 Partnership
Contribution Implementation Plan, the development of process measures to enable better
monitoring of progress for key Areas of Work.

26. The Advisory Group should request regular financial reports and audits and ensure
that appropriate financial accountability mechanisms are in place; it should also request
the PIP Framework Secretariat to illustrate how the Partnership Contribution Response
funds will be severely inadequate in a pandemic.?

Governance
Summary of Findings:

The PIP Framework has a well-functioning governance structure that oversees how the PIP
Framework is operationalized. It has benefited
levels: Headquarters; Regional Offices; and Country Offices. The Advisory Group continues to

play a key role in effective governance by providing impartial, committed, and pragmatic
oversight and guidance, representing its independent deliberations. However, AG members
usually leave after completing individual terms of three years, meaning that there can be gaps

in knowledge continuity.

! pandemic Influenza Preparedness Framework, Partnership Contribution Implementation Plan 2013-2016.
Geneva: World Health Organization; 2015
(http://lwww.who.int/influenza/pip/pip_pcimpplan_update_31jan2015.pdf?ua=1, accessed 20 September 2016),
pages 9-11.

’See Recommendati on 2(b) of this report, which states:
communicate the objectives and progress in the implementation of the PIP Framework to Members States, Global
Influenza Surveillance and Response System (GISRS) laboratories, industry, civil society, and other stakeholders. In
particular, it should better communicate:

b. Partnership Contribution implementation measures; these should be highlighted in regular Advisory

Group reports and post-meeting briefingssothat progress i s more visible and c
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Al t hough t he AGS&S ®thédDbiractoeGeneRileapdahe Disector-Gener al 6s Bi

Reports? to the World Health Assembly are comprehensive and well-received, the formats and
contents differ, leading to inefficient preparation of information.

Some GISRS members, notably WHO CCs, feel there should be greater interaction between
themselves, the Advisory Group, and the PIP Framework Secretariat, including in the setting up
of technical working groups and the subsequent selection of experts. The regular, direct contact
that occurs between the Advisory Group and industry/civil society groups might also be helpful
if it included GISRS representatives.

An objective of the PIP Framework (section 2) is to strengthen GISRS, and the geographical
reach, scope and functioning of GISRS has expanded since 2011. However, the leadership of
this network remains | argely informal, with t
Influenza Programme (GIP). The lack of a formalized leadership structure from within GISRS

has led to the absence of recognized representation for the entire GISRS network in PIP
Framework operations.

enn

he s

Under the 2016 reform of WHOO6s work in hlkiml t h

emergencies was brought under a new Health Emergencies Programme, including the
Secretariat of the PIP Framework.®* WHO® s commi t ment to the Pl
unchanged by this internal reorganization. The PIP Framework Secretariat is significantly
dependent on close collaboration with many technical units of WHO, especially GIP, which is

the technical influenza unit that coordinates GISRS, which in turn underpins the implementation

of the PIP Framework.

Recommendations:

27. The Director-General should consider options for retaining continuity and
knowledge in the Advisory Group, including members being able to serve a second term
of flexible duration.

P

em

Fr

28. The structure of the Advisory GGenergiénd Annual
the Director-Gener al 0s Bienni al Reports to the World

harmonized to simplify reporting.

29. The PIP Framework Secretariat and Advisory Group should broaden and deepen
engagement with civil society to a greater number of participating organizations.

30. Noting the critical role of the WHO Collaborating Centres in the GISRS network, the
Advisory Group should undertake more regular engagement with the WHO Collaborating
Centres and other key GISRS laboratories, including when setting up technical working
groups.

! PIP Framework Advisory Group Reports. In: World Health Organization [website]. Geneva: World Health
Organization; 2016 (http://www.who.int/influenza/pip/pip_meetings_consultations/en/, accessed
22 September 2016).

2 |bid.

*Reform of WHO6s work in health emergency management,

by the Director-General. In: World Health Organization [website]. Geneva: World Health Organization; 2016
(A69/30; http://apps.who.int/gb/ebwha/pdf_files/WHAB9/A69_30-en.pdf, accessed 22 September 2016).
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31. The Director-General should address the issue of the lack of a formalized
representation for the GISRS network, and encourage the WHO Global Influenza
Programme and GISRS to establish such representation as soon as possible.

32. The Director-General should ensure that any internal reorganization of WHO
departments under the new Health Emergencies Programmes should ensure that the
activities of GISRS and the PIP Framework remain closely aligned and integrated with the
WHO Global Influenza Programme to ensure stronger scientific and technical leadership
in the implementation of the PIP Framework.

33. The Director-General should continue to make available the necessary human and

financial resources to implement the growing activities of the PIP Framework and the
Recommendations of this Review.

Linkages with WHO programmes and other legal instruments

Global Action Plan for Influenza Vaccines

Summary of Findings:

There are important synergies between the PIP Framework and the GAP programme.'? This
includes the encouragement of technology transfers and capacity building for burden of disease
studies, regulatory authorities and risk communications. However, technology transfer
agreements are currently not being obtained through SMTA2s.

The November 2016 review of GAP will be available to feed into an assessment of which
aspects of GAP (burden of disease studies, technical guidance to new vaccine manufacturers,
vaccine deployment, or logistics), might be continued as part of t he
implementation of PC.

The quantity of pandemic influenza vaccines secured by the PIP Framework, as well as global
vaccine production capacity (including new vaccine capacity available through the GAP
programme) currently remain insufficient to meet anticipated global demand at the time of an
influenza pandemic.

Recommendation:

34. The PIP Framework Advisory Group should consider lessons learned from the
Global Action Plan for Influenza Vaccines (GAP), which closes in November 2016, to
identify any aspects that would support implementation of the PIP Framework.

' The objectives of the GAP programme centre around increasing influenza vaccine manufacturing capacity
for developing countries, and include an increase in the manufacture and use of seasonal vaccine, an increase in
vaccine production capacity for pandemic vaccine, and relevant research and development. The GAP was
developed by WHO together with public health and academic experts, vaccine manufacturers and funding agencies
from developed and developing countries. The third and final GAP consultation will take place in November 2016.

% Global Action Plan for Influenza Vaccines (GAP). In: World Health Organization [website]. Geneva: World
Health Organization; 2016 (http://www.who.int/influenza_vaccines_plan/en/, accessed 22 September 2016).
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International Health Regulations (2005)

Summary of Findings:

PIP Framework PC funds may have additional benefits in improving IHR (2005)' core
capacities, especially in the areas of laboratory and surveillance capacity. However, since PC
funds only began to be distributed in 2014, data on the relationship between PC
implementation funds and IHR (2005) core capacities are not yet available. An analysis of PC
f unds 6 on KR (@00F) core capacities could be undertaken in the next review of the PIP
Framework.

Recommendation:

35. Activity under the PIP Framework should be undertaken with the provisions of the
International Health Regulations (2005) (IHR (2005)) in mind, and capacity building efforts
should be aligned, supportive and complementary to those under the IHR (2005). This
could be addressed by closer interaction at all three levels of WHO regarding
implementation of the IHR (2005) and the PIP Framework to maximise synergies and
efficiencies.

Nagoya Protocol to the Convention on Biological Diversity

Summary of Findings:

The PIP Framework is a multilateral access and benefit sharing instrument that appears to be
consistent with the objectives of the Nagoya Protocol on Access to Genetic Resources and the
Fair and Equitable Sharing of Benefits Arising from their Utilization to the Convention on
Biological Diversity.? The intergovernmental negotiation of the PIP Framework established rules
for access to IVPP and sharing of benefits; by contrast, the implementation of the Nagoya
Protocol may introduce uncertainty in relation to the sharing of influenza viruses, since
numerous bilateral transactions could be required to be negotiated, which could delay the
access to viruses. As more countries put in place domestic legislation to implement the Nagoya
Protocol, the urgency increases to resolve this uncertainty and reduce the risk to global health
security.

The public health implications of the implementation of the Nagoya Protocol are not yet widely
understood. While the WHO Secretariat is producing a report to clarify these implications,
better knowledge, understanding and awareness of the Protocol are required in the public
health sector.

The Nagoya Protocol does not expressly identify a mechanism to recognize an instrument
under its Article 4(4). The Review Group understands that an authoritative, formal and
internationally credible entity such as the Meeting of the Parties (MOP) or World Health
Assembly could make a decision that the PIP Framework constitutes a specialized international

! International Health Regulations (2005), 2" ed. Geneva: World Health Organization; 2008
(http://apps.who.int/iris/bitstream/10665/43883/1/9789241580410 _eng.pdf, accessed 22 September 2016).

> The Nagoya Protocol on Access and Benefit-sharing. In: Convention on Biological Diversity [website].
Montreal: Convention on Biological Diversity, United Nations; 2011 (https://www.cbd.int/abs/, accessed
4 October 2016).
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instrument for pandemic influenza preparedness and response. In this case, the decision
should facilitate fulfiiment of the PIP Framework's access and benefit sharing objectives by
ensuring that all countries would handle IVPP in the same way. IVPP access and sharing would
be covered for Nagoya Protocol purposes by the PIP Framework, and therefore not require
bilateral agreements on a case-by-case basis.

Recommendation:

36. The PIP Framework should be considered as a specialized international instrument
to clarify the implementation of the Nagoya Protocol in relation to pandemic influenza
preparedness and response:

i The December 2016 Meeting of the Parties of the Nagoya Protocol provides an
opportunity to consider recognizing the PIP Framework as a specialized international
instrument for pandemic influenza preparedness and response. In the view of the
Review Group, it would serve the aims of the PIP Framework if the Meeting of the
Parties took up this opportunity.

1 Further, the 2017 World Health Assembly should address the recognition of the PIP
Framework as a specialized international instrument under the Nagoya Protocol.
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Ensuring the health security of all people is an overarching concern in public health today. The
tremendous increase in international travel over the last 40 years or so means that diseases
are no longer contained by geography alone. Health security became a prominent aspect of
global health after the severe acute respiratory syndrome (SARS) outbreak in 2003, the re-
emergence of influenza A(H5N1) beginning in 2003 and 2004, and the influenza A(H1N1)
pdm09* pandemic in 2009. In 2011, the Report of the Review Committee on the Functioning of
the International Health Regulations (2005) (IHR (2005)) in relation to the 2009 pandemic of
influenza A(H1IN1l) conclpdegatbhdd tberwepbddwae Ai
pandemi c and t ha trealiiytishhat teasnoamilloins dfapbople would be at risk of
dying in a s eZ%Theseevanta taublet theé wodd a valuable lesson i an effective
response to an outbreak of an infectious pathogen that can easily cross borders can only ever
come about through close collaboration and information-sharing between countries.

After the re-emergence of influenza A(H5N1) with human pandemic potential, some developing
countries were concerned that despite contributing virus samples to the Global Influenza
Surveillance and Response System (GISRS) network of public health laboratories that collect,
monitor and share influenza viruses, they were unable to afford vaccines and other medical
products developed as a result of sharing viruses. It became clear that a new system was
needed that lifted barriers to virus sharing among scientists, industry and countries, while
ensuring that the products of such sharing could be fairly and easily accessed by those who
need them most.

After four years of negotiation, this new system was embodied in the Pandemic Influenza
Preparedness (PIP) Framework® i an international instrument set up by 194 WHO Member
States in 2011*t h a't brought together countries, i ndustry
defences and strengthen its capacity to respond to an influenza pandemic. The PIP Framework
does this by facilitating the sharing between countries of influenza viruses with human
pandemic potential (IVPP), in order to develop antivirals, vaccines and diagnostics, while
ensuring fair and equitable access to these products across the world. The PIP Framework also
seeks to increase capacity for pandemic preparedness in all countries, and prioritizes support
to those most in need. A fundamental tenet of the PIP Framework is that the sharing of viruses
and benefits takes place on an equal footing, balancing public health and economic interests in
a win-win model based on the principle of reciprocity (see Figure 1.1). The PIP Framework

Y Influenza A(H1N1)pdmO09 is the virus responsible for the 2009 influenza pandemic that was declared the
first Public Health Emergency of International Concern under the International Health Regulations (2005).

2 Implementation of the International Health Regulations (2005), Report of the Review Committee on the
Functioning of the International Health Regulations (2005) in relation to Pandemic (H1N1) 2009, Report by the
Director-General. Geneva: World Health Organization; 2011 (A64/10;
(http://apps.who.int/gb/ebwha/pdf_files/WHAG64/A64_10-en.pdf, accessed 20 September 2016).

% pandemic influenza preparedness framework for the sharing of influenza viruses and access to vaccines
and other benefits. Geneva: World Health Organization; 2011 (http://www.who.int/influenza/pip/en/,
accessed 19 September 2016).

4 Agenda item 13.1. Pandemic influenza preparedness: sharing of influenza viruses and access to vaccines
and other benefits. Sixty-fourth World Health Assembly. Geneva: World Health Organization; 2011 (WHA64.5;
http://apps.who.int/gb/ebwha/pdf_files/WHAG64/A64_R5-en.pdf, accessed 21 September 2016).
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allows effective coordination without the need constantly to rewrite the rule book, which would
cause delays that can be devastating to public health during a fast-moving pandemic.

Viruses are shared through the 152 GISRS laboratories, including 143 National Influenza
Centres (NICs) spread across 113 Member States, six WHO Collaborating Centres (WHO
CCs) for Reference and Research on Influenza, four WHO Essential Regulatory Laboratories
(WHO ERLs), and 13 WHO H5 Reference Laboratories (WHO HS5RLs).™? The Standard
Material Transfer Agreement 1 (SMTA1), contained in Annex 1 to the PIP Framework, is a
binding contract that establishes the conditions under which GISRS laboratories exchange PIP
biological materials (PIP BM) among themselves. With the advent of technology to sequence
and analyse genetic sequence data (GSD), an increasing proportion of viruses are shared
electronically through their genetic sequences, although GSD is not included in the definition of
PIP BM.

The PI P Fr amewor §dsgectbceunsénftwoways. Raatmeiship Contribution (PC)
funds and Standard Material Transfer Agreement 2s (SMTAZ2s). Influenza vaccine,
pharmaceutical and diagnostic manufacturers who use GISRS pay annual PC funds totalling
US$ 28 million, which are used to bolster pandemic Preparedness and Response. Non-GISRS
entities, such as manufacturers or academic institutions, who receive physical virus samples
sign an STMAZ2, a legally binding agreement to provide products such as vaccines, antivirals
and diagnostics in the event of a pandemic.

Why is the Framework being reviewed now?

This first review of the PIP Framework (the #fARF
the PIP Framework, which states that the PIP Framework and its Annexes should be reviewed

by 2016 #dAwith a view to proposing revisions r
Worl d Health Assembly in 2017, through the EXxec¢

The PIP Framework Advisory Group (the #AAdvi so
13-14 October 2015 to seek views from Member States, industry and other stakeholders on the

review. The outcome of that meeting was a recommendation that a small, independent group of

experts be established to review implementation of the PIP Framework using a transparent and
inclusive approach.® In response, the Director-General convened the Review Group, consisting

of eight experts with wide-ranging expertise and from across all WHO regions. The Review

Group was charged with answering the following questions:*

! Global Influenza Surveillance and Response System (GISRS). In: World Health Organization [website].
Geneva: World Health Organization; 2016 (http://www.who.int/influenza/gisrs_laboratory/en/, accessed 20 October
2016).

2 Outside GISRS there are also influenza laboratories authorized and designated by a Member State to
provide PIP BM to GISRS. These laboratories are either in Member States that do not have a NIC or are additional
laboratories carrying out certain roles usually performed by NICs.

% PIP Framework Advisory Group. Special session of the Pandemic influenza preparedness (PIP) Framework
Advisory Group, 13-14 October 2015, Geneva, Switzerland. Report to the Director-General. Geneva: World Health
Organization; 2015 (http://www.who.int/influenza/pip/advisory_group/ag_spec_session_report.pdf, accessed
24 September 2016).

* Ibid.

25


http://www.who.int/influenza/gisrs_laboratory/en/
http://www.who.int/influenza/pip/advisory_group/ag_spec_session_report.pdf?ua=1

A70/17 Annex

1.  What are the achievements since the PIP Framework was adopted?

2. Has implementation of the PIP Framework improved global pandemic influenza
preparedness, including inter-pandemic surveillance, and capacity to respond?

3. What are the challenges, and possible ways of addressing them?
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Figure 1.1: The virus sharing and benefit sharing components of the PIP Framework
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The Advisory Group©6s -18 paobar 2005 s@ighs \seiwofrom blembet 3
States, industry and other stakeholders on the terms of reference and direction of the
Review. Following the meeting, the Advisory Group reported to the Director-General, with
recommiendations on the organization, process, scope and terms of reference for the
Review.

The Review Group was appointed in December 2015, and held four face-to-face meetings
between March 2016 and September 2016 at WHO Headquarters in Geneva. These
meetings were preceded by two teleconferences, in January and February 2016. The Review
Group held deliberative sessions, open only to members of the Review Group and the WHO
Review Group Secretariat. In addition, representatives of Member States were invited to
attend a debriefing and question/answer session following the February 2016 teleconference
and the March 2016, June 2016 and August/September 2016 meetings. These sessions
were open to all stakeholders and the public via a live webcast on the WHO website.? In
addition, the Review Group Chair, Dr Christine Mwelwa Kaseba-Sata, presented an update
of the Review Gr oumnthsVork dleakh Assembly tne5 Ny 2016y

The methods of work of the Review Group are detailed in Appendix Il and summarized briefly
as follows. The Review Group began its work by conducting a systematic analysis of the PIP
Framework, highlighting areas considered not to be functioning effectively and possible
reasons for this. The Review Group reviewed key documents, including reports relating to
the work of the Advisory Group, implementation of the PIP Framework, and a study on the
implementation of the Nagoya Protocol.

To inform its deliberations, the Review Group actively sought input throughout the review
from Member States and representatives of GISRS, industry, civil society organizations (s),
relevant databases and other stakeholders, through both interviews and an electronic open
consultation process that included questions for response. On 30 March 2016 and 29 August
2016, as part of Review Group meetings, open consultations were held at WHO HQ, with
Member States, civil society and other stakeholders. Overall, the Review Group conducted
40 interviews with key informants; received several written submissions from Member States,
industry, civil society, databases, and other stakeholders; examined other initiatives
underway to protect global public health; and sought information from WHO staff at HQ and
Regional Offices.

! bid.

2 PIP Framework Review Group. 2016 Review of the PIP Framework, PIP Review Group Meeting Reports.
In: World Health Organization [website]. Geneva: World Health Organization; 2016
(http://Ammww.who.int/influenza/pip/2016-review/meetings/en/, accessed 20 September 2016).

% Dr Christine Mwelwa Kaseba-Sat a , Review Group Chair. Update of the Rev
Sixty-ninth World Health Assembly. Committee A, Wednesday 25 May 2016, Late Session. In:
World Health Organization [website]. Geneva: World Health Organization; 2016
(http://mwww.who.int/mediacentre/events/2016/wha69/webstreaming/en/, accessed 29 September, 2016).
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The Review Group provided its final Report to the Director-General in October 2016, for
transmission to the WHO Executive Board in January 2017 and the World Health Assembly
in May 2017.
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In this report, the Review Group responds to its terms of reference to:*
1 Discuss achievements of the PIP Framework

2. Discuss whether implementation of the PIP Framework improved global
pandemic influenza preparedness, including inter-pandemic surveillance, and capacity
to respond

3. Discuss possible challenges and ways of addressing them.

This chapter addresses the first two points by taking an overarching perspective on the PIP
Framework as a whole and the overall achievements (see Figure 3.1) and challenges;
subsequent chapters 4 - 8 address the third point by considering achievements and
challenges associated with specific elements of the PIP Framework and the ways in which
challenges might be addressed.

! PIP Framework Advisory Group. Special session of the Pandemic influenza preparedness (PIP)
Framework Advisory Group, 13-14 October 2015, Geneva, Switzerland. Report to the Director-General. Geneva:
World Health Organization; 2015 (http://www.who.int/influenza/pip/advisory_group/ag_spec_session_report.pdf,
accessed 24 September 2016).

30


http://www.who.int/influenza/pip/advisory_group/ag_spec_session_report.pdf?ua=1

Annex A70/17

Figure 3.1 Top 10 achievements of the PIP Framework
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3.1 An innovative approacko improving pandemic preparedness

Key Findings

Finding 1: The PIP Framework, which was negotiated through an extensive
intergovernmental process, is valued as a bold and innovative tool for pandemic influenza
preparedness. It demonstrates that the balance of virus sharing and benefit sharing on an
equal footing is a successful approach for improving pandemic influenza preparedness,
which contributes to strengthening global health security.

Finding 2: The PIP Framework has improved global influenza pandemic preparedness
through more reliable access to viruses, and its ongoing efforts in securing increased, real-
time access to vaccines and antivirals in the event of an influenza pandemic. It has also
improved preparedness by funding capacity building in priority countries with limited or no
national ability to detect, monitor and share novel influenza viruses, and by ensuring that
there is a reserved Response Fund for response. Through these activities, there is
confidence and greater predictability in the global capacity to respond to an influenza
pandemic as well as in the equity of that response.

Finding 3: The PIP Framework is a model within which Member States engage transparently
and effectively, via WHO, with different stakeholders, including industry and civil society.
WHO regularly brings industry and civil society to the table with Member States to
operationalise different aspects of the PIP Framework and engages them at key decision
making points. Given their varied perspectives, these stakeholders provide critical input that
contribute to the success of the PIP Framework.

Finding 4: The ongoing risk assessment by GISRS of seasonal influenza viruses and
periodic risk assessment of other zoonotic influenza viruses to ascertain pandemic potential
provide key benefits for countries in strengthening core capacities for seasonal influenza
response and pandemic preparedness.

Finding 5: While there is regular reporting on individual aspects of the PIP Framework, as
provided for in sections 7.2.5 and 7.4.1, these elements are not currently brought together in
a comprehensive evaluation model, and thus it is challenging for different stakeholders to
gain a comprehensive picture of overall progress.

Finding 6: Contributions made to the PIP Framework could be given more visible recognition
and acknowledgement, including the significant support by Member States for their GISRS
|l aboratories. Such recognition <could bui
practice of formally acknowledging PC payments.

The PIP Framework took an innovative approach to engaging stakeholders, especially
industry, in a way that had not previously been achieved in public health. It brought key
players in public and private health care together in a partnership that was challenging to
negotiate, but has proven successful.
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3.2 Ensuring the relevance of the PIP Framework

Finding 7: The principles of the PIP Framework, especially that of placing virus sharing and
benefit sharing on an equal footing, remain as relevant today as they were five years ago,
given the unique threat that the ever-changing influenza virus presents for public health, and
the increasing number of health emergencies, such as the Ebola virus disease and Zika virus
outbreaks.

Finding 8: Maintaining the contribution of the PIP Framework, and demonstrating the benefits
of pandemic influenza preparedness, is especially important as countries with several
competing health priorities usually focus their attention on current local disease threats and
therefore may be unprepared for an influenza pandemic. The PIP Framework must continue
to demonstrate its contribution towards increasing global health security in the context of a
wider landscape of public health interventions in order to remain relevant to policymakers,
government, industry and intergovernmental organizations.

Finding 9: Currently, the PIP Framework does not specify the timing of subsequent reviews.
To ensure the continued relevance and optimal impact of the PIP Framework, regular review
of its functioning is needed. There is a need for Member States to indicate how often future
reviews should take place.

Finding 10: An increasingly urgent concern among Member States and other stakeholders
has been how to address the impact of new technology, particularly relating to the handling
of GSD under the PIP Framework.

While the text of the PIP Framework was formulated in a manner that was as forward-
thinking as possible, it also reflects a particular political, scientific, technological and
economic point in time. Preparing the world for an influenza pandemic remains a critical
mission and it is important that the PIP Framework retains its relevancy by adapting to the
ever-changing landscape of global health.

Global health, especially in relation to infectious pathogens, has become increasingly framed
in the context of health security, where the various initiatives and key players extend beyond
the health sector to include humanitarian actors, development agencies, UN agencies, and
communities. The financing landscape is also wider, with funding for pandemics now
including the new World Bank'ds Pandemic Emerger

The PIP Framework must also accommodate advances in technology that may change the
way influenza viruses are shared or lead to the development of new products. These
changes can include new methods of laboratory analysis, changes in influenza vaccine
production technology, and novel communication technologies, as well as developments in
the use of the genetic sequences of influenza viruses.

! pandemic Emergency Facility: Frequently Asked Questions. In: The World Bank [website]. Geneva:
World Bank; 2016 (http://www.worldbank.org/en/topic/pandemics/brief/pandemic-emergency-facility-frequently-
asked-questions, accessed 26 October 2016).

33


http://www.worldbank.org/en/topic/pandemics/brief/pandemic-emergency-facility-frequently-asked-questions
http://www.worldbank.org/en/topic/pandemics/brief/pandemic-emergency-facility-frequently-asked-questions

A70/17 Annex

3.2.1Discussion on expanding the PIP Framework to seasonal influenza

Finding 11: The Review Group received wide-ranging views from key informants, including
Member States, industry and civil society, on this complex and challenging issue, with strong
views both for and against including seasonal influenza under the PIP Framework. The
implications of including seasonal influenza need to be studied further.

The PIP Framework states in its scope (section 3.2) thatthe PIPFr amewor k fAdoes not
toseasonalinfluenza viruseso. Such inclusion was consi der
were not included in the final text of the PIP Framework. In reality, however, seasonal and

pandemic influenza viruses exist as a continuum, involving humans, birds and other animals.

Each of the novel IVPP is due to the continuously evolving nature of the virus, which can

reassort with other influenza vitandecaempidy®ddi s i s kn
to new viruses with pandemic potential.

The overwhelming majority of viruses shared through GISRS are seasonal viruses i
annually, 28,000 seasonal viruses are shared with WHO CCs.? These viruses undergo
fiant i g e’nthraugh dhotatibnt aten requiring an update of the viruses in the seasonal
vaccine. Momdedovern, ctami el significant l eading to
The bulk of GISRS work is based on seasonal risk assessment, virus characterisation, the
development of candidate vaccine viruses (CVVs), reagents and diagnostic kits, and vaccine
virus recommendations for the seasonal vaccine. This is of critical importance to
manufacturers and countries. Moreover, robust seasonal vaccine production is vital for
pandemic vaccine production since the same facilities are used. Such facilities must be
robust if there is to be a rapid and timely switch from seasonal vaccine to pandemic vaccine
production at the right time.*

"'Accordi ng to the U.S. Centers for Disease Control and Pr
major change in the influenza A viruses, resulting in new hemagglutinin and/or new hemagglutinin and
neuraminidase proteins in influenza viruses that infect humans. Shift results in a new influenza A subtype or a
virus with a hemagglutinin or a hemagglutinin and neuraminidase combination that has emerged from an animal
population that is so different from the same subtype in humans that most people do not have immunity to the
new (e.g. novel) viruso. How the Flu Virus Can Change: ADrif
Control and Prevention; 2016 (http://www.cdc.gov/flu/about/viruses/change.htm, accessed 19 September 2016).

2 Global Influenza Programme, World Health Organization, unpublished data, October 2016.

®The U.S. cDC further defines antigenic drift as fAsmall c
happen continually over time as the virus replicates. o0 How t
GA: Centers for Disease Control and Prevention; 2016 (http://www.cdc.gov/flu/about/viruses/change.htm,
accessed 19 September 2016).

* Influenza Vaccine Response during the Start of a Pandemic, Report of a WHO Informal Consultation held
in Geneva, Switzerland, 29 June-1 July 2015. Geneva: World Health Organization; 2016
http://apps.who.int/iris/bitstream/10665/207751/1/WHO_OHE_PED_GIP_2016.1_eng.pdf, accessed
20 September 2016).

34


http://www.cdc.gov/flu/about/viruses/change.htm
http://www.cdc.gov/flu/about/viruses/change.htm
http://apps.who.int/iris/bitstream/10665/207751/1/WHO_OHE_PED_GIP_2016.1_eng.pdf
http://apps.who.int/iris/bitstream/10665/207751/1/WHO_OHE_PED_GIP_2016.1_eng.pdf

Annex A70/17

't should be noted that in the i mplementation

value of seasonal vaccine production is the basis on which each of the vaccine producers
using GI SRS determines its nsal es bando,
calculating the amount each company is asked by WHO to contribute.

The distinction between seasonal and pandemic viruses can present challenges. This
becomes particularly evident when a virus I such as the influenza A(H1LN1) i causes a
severe epidemic in a country well after the original pandemic has been declared over. This
happened in May 2016 in Fiji, when influenza A(H1N1) caused several deaths in pregnant
women,* well after the pandemic had been declared over.

However, expanding the PIP Framework to include seasonal influenza would lead to a
significant increase in workload for GISRS laboratories if seasonal viruses were tracked in
the same way as IVPP. The benefit sharing aspect would also need to be addressed.

3.2.2 Improved communication about the PIP Framework

Finding 12: Some stakeholders do not clearly understand key aspects of the PIP Framework,
including priority country selection for PC implementation and the progress that is being
achieved in PC-funded projects. While WHO and the Advisory Group already engage in
regular, transparent communication with stakeholders, these gaps in understanding need to
be addressed by enhancing communication about key aspects of the PIP Framework, its
implementation and achievements.

The implementation of the PIP Framework would benefit from as wide an understanding as
possible. Although the PIP Framework Secretariat communicates frequently through face-to-

face meetings, teleconferences and newsl é€tters

the turnover of staff within Member State permanent missions in Geneva, WHO Regional
Offices and stakeholder organizations leads to a loss of institutional memory, which means
that they become less well engaged with the PIP Framework.

Communication about the importance of the PIP Framework for public health should also
target a wider range of civil society organizations, since a lack of understanding about the
seriousness of influenza can have wider impacts on health.

! Fiji Health & Nutrition Cluster. Bulletin #8: Covering Period 6 May-13 June, 2016. In: Fiji Ministry of
Health and Medical Services [website] Toorak: Fiji Ministry of Health and Medical Services; 2016
(http://lwww.health.gov.fj/lwp-content/uploads/2016/03/20160613_HNC_Bulletin8_final.pdf, accessed
4 October 2016).

% pandemic Influenza Preparedness (PIP) Framework. In: World Health Organization [website]. Geneva:
World Health Organization; 2016 (http://www.who.int/influenza/pip/en/, accessed 20 September 2016).
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3.3 Applying the PIP Framework to other pathogens

Finding 13: The success of the PIP Framework in ensuring better and more equitable access
to viruses, vaccines, antivirals and diagnostics, has led some stakeholders to propose that
the PIP Framework be expanded to include other infectious pathogens, whereas others have
suggested applying the principles of the PIP Framework as a model.

Finding 14: Expanding the current PIP Framework to pathogens other than influenza viruses,
as the 2016 report of the UN High Level Panel on the Global Response to Health Crises® has
recommended, would be a very complicated process and may threaten its viability; no other
disease has a system in which a network of public health laboratories and industry have such
a long-standing interdependence.

Finding 15: Using the principles of the PIP Framework as a model for equity and reciprocity
in other diseases, as recommended by the 2016 report of the Review Committee on the Role
of the International Health Regulations (2005) in the Ebola Outbreak and Response,? is likely
to be more feasible than expanding its scope, although this is still likely to be challenging.

The success of the PIP Framework has led some to consider how lessons from its
implementation could be applied to other diseases. Some reports have gone as far as

suggesting that the PIP Framework itself be expanded. The UN High Level Panel on the

Global Response to Health Crises, which published its report in January 2016,
recommended that iThe WHO c¢ on wvregotae the Pamidenhice mb e r St
Influenza Preparedness Framework with a view to including other novel pathogens, making it

legally binding, and achieving an appropriate balance between obligations and benefits, in

accordance with the principles of the 2010 Nagoya Protocol to the Convention on Biological
Diver’sityo.

In the view of this Review Group, while the PIP Framework could serve as an effective
model, an expansion of the PIP Framework itself to include other pathogens would be very
challenging. A more pragmatic approach is reflected in the 2016 report of the IHR (2005)
Review Committee, which recommended that WHO and States Parties sho u | d fificonsi der
using the PIP Framework or similar existing agreements as a template for creating new
agreements or other infectious agents that have caused, or may potentially cause, [public
health emergencies of international concern] PHEICs. These agreements should be based

! Protecting Humanity from Future Health Crises, Report of the High-level Panel on the Global Response
to Health Crises, Recommendation 15. United Nations General Assembly, 9 February 2016. New York: United
Nations; 2016 (A/70/723; http://www.un.org/ga/search/view_doc.asp?symbol=A/70/723, accessed
20 September; 2016).

2 Implementation of the International Health Regulations (2005), Report of the Review Committee on the
Role of the International Health Regulations (2005) in the Ebola Outbreak and Response, Report by the Director-
General, 13 May 2016. Geneva: World Health Organization; 2016 (A69/21;
http://apps.who.int/gb/ebwha/pdf_files/WHAB9/A69_21-en.pdf?ua=1, accessed 20 September 2016).

8 Protecting Humanity from Future Health Crises, Report of the High-level Panel on the Global Response
to Health Crises, Recommendation 15. United Nations General Assembly, 9 February 2016. New York: United
Nations; 2016 (A/70/723; http://www.un.org/ga/search/view_doc.asp?symbol=A/70/723, accessed
20 September; 2016).
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on the principle of balancing the sharing of samples and data with benefit sharing on an
equal flootingbo.

Balancing the interests of different stakeholders to ensure equity in public health is complex.
That the PIP Framework was the first global agreement of its kind has much to do with the
uniqueness of the influenza virus itself T it mutates frequently and, because of the need for
updated seasonal influenza vaccines, has a continuous product cycle, which therefore
results in a consistent income stream for manufacturers, as well as a high quality production
line that allows manufacturers to be ready to switch from seasonal to pandemic vaccine
production. There is also a strong, established network of laboratories in GISRS, monitoring
influenza, which provided the foundation for the PIP Framework.

However, for most new and emerging pathogens, there is no established laboratory network
that regularly shares samples and expertise with an associated established vaccine (or other
product) production capacity. Thus, while the sharing of viruses and benefits on an equal
footing could be applied to other pathogens, using the PIP Framework as a template is likely
to present significant implementational and operational challenges.

RecommendationsOverarching

1. WHO should develop a comprehensive evaluation model, including overall
success metrics for the Pandemic Influenza Preparedness (PIP) Framework for annual
reporting. Such reporting should include an infographic that illustrates the status of
overall progress in implementing the PIP Framework to allow for greater clarity on
progress towards pandemic preparedness and response.

2. WHO should regularly and more effectively communicate the objectives and
progress in the implementation of the PIP Framework to Members States, Global
Influenza Surveillance and Response System (GISRS) laboratories, industry, civil
society, and other stakeholders. In particular, it should better communicate:

a. Progress against the comprehensive evaluation model;

b. Partnership Contribution implementation measures; these should be
highlighted in regular Advisory Group reports and post-meeting briefings so that
progress is more visible and clearly recognized;

C. Communication and transparency should be enhanced around issues such
as selection of countries to receive Partnership Contribution implementation
support for improved understanding of the PIP Framework among Member
States;

d.  The significance of stakeholder voluntary contributions, and in-kind Member
Statesd commitments, including support a
provision of routine running costs of laboratories.

! Implementation of the International Health Regulations (2005), Report of the Review Committee on the
Role of the International Health Regulations (2005) in the Ebola Outbreak and Response, Report by the
Director-General, 13 May 2016. Geneva: World Health Organization; 2016 (A69/21,;
http://fapps.who.int/gb/ebwha/pdf_files/WHAB69/A69_21-en.pdf?ua=1, accessed 20 September 2016).
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3.  The Director-General should undertake a study to determine the implications and
desirability of including seasonal influenza viruses in the PIP Framework.

4.  The PIP Framework is a foundational model of reciprocity for global public health
that could be applied to other pathogens; however, the current scope of the PIP
Framework should remain focused on pandemic influenza at this time.

5. Member States should agree the timing of the next review of the PIP Framework,
which should be before the end of 2021.
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4.1 Overview

Key Findings

Finding 16: The GISRS virus sharing system generally works well and is expanding to cover
more geographical regions. Between 2011 and 2016, the number of NICs has increased
from 136 to 143, the number of WHO H5RLs from 12 to 13; the number of WHO CCs
remained at six and the number of WHO ERLs at four. At an operational level, there are
platforms for the rapid exchange of information and strong interactions between different
organizations. The WHO Shipping Fund Pr oj ect (AShipping F
laborator i es 6 ability to share viruses.

Finding 17: The PIP Framework (Annex 4) sets out guiding principles for the terms of
reference for the WHO GISRS laboratories; assessment of whether those terms of reference
are fulfilled is carried out through self-assessment by GISRS laboratories and surveys of
NICs. The evidence is that laboratories comply with their SMTAL obligations.

Finding 18: The Review Grou p6s di scussions with key inf
that they were wunclear on how to interpret
respect to the sharingof PIPBMand GSD, and on the meani ng¢

to the sharing of all cases of A(H5N1) and other IVPP in section 5.1.1 of the Framework.

Finding 19: GISRS provides significant benefits, including conducting critical risk
assessment, and providing vaccine viruses and vaccine virus recommendations, diagnostic
kits, reagents, reference viruses, expertise, training and capacity building. The laboratory
capacity developed for influenza appears to have had collateral benefits for other pathogens,
such as Middle East respiratory syndrome coronavirus (MERS-CoV).! The Review Group
found, however, that there are some barriers (including political, regulatory and logistical) to
the provision of reagents and diagnostic kits to some laboratories.

Finding 20: The GISRS self-assessment also revealed weaknesses, such as gaps in
geographic coverage (particularly in Africa and the Middle East) along with insufficient
national funding and a lack of prioritization of influenza surveillance.”

Finding 21: There are enduring links between GISRS and non-GISRS laboratories,
especially those from the animal sector. However, some informants felt that there should be
stronger linkages between the GISRS and non-GISRS parts of the system.

Finding 22: GISRS collaborates closely with the Food and Agriculture Organization of the
United Nations (FAO), the World Organisation for Animal Health (OIE), and the OFFLU (the

! Self-assessment of the WHO Global Influenza Surveillance and Response System (GISRS),
Report to the Advisory Group. Geneva: World Health Organization; 2014
(http://www.who.int/influenza/pip/virus_sharing/gisrs_self_assessment.pdf, accessed 19 September 2016),
section 4.1.

2 bid., section 4.2.
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joint OIE-FAO network of animal influenza experts) to conduct risk assessment and
development of CVVs. In some cases, where viruses from human infections are not shared
(or their sharing is delayed) due to export controls, political hesitancy, or other reasons,
animal viruses have been used for risk assessment and CVV development. However, there
is a lack of clarity over when to share animal samples to GISRS, which could be improved.

Finding 23: In the event of an influenza pandemic, GISRS will face a surge of samples to
process, and concerns have been raised that the network could become overwhelmed. WHO
has provided guidance to prepare for this contingency, including prioritization of virus
samples to be forwarded to WHO CCs for further analysis and development of CVVs.* This
guidance proved valuable during the 2009 A(H1N1) pandemic, and it will be necessary to
maintain or improve it as necessary, and continue to make it publicly available.

Finding 24: Following the recent launch of the Tool for Influenza Pandemic Risk Assessment
(TIPRA),? there is an opportunity for WHO to work with Member States that have GISRS
laboratories to strengthen risk assessment capacities for pandemic influenza.

Given the rapidly evolving nature of influenza and the potential threat it poses as a
pandemic-prone disease, a robust, global system for sharing influenza viruses is vital to
surveillance, preparedness and response. Monitoring global influenza virus evolution and
spread helps public health officials perform risk assessment studies and identify potential
pandemic viruses, while virus samples and genetic sequence information are indispensable
for developing the diagnostics, vaccines and pharmaceuticals needed to detect, prevent and
treat illness.

GISRS performs many of these functions and is the backbone of the PIP Framework. For
more than 60 years a global network of public health laboratories, known as the Global
Influenza Surveillance Network (GISN), had been collecting and monitoring influenza viruses.
Its name was changed to GISRS when the PIP Framework was adopted in 2011, to reflect
an expanded role for the network. This role is established in the SMTAL, in Annex 1 to the
PIP Framework, which is a binding contract that sets out the conditions under which
laboratories in GISRS exchange influenza viruses with human pandemic potential among
themselves.

GISRS laboratories track the evolution of influenza viruses, providing vital risk assessment
(see Box 4.1) and early warning to Member States, for instance through monthly risk
assessment summaries.’® Although the PIP Framework (section 3) is limited to IVPP, the
GISRS network handles all human influenza viruses and some animal influenza viruses that
present a threat to humans (e.g. H3N2v and H5, H7, H9). All influenza viruses that are

L WHO checklist for influenza pandemic preparedness planning. Geneva: World Health Organization; 2005
(WHO/CDS/CSR/GIP/2005.4; http://iwww.who.int/influenza/resources/documents/FluCheck6web.pdf, accessed
19 September 2016).

% Tool for Influenza Pandemic Risk Assessment (TIPRA), Version 1 Release. Geneva: World Health
Organization; 2016 (WHO/OHE/PED/GIP/2016.2; http://apps.who.int/iris/bitstream/10665/250130/1/ WHO-OHE-
PED-GIP-2016.2-eng.pdf, accessed 4 October 2016).

8 Monthly Risk Assessment Summary, Influenza at the Human-Animal Interface. In:
World Health Organization [website]. Geneva: World Health Organization; 2011 to 2016
(http:/mwww.who.int/influenza/human_animal_interface/HAI_Risk_Assessment/en/, accessed
20 September 2016).
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relevant for seasonal vaccines or pandemic preparedness should enter the GISRS network
through an appropriate channel.

The GISRS network provides significant benefits to Member States and others, including
specialist informal consultation on the improvement of influenza vaccine virus selection,?
guidance on switching from seasonal to pandemic vaccine production,® training courses,
specialist conferences for NICs, and increased collaborative scientific publications, such as
on how WHO makes its vaccine virus recommendations.® In some cases, the GISRS network
has also been leveraged to respond to threats from non-influenza pathogens (e.g. for
surveillance of respiratory syncytial virus (RSV))* and some GISRS laboratories routinely
detect other pathogens, such as measles and polio.”

NI'Cs form the core of Gl SRS. They are responsi
patients suspected to be i nlfectiantpantforwiiugidolatesiofVv PP,
suspectedodo | VPP, conducting preliminary testi:H
speci mens and/ or vi r u s’ eMeniber Statesn throught theie NICsdaret i e s .
required to Aprovide Ptrembabl ogasabk matet VRP] ,
week to a WHO CC or WHO H5RL fAof the originatirt
The WHO CCs conduct detailed analyses of | VPP,
i solation, fdetail edanahysgenic aadd figenhéewvical

among other tasks.® A key function of WHO CCs is the selection and creation of CVVs. A
CVV is a virus that has been altered from the wild type® to make it more suitable for the

! For example, 4th WHO Informal Consultation on Improving Influenza Vaccine Virus Selection. In:
World Health Organization [website]. Geneva: World Health Organization; 2015
(http://www.who.int/influenza/vaccines/virus/4thmtg_improve_vaccine_virus_selection/en/,
accessed 19 September 2016).

2 World Health Organization. Influenza vaccine response during the start of a pandemic, Report of a WHO
Informal Consultation held in Geneva, Switzerland, 29 June-1 July 2015. Geneva: World Health Organization;
2016 (http://apps.who.int/iris/bitstream/10665/207751/1/WHO_OHE_PED_GIP_2016.1_eng.pdf,
accessed 19 September 2016).

3 Ampofo W, Azziz-Baumgartner E, Bashir U, Cox NJ, Fasce R, Giovanni M, et al. Strengthening the
influenza vaccine virus selection and development process: Report of the 3" WHO Informal Consultation for
Improving Influenza Vaccine Virus Selection held at WHO headquarters, Geneva, Switzerland, 1-3 April 2014.
Vaccine. 2014;36:4368-82. doi: 10.1016/j.vaccine.2015.06.090.

“* World Health Organization. WHO informal consultation on surveillance of respiratory syncytial virus on
the WHO Global Influenza Surveillance and Response System (GISRS) platform, 251 27 March 2015. Wkly
Epidemiol Rec. 2016;91:1 (http://www.ncbi.nlm.nih.gov/pubmed/26753193, accessed 19 September 2016).

® Self-assessment of the WHO Global Influenza Surveillance and Response System (GISRS), Report to
the Advisory Group. Geneva: World Health Organization; 2014
(http://lwww.who.int/influenza/pip/virus_sharing/gisrs_self_assessment.pdf, accessed 19 September 2016).

® pandemic influenza preparedness Framework for the sharing of influenza viruses and access to vaccines
and other benefits. Geneva: World Health Organization; 2011 (http://www.who.int/influenza/pip/en/, accessed 21
September 2016), Annex 5, National Influenza Centres, Core Terms of Reference, B. Laboratory and related
activities.

" Ibid.,,section 5.1.1.

8 Ibid., Annex 5, WHO Collaborating Centres for Influenza, Core Terms of Reference, B. Laboratory
analyses and related activities.

° wild type viruses are those in the field, naturally occurring in humans or animals. They are not modified
or reassorted like many vaccine viruses.
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production of vaccines, while retaining antigenic similarity.! This typically means:
(1) attenuating (or weakening) the virus so it does not cause severe illness; (2) ensuring that
it grows well in eggs and cell culture; and (3) ensuring that it still triggers the appropriate
immune response.’ Because they form the basis for vaccines, available and effective CVVs
are critical both for the efficacy of seasonal vaccines and for a robust response to an
influenza pandemic. WHO CCs are required to share widely all information gathered, along
with CVVs and reagents.® Between 1 August 2014 and 31 July 2015, WHO CCs
characterized 123 IVPP coming from five countries (Bangladesh, Canada, China, Egypt, and
the United States of America).*

WHO H5RLs are responsible for some of the same tasks as WHO CCs, but for a particular
subset of influenza viruses with hemagglutinin antigen H5.> WHO ERLs are tasked with
fidevel oping, regul ating and standardi zin
developing CVVs® and preparing reference reagents to standardize influenza vaccines.’

g

Box 4.1. Tool for Influenza Pandemic Risk Assessment (TIPRA)®

A central function of GISRS as a whole is to provide the data necessary for countries to
develop an effective and meaningful response.® Using this information along with other
sources, according to the PIP Framework (section 6.2.3) it is the responsibility of the WHO
Secretariat to fimake available to all Me m

! Antigenically similar viruses are those that induce equivalent antibody responses, as measured by
serological tests.

2 Making a Candidate Vaccine Virus (CVV) for a HPAI (Bird Flu) Virus. In: Centers for Disease Control and
Prevention [website]. Atlanta: National Center for Immunization and Respiratory Diseases, U.S. Centers for
Disease Control and Prevention; 2016 (http://www.cdc.gov/flu/avianflu/candidate-vaccine-virus.htm, accessed 19
September 2016).

% pandemic influenza preparedness Framework for the sharing of influenza viruses and access to vaccines
and other benefits. Geneva: World Health Organization; 2011 (http://www.who.int/influenza/pip/en/, accessed 21
September 2016), Annex 5, WHO Collaborating Centres for Influenza, Core Terms of Reference, B. Laboratory
analyses and related activities.

“PIP Framework Advisory Group. Pandemic I nfluenza

Advisory Group annual report to the Director-General under PIP Framework section 7.2.5: 2015 Annual Report.
Geneva: World Health Organization; 2015 (http://www.who.int/influenza/pip/ag_annual_report_2015.pdf,
accessed 20 September 2016), page 17.

® pandemic influenza preparedness Framework for the sharing of influenza viruses and access to vaccines
and other benefits. Geneva: World Health Organization; 2011 (http://www.who.int/influenza/pip/en/, accessed 21
September 2016), Annex 5, WHO H5 Reference Laboratories, Core Terms of Reference, B. Laboratory and other
activities.

® Ibid., Annex 5, WHO Essential Regulatory Laboratories.

" Ibid., Annex 5, WHO Essential Regulatory Laboratories, Core Terms of Reference, B. Laboratory and
related activities.

8 Tool for Influenza Pandemic Risk Assessment (TIPRA). In: World Health Organization [website]. Geneva:
World Health Organization; 2016 (http://www.who.int/influenza/areas_of_work/human_animal_interface/tipra/en/,
accessed 20 October 2016).

? pandemic influenza preparedness framework for the sharing of influenza viruses and access to vaccines
and other benefits. Geneva: World Health Organization; 2011 (http://www.who.int/influenza/pip/en/, accessed
19 September 2016), section 6.2.1.
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pandemic ri sk asgnieng sheneend fa a speclcerisk assessment tool, the
TIPRA has been developed to support a timely and updatable risk assessment for I[VPP.!
The tool focuses on a virusods qualitative |pand
on different virus elements that are known to affect transmissibility and severity. It seeks to
answer the question: What is the risk of sustained human-to-human transmission of the
virus? To evaluate this risk it assesses two components: what is the likelihood of sustained
human-to-human transmission of the virus; and what is the impact to the human population if
the virus acquires sustained human-to-human transmissibility? Triggers for using the TIPRA
may be epidemiological (for example, emergence of human cases of a non-seasonal or
animal influenza virus) or virological (for example, studies in laboratory animals indicating
that the virus has the capability to transmit to uninfected animals by either direct contact or
respiratory droplets).?

The costs of virus sharing can be challenging for some laboratories. Started in 2005, the
WHO Shipping Fund provides funding for the shipment by NICs (and in some cases other
national influenza laboratories) of seasonal and pandemic virus specimens to WHO CCs and
WHO H5RLs.® Since 2015, PC contributions have financed the entire cost of the Shipping
Fund. Beyond covering shipping costs, the Shipping Fund has also been used to streamline
shipment procedures and to provide WHO technical and logistical support for shipping
infectious substances.* From 1 August 2015 to 31 July 2016, the Shipping Fund was used to
facilitate 213 shipments of seasonal and pandemic influenza viruses.”

4.2 Virus sharing metrics

Key Findings

Finding 25: While the sharing of PIP BM initially increased after adoption of the PIP
Framework, a decline has been noted over the past two years. The September 2014 GISRS
self-assessment showed that the response to the emergence of the influenza A(H7N9) strain
in 2013 was prompt and comprehensive, but virus sharing has declined since then.® Overall,
there has been a reduced sharing of IVPP from some countries. As requested by the
Advisory Group, WHO is undertaking a study to understand the reasons for, and the
significance of, this decline; this report is due to be provided to the Advisory Group in
October 2016.

'"TIPRA is based on the US CDCds | mttp: fwwe.cdz gav/fiRpasdemicAs s e s s m
resources/tools/risk-assessment.htm.

% Tool for Influenza Pandemic Risk Assessment (TIPRA), Version 1 Release. Geneva: World Health
Organization; 2016 (WHO/OHE/PED/GIP/2016.2; http://apps.who.int/iris/bitstream/10665/250130/1/WHO-OHE-
PED-GIP-2016.2-eng.pdf, accessed 4 October 2016).

8 Shipping and logistics activity. In: World Health Organization [website]. Geneva: World Health
Organization; 2016 (http://www.who.int/influenza/gisrs_laboratory/logistic_activities/en/, accessed
19 September 2016).

* Ibid.
® PIP Framework Secretariat, World Health Organization, unpublished data, October 2016.

® Self-assessment of the WHO Global Influenza Surveillance and Response System (GISRS): Report to
the Advisory Group. Geneva: World Health Organization; 2014
(http://www.who.int/influenza/pip/virus_sharing/gisrs_self_assessment.pdf, accessed 19 September 2016),
section 4.1.
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Despite the growth of the GISRS network and the assistance with shipping, there has been a
worrying decline in virus sharing within GISRS since its peak of 370 IVPP between 1 August
2012 and 31 July 2013. The PIP Framework Advisory Group pointed out this trend at its April
2016 meeting:

While the sharing of PIP biological materials initially increased after adoption of the PIP
Framework, recent data point to a decreasing trend in IVPP virus sharing. Detailed figures for
H5N1, H7N9, H10N8 and HON2 illustrated how in some specific countries the number of
viruses slhared was considerably lower than the number of confirmed human cases during
2011-16.

Figure 4.1 shows virus sharing with WHO CCs for part of 2016.

WHO and Influenza Virus Traceability Mechanism (IVTM) data show that:

9 From 1 August 2014 to 31 July 2015, the IVTM recorded 156 shipments of VPP
from WHO CCs and WHO ERLSs, 92 of which went to non-GISRS laboratories.” This
repreasents a 71% drop in recorded IVPP sharing as compared with the previous
year.

9 From 1 August 2015 through 31 July 2016, IVTM recorded the sharing of 84 IVPP

from WHO CCo6s. Of t hes e GISRYlaborataries.* shar ed with

1 From March 2011 to February 2016, 79 CVVs were shared with GISRS laboratories
and an additional 174 with non-GISRS laboratories.*

1 In the one year period from March 2015 to February 2016, eight CVVs were shared
with two GISRS laboratories and 13 CVVs were shared with eight non-GISRS
laboratories.”

! PIP Framework Advisory Group. Meeting of the Pandemic Influenza Preparedness Framework Advisory
Group, 19-22 April 2016, Geneva, Switzerland. Report to the Director-General. Geneva: World Health
Organization; 2016 (http://www.who.int/influenza/pip/ag_april2016_MeetingRpt.pdf?ua=1,
accessed 24 September 2016), paragraph 56.

PIPFramewor k Advi sory Group. Pandemic Influenza
Advisory Group Annual Report to the Director-General Under PIP Framework section 7.2.5, 2015 Annual Report.
Geneva: World Health Organization; 2015 (http://www.who.int/influenza/pip/ag_annual_report_2015.pdf,
accessed 20 September 2016), page 9.

% Ibid., page 9.
4 Global Influenza Programme, World Health Organization, unpublished data, October 2016.
5 .

Ibid.
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Figure 4.1: Countries, areas and territories sharing viruses with WHO CCs from
February to September 2016

- Viruses shared with WHO CCs
\ Data not available

" ‘ Not applicable 0 850 1700 3,400 Kiometers
T
The boundaries and names shown and the designations used on this map do notimply the expression of any opinion whatsoever  Data Source: WHO CCs reports for the WHO influenza World Health
on the part of the World Health Organization conceming the legal status of any country, territory, city or area or of its vaccine comp in Sep 2016 Organlmlon
or conceming the delimitation of its fronfiers or boundaries. Dotted and dashed lines on maps represent approximate border ines  Map Production: WHO GISRS Team
for which there may not yet be full agreement World Health Organization ©WHO 2016. Al rights reserved.

During an outbreak, representative samples from each geographical location and point in time

are critical to effective risk assessment and other GISRS activities. The decrease in virus

sharing thus poses a potentially serious challenge to the PIP Frameworkd s objective
improving pandemic influenza preparedness and response.

As requested by the Advisory Group, WHO is carrying out a study into the reasons for, and
significance of, the decline in virus sharing and its impactont he PI P Fr amewor ko6s

I nformation from the WHO Gl obal I nfluenza Pr o
work on both pandemic and seasonal influenza, including overseeing GISRS) and interviews

with key informants highlighted several areas where greater clarity might benefit virus

sharing: a lack of understanding among NICs that sharing IVPP GSD does not replace the
sharing of physical material s; di fferent inter|
requirement that al | | VPP s houlodeduteg that darmbbee d fi a
complex and involve Ministries other than Health; national concerns about a loss of control

and sovereign rights; and uncertainty in countries with both a NIC and a WHO CC over

whether sharing only between these two laboratories is enough to fulfil a literal interpretation

of t he PI'P Framewor kés requirements, t hereby
envisioned under the PIP Framework.

While the WHO study will help more fully to understand the apparent recent decline in virus
sharing, implementation of the PIP Framework is putting in place many of the foundations
needed to resume an upward trend. Capacity bu
Laboratory and Surveillance work plans are targeting 43 priority countries to improve their
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national ability to detect and share novel influenza viruses (see chapter 6, section 6.3.2.1).

The PC investments are also improving Pandnt r i

perform risk assessments.

4.3 Influenza Virus Traceability Meahism

Key Findings

Finding 26: Consistent use of the IVTM among GISRS laboratories is vital for ensuring
transparency and advancing the PIP Framewo

Finding 27: IVTM recordkeeping is sporadic among NICs because many deal primarily and
routinely with seasonal influenza viruses, whereas the IVTM is used specifically for
specimens with pandemic potential. Many NICs therefore have had little exposure to this tool
in day-to-day operations. While WHO CCs use the tool consistently, NICs generally fail to
enter shipments of PIP BM. This appears to stem from a lack of knowledge, and training on
the use of the IVTM could help address this problem.

The I'VTM is a publicly accessitl,e wartlhiime taondl

GISRS network.! This information is used: by WHO to identify users of GISRS who are
subject to signing SMTAZ2s; by Member States to see how the viruses they share are being
used; and by other stakeholders to see how GISRS enhances pandemic influenza
preparedness. The system relies on consistent reporting of the transfer and receipt of IVPP
by GISRS laboratories.

Knowing who is receiving | VPP is vital for
well as for its goal of transparency. Prior to the IVTM, Member States did not have a tracking
system to inform them how the viruses they shared were subsequently passed on. The IVTM
contains more than 1,000 records of IVPP and more than 1,100 shipment records,
representing 19 influenza virus subtypes.? Transactions are meant to be recorded both when
specimens are sent and when they are received. However, in practice many NICs fail to
record their outgoing shipments, leaving WHO CCs retroactively to enter this information.
This practice eliminates an important safeguard of data integrity and increases the workload
on WHO CCs.

In discussions with GISRS laboratories, it became clear to the Review Group that an
important reason for this failure was a lack of knowledge among NICs of the IVTM and the
expectations for when it should be used. IVPP make up a relatively small proportion of total
influenza virus specimens shared so IVPP procedures, such as the IVTM, are not routine for
many NICs.

! pandemic influenza preparedness framework for the sharing of influenza viruses and access to vaccines
and other benefits. Geneva: World Health Organization; 2011 (http://www.who.int/influenza/pip/en/,
accessed 19 September 2016), section 5.3.1.

% Influenza Virus Traceability Mechanism [website]. Geneva: World Health Organization; 2016
(https://extranet.who.int/ivtm/, accessed 10 June 2016).
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Recommendations: Virus Sharing

6. The Review Group wel comes the PIP Framework Secr
reasons for the recent decline in the sharing of influenza viruses with human pandemic

potential. The Advisory Group should, as a priority, follow-up on the results of this study

in order to ensure the timely sharing of all viruses.

7.  Given the recent decline in the sharing of influenza viruses with human pandemic
potential, WHO should continue to provide technical operational guidance and training
for National Influenza Centres to ensure that they are fully aware of their roles as
agreed in the SMTAL, the effective use of the Influenza Virus Traceability Mechanism,
and the importance of appropriate sharing of all PIP biological materials and genetic
sequence data.

8.  WHO should provide clarification to GISRS laboratories on the interpretation of

the ter ms Ati melyod and fAas feasibled with
materials from all cases of A(H5N1) and other influenza viruses with human pandemic
potential (section 5.1.1 of the PIP Framework).

9.  Although genetic sequence data do not fully substitute for the physical virus, in
cases where it is not possible to ship PIP biological materials rapidly, genetic sequence
data should, if available, be shared immediately.

10. The WHO Global Influenza Programme should strengthen contacts and linkages
with, and processes between, the GISRS system and non-GISRS laboratories and
other networks.

11. WHO, GISRS, the Food and Agricultural Organization of the United Nations, the
World Organisation for Animal Health, the OFFLU and others should collaboratively
establish guidance for GISRS and animal laboratories to strengthen their relationships
and enhance surveillance and risk assessment of influenza viruses at the animal-
human interface.
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Key Findings

Finding 28: Due to the complexities of how best to handle GSD under the PIP Framework,
GSD was not included in the definition of PIP BM in section 4.1. Technological developments
mean that GSD can increasingly provide critical supplementary information and, in some
cases, substitute for physical samples during pandemic risk assessment and the
development of commercial products. Many IVPP sequences are already being shared; what
is not currently clear under the PIP Framework is how GSD sharing should trigger benefit
sharing, and what the trigger should be. Therefore, clarity is urgently required on the
handling of GSD under the PIP Framework to ensure that it is guided by the same principles
as the sharing of PIP BM.

Finding 29: There is confusion over language in the PIP Framework (Annex 4, section 9),
which can read that WHO GISRS laboratories should submit genetic sequences to both the
Global Initiative on Sharing All Influenza Data (GISAID) (Epiflu™) database and the GenBank
database, rather than submitting to only one database if desired.

Finding 30: Some good progress has already been made by the Advisory Group on
examining possible approaches to handling GSD under the PIP Framework, as requested by
Member States in section 5.2.4.> A key challenge has been the lack of agreement on what
should be traced. Options could include tracking access to GSD or tracing the commercial
products developed using GSD. Transparency in both the sharing and traceability of GSD is
crucial in order to identify any resulting benefit that should be shared.

Finding 31: Among stakeholders involved in the discussions around the handling of GSD,
there are diverse views on how a traceability and monitoring system might best work. It was
clear from the Review Groupds interviews |and wi
confusion as to potential options for future data sharing and operating procedures.

Finding 32: WHO CCs have a key role in collating IVPP GSD through GISRS. Their
understanding of the realities of how GSD is shared via GISRS will be critical in informing the
ongoing deliberations about the optimal handling of GSD under the PIP Framework.

Finding 33: It is crucial for GISRS to have access to sustainable databases to enable
uploading and timely sharing of sequence data, such as the rapid sharing of influenza
A(H7N9) by China.

! PIP Framework Advisory Group. Meeting of the Pandemic Influenza Preparedness Framework Advisory
Group, 19-22 April 2016, Geneva, Switzerland. Report to the Director-General. Geneva: World Health
Organization; 2016 (http://www.who.int/influenza/pip/ag_april2016_MeetingRpt.pdf?ua=1,
accessed 24 September 2016), paragraph 53.
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5.1 Overview

GSD is important for surveillance and risk assessment because the sequences can reveal
specific genetic changes in circulating influenza viruses that have been associated with
pathogenicity and human-to-human transmission. GSD is also used to study influenza virus
evolution, and segments of GSD can be used to design primers and probes for diagnostics.
While GSD cannot fully substitute for physical virus samples in many areas, such as product
development (mostly due to regulatory requirements), GSD is increasingly being used to
develop several new types of vaccines without the need for physical virus.

GSD and physical materials are dealt with differently under the PIP Framework (see Figure
5.1). GSD is not included in the definition of PIP BM in section 4.1, and there is no
mechanism (trigger) to operationalise the requirement for benefit sharing from GSD. Thus,
there is a dissonance between the way the PIP Framework treats GSD and the reality in
which it is used by scientists. This dissonance, if not resolved soon, could threaten the
relevance of the PIP Framework since the sharing of GSD largely operates outside the virus
sharing and benefit sharing rules of the PIP Framework.

The expectations on the sharing of IVPP GSD are laid out in Annex 5 of the PIP Framework.
The cor e t er ms of reference of WHO CCs stat
haemagglutinin, neuraminidase, and other gene sequences, of A(H5) and other influenza
viruses with pandemic potential to a publicly accessible database in a timely manner but no
later than three monthsa f t er sequencing is completedo.

The main genetic sequence databases that store influenza GSD include: GI SAl D6 s Epi FI
database,! GenBank, the European Nucleotide Archive (ENA),? the DNA Data Bank of Japan

(DDBJ)® (GenBank, ENA and DDBJ participate in the International Nucleotide Sequence

Database Collaboration (INSDC)),* OpenFluDB,’ and Influenza Research Database (IRD).°

Member States and GISRS laboratories can choose the database or databases they want to
use. Nevertheless, there remains some ambiguity over language in the PIP Framework
(Annex 4, section 9), specifically over whether WHO GISRS laboratories should submit
genetic sequences to both the GISAID (Epiflu™) database and the GenBank database, or to
only one database if desired: the guiding principles for the development of terms of reference
for GISRS laboratories state that iThe WHO GI SRS |l aboratories

! EpiFlu™ Database. In: GISAID [website]. Bonn: GISAID; 2016
(http://platform.gisaid.org/epi3/frontend#13da29, accessed 29 September 2016).

2 European Nucleotide Archive. In: European Nucleotide Archive [website]. Hinxton, UK: European
Bioinformatics Institute (EMBL-EBI); 2016 (http://www.ebi.ac.uk/ena, accessed 29 September 2016).

? Introduction of DDBJ. In: DNA Data Bank of Japan [website]. Shizuoka: DNA Data Bank of Japan; 2016
(http://www.ddbj.nig.ac.jp/intro-e.html, accessed 29 September 2016).

* International Nucleotide Sequence Database Collaboration. In: INSDC [website]. Hinxton, UK: INSDC;
2016 (http://www.insdc.org/, accessed 29 September 2016).

° OpenFlu Database. In: OpenFlu [website]. Lausanne: Swiss Institute of Bioinformatics; 2016
(http://lopenflu.vital-it.ch/browse.php, accessed 29 September 2016).

® Influenza Research Database. In: Influenza Research Database [website]. Washington, DC: Influenza
Research Database; 2016 (https://www.fludb.org/brc/home.spg?decorator=influenza, accessed 29 September
2016).
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sequences data to GISAID and Genbank or similar databases in a timely manner consistent

with the Standard Materi al Transfer Agreement. 0 T
and, as noted by the Advisory Gr oup i n October 2014, imost Gl S
Gl SAt Do.

While the IVTM tracks the sharing of PIP BM, resulting in SMTA2s being signed, there is no
equivalent tracking (and therefore currently no benefit sharing mechanism) for GSD. This
means that sequences that are shared are not tracked in the IVTM and that the benefits from
such sharing of sequences are not covered under an SMTA2. When the PIP Framework
(section 5.2.4) was agreed, Member States, recognizing that further work was needed,
r e q u e the RirdctofiGeneral to consult the Advisory Group on the best process for further
discussion and resolution of issues relatingtot he handl ing of 06 GSD for | VPF

Since June 2013, the Advisory Group has been conducting technical work to better
understand the issues related to GSD in order to advise the Director-General.

! PIP Framework Advisory Group. Meeting of the Pandemic influenza preparedness (PIP) Framework
Advisory Group, 21-24 October 2014, Geneva, Switzerland. Report to the Director-General. Geneva: World
Health Organization; 2014 (http://www.who.int/influenza/pip/advisory_group/oct2014_mr_consolidated.pdf?ua=1,
accessed 24 September 2016), paragraph 29.
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Figure 5.1 Sharing of physical samples (PIP BM) and genetic sequence data under the PIP Framework
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The Advisory Groupos wor k on GSD began i n June
clarification on the use of IVPP GSD under the PIP Framework.! In October 2013, the
Advisory Group established the Technical Expert Working Group on Genetic Sequence Data

(TEWG) , tasked with assessing the fAscientific, tect
i mplicationsod as well as fAany other significant i
IVPP GSD.?

The TEWG published its final report in October 2014, examining current uses of GSD,

potential regulatory and intellectual property issues, the feasibility of monitoring and tracing

GSD, and biosecurity and biosafety implications.® In particular, it became apparent that a

system for equitably sharing the benefits arising from GSD would need to take into account

the unique characteristics of GSD and the way in which they are shared. Because easy and

rapid sharing of GSD is needed for timely risk assessment, scientific research and product

development, the TEWG recogni zed t hat it i s essenti al t ha
mechani sms do not slow down the®*sharing of geneti

After considering the TEWG report, and following consultation with database providers and

other stakeholders, in October 2014 the Advisory Group formulated a recommendation to the

Director-General on the best process to discuss further and resolve the issues related to the

handling of IVPP GSD under the PIP Framework. The Advisory Group recommended a

process to i den tafadteyisticA of laeystenpforithe ddndling lof IVPP GSD

underthe PIPFr amewor ko. To that end, the Advisory Grouf
group, the Technical Working Group on the Sharing of Influenza Genetic Sequence Data

(TWG) to consider the optimal data sharing system, and; (2) commissioned a paper to

consider possible benefit sharing options.®

In June 2016, the TWG issued its final report, which identified optimal characteristics of a
data sharing system, and included some options within those characteristics.® These covered
such aspects as: expectations to submit IVPP GSD; timeliness of submission; ensuring

! GSD Timeline, Process for handling Genetic Sequence Data under the PIP Framework. In:
World Health Organization [website]. Geneva: World Health Organization; 2016
(http:/www.who.int/entity/influenza/pip/advisory _group/GSD_timeline.pdf?ua=1, accessed 22 September 2016).

2 PIP Framework Advisory Group, Technical Expert Working Group (TEWG) on Genetic Sequence Data.
Final Report to the Advisory Group. Geneva: World Health Organization; 2014
(http://Amww.who.int/influenza/pip/advisory_group/PIP_AG_Rev_Final_TEWG_Report_10_Oct_2014.pdf,
accessed 22 September 2016), page 2.

® Ibid.
* Ibid., page 3.

® PIP Framework Advisory Group. Meeting of the Pandemic Influenza Preparedness Framework Advisory
Group, 21-24 October 2014, Geneva, Switzerland. Report to the Director-General. Geneva: World Health
Organization; 2014 (http://www.who.int/influenza/pip/pip_ag_oct2014_meetingreport_final_7nov2014.pdf,
accessed 22 September 2016), paragraph 32.

® PIP Framework Advisory Group, Technical Working Group (TWG) on the sharing of influenza genetic
sequence data. Optimal Characteristics of and Influenza Genetic Sequence Data Sharing System under the PIP
Framework. Geneva: World Health Organization; 2016
(http:/mwww.who.int/influenza/pip/advisory_group/twg_doc.pdf?ua=1, accessed 22 September 2016).

52


http://www.who.int/entity/influenza/pip/advisory_group/GSD_timeline.pdf?ua=1
http://www.who.int/influenza/pip/advisory_group/PIP_AG_Rev_Final_TEWG_Report_10_Oct_2014.pdf
http://www.who.int/influenza/pip/pip_ag_oct2014_meetingreport_final_7nov2014.pdf
http://www.who.int/influenza/pip/advisory_group/twg_doc.pdf?ua=1

Annex A70/17

quality; completeness of metadata; ease of access/use; sustainability/security of the system;
source identification; and support to the regulatory process. The Review Group has heard
concerns about the breadth and depth of engagement with stakeholders, in particular
database providers, during the working group process.

On the benefit sharing system, the Advisory Group requested the PIP Framework Secretariat

to develop a paper discussing benefit sharing mechanisms for IVPP GSD, and in particular

options for monitoring use of IVPP GSD.* The paper identified two main types of monitoring:
upstream and downstream. Up s t mpkeraemedmabtimeipoint ati ng s
which | VPP GSD is distributed and accessedo (e
database).zDownst ream monitoring, on the other hand,
been shared and used to research and develop end-prod u c £ s 0 .

At its April 2016 meeting, based on the work to then, the Advisory Group discussed key
principles that should underpin the balance of virus sharing and benefit sharing for GSD.* At
its October 2016 meeting the Advisory Group considered the range of operational tools for
the handling of GSD, as well as a strategy for the next steps.

Recommendations: Genetic Sequence Data

12. The Director-General should request Member States to consider amending the
definition of PIP biological materials in section 4.1 of the PIP Framework to include
genetic sequence data.

13. The Director-General should request Member States to consider clarifying Annex
4, section 9, which currently states that i
genetic sequences data to GISAID and Genbank or similar databases in a timely
manner consistent with the StandaendingMat eri al

AThe WHO GI SRS | aboratories will submit g
more publicly accessible database of their choice in a timely manner consistent
with the Standard Material Transfer Agree.]

14. The Director-General should request Member States to consider updating and
correcting the statement in section 5.2.2 of the PIP Framework, which currently states
i Re c o g n atgreategtrartsparency and access concerning influenza virus genetic
sequence data is important to public health and there is a movement towards the use
of public-domain or public-access databases such as Genbank and GISAID
respectively; 0

! Best Process to Handle Genetic Sequence Data from Influenza Viruses with Human Pandemic Potential
(IVPP GSD) under the PIP Framework, Options to monitor the use of genetic sequence data from influenza
viruses with human pandemic potential (IVPP GSD) in end-products. Geneva: World Health Organization; 2016
(http://www.who.int/influenza/pip/advisory_group/gsdoptionspaper_revised.pdf, accessed 22 September 2016).

? |bid., page 4.
® Ibid., page 6.

* PIP Framework Advisory Group. Meeting of the Pandemic Influenza Preparedness Framework Advisory
Group, 19-22 April 2016, Geneva, Switzerland. Report to the Director-General. Geneva: World Health
Organization; 2016 (http://www.who.int/influenza/pip/ag_april2016_MeetingRpt.pdf?ua=1,
accessed 24 September 2016), paragraph 53.
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by amending it to:

ifiRecognizing that greater transparency and
genetic sequence data is important to public health and use is made of public-

domain or public-access databases such as GenBank and/or GISAID,
respectively; o

15. It is critical that the PIP Framework adapts to technological developments, and
that the Advisory Group produces with urgency recommendations to clarify the
handling of genetic sequence data. The Advisory Group should consider asking WHO
Collaborating Centres to report on how genetic sequence data are actually handled,
with a view to providing information about the operational realities in GISRS in relation

to the acquisition, sharing and wuse of such
recommendations on the optimal handling of genetic sequence data under the PIP
Framework.

16. The Director-General should enlist the support of Member States to ensure that
influenza virus genetic sequence data remain publicly accessible in sustainable
databases, to enable timely, accurate and accessible sharing of these data for
pandemic risk assessment and rapid response.

17. Noting that genetic sequence data may be generated from many entities outside
of GISRS, and that there are diverse views on the optimal traceability and monitoring
mechanism, the Advisory Group should give consideration to broadening and
deepening engagement with all stakeholders.
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