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Welcome to the EBOVAC2 e-newsletter !

EBOVAC2: Getting up to date

The EBOVAC?2 project is one of 8 projects funded under the IMI Ebola+ program that was
launched in response to the Ebola virus disease outbreak in West Africa in 2014-2016. Through
several clinical trials conducted in Europe and Africa, the EBOVACT and EBOVAC?2 projects
will assess the safety, tolerability and immunogenicity of different schedules of a vaccine
regimen against Ebola.

How? To expedite the development of a novel prophylactic Ebola vaccine regimen, several
clinical trials have been carried out in parallel and are coordinated by two separate teams:
EBOVACI1 (Phase 1 and Phase 2b large scale safety and immunogenicity studies) and
EBOVAC?2 (Phase 2 studies).

What? The vaccine regimen used in the Phase 2 studies involves two different vaccine
candidates given a few weeks apart, Ad26.ZEBOV developed by Janssen Vaccines &
Prevention B.V., part of the Janssen Pharmaceutical Companies of Johnson & Johnson, and
MVA-BN-Filo, developed by Bavarian Nordic and licensed to Janssen. The first dose, or 'prime’,
isinfended to stimulate an initialimmune response. The second dose then is designed to 'boost'
the level of the body's immune response further.

Who? The consortium brings together industrial and academic stakeholders: Janssen as the
regulatory sponsor and project lead, the French Institute of Health and Medical Research
(Inserm) as coordinator, and the University of Oxford (UOXF), London School of Hygiene &
Tropical Medicine (LSHTM), Centre MURAZ (CM) and Inserm Transfert (IT).

Learn more information about EBOVAC 2 on our website www.ebovac2.com.

Conducting clinical studies

In Africa (EBL2002 study)

All study cohorts have completed recruitment and dosing and are currently in long -term
follow -up up to 1 year . Sample analysis has started in the US.

The aim of the EBL2002 trial in Africa is to test the vaccine for safety and immunogenicity in a
total of 1,056 study participants including healthy adults and population groups including the
elderly, HIV-infected adults, adolescents and children. In total, 1 ,885 participants have been
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screened and 1075 have been randomized a cross cohort 1 (669 healthy adults), cohort 2A
(142 HIV-infected individuals), cohort 2B (132 healthy adolescents aged 12 to 17 years) and
cohort 3 (132 children aged 4 to 11 years) of which 1,017 have received the boost vaccination.

In a subset of study participants, it will be investigated what happens if a vaccinated person
gets exposed to Ebola virus antigen at a later time point. For this purpose, study participants
are given an additional vaccine using Ad26.ZEBOV to mimic infection. The timing of the
increase of antibody responses will be monitored to investigate if a so-called memory
response can be induced.

In Europe (EBL2001 study)

Sample analysis has also started in the US for the main immune response as well as in France
and UK for the additional immune testing .

The EBL2001 trial in Europe (UK, France) has been completed . 423 study participants have been
randomized (143 were randomized in reporting year 1 and 280 in reporting year 2), of which
290 have received the boost vaccination. The site close-out visits have been performed.
Volunteers have now switchedto  a Phase 3 non-EBOVAC roll-over study focused onlong -term
follow -up.

On February 22 nd 2018, the EBL2001 safety database was locked . This means that all safety
data have been collected and are ready for analysis. The next milestone will be the lock of
the safety and immunological database: the data on the main immune response will have
been collected and will be analysed once the health authorities have given their permission
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Inserm Jean Meérieux BSL4 Laboratory in EBOVAC2

I 4 questions to its director Dr Hervé Raoul

Could you introduce your laboratory?

Since 2004, Inserm holds the Inserm Jean Mérieux BSL4 Laboratory,
which was built in 1999 in Lyon. Organized as a big infrastructure open
to the whole national and international scientific community that needs
to handle risk group 4 (RG4) infectious pathogens, the laboratory is the
only one in France authorized to receive and study RG4 pathogen:s.
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What is your main activity?

This infrastructure provides cutting-edge
facilities and proposes the largest Animal
Biosafety Level 4 facility in Europe,
allowing studies in animal models to be
performed, ranging from small rodents to
NonZHuman Primates (NHP).

The Inserm Jean Mérieux BSL4 Laboratory
meets the highest  international
biological safety standards enabling the
laboratory to be involved in international
and  European-funded  programmes
including vaccine studies.

What is your role in EBOVAC?2 project? Inserm Jean Mérieux BSL4 Laboratory, Lyon, France

The nature and quality of activities

conducted for more than 10 years have led the Inserm Jean Mérieux BSL4 laboratory to
participate in the European project EBOVAC?2 through the coordination of the Work Package
4 “Translational studies to link vaccine elicited immune responses in humans to protection from
Ebola in vaccinated non-human primates (NHP)" of which the objectives are:

1 To establish a natural history of 2014-2016 Ebola outbreak strain in NHP;

1 To bridge vaccine elicited protection of NHP from BSL-4 laboratory in the US to BSL-4
Lyon;

1 To conduct a pilot study with the current vaccine regimen investigating protection
against an Ebola virus Guinea strain (if further evidence is requested);

1 To potentially evaluate the vaccine regimen for protective efficacy against an Ebola
virus Guinea strain (if further evidence is requested);

Could you let us know more about your progress in EBOVAC2?

The studies under Work Package 4 would lead to a well characterized NHP model with
standardized approaches for future vaccine studies on Ebola.

So far, we have successfully developed the NHP model using the Makona strain of the Ebola
virus. We then moved to the bridging studies and we are currently solving some difficulties
linked to the access to the same viral strain or the difference in the NHP origin. At the moment,
all these hurdles have been overcome and the experiments are now moving in the right
direction. In this context we are confident that we will be able to reach all our objectives in
Work Package 4.
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EBOVACS3 starts in June 2018

The Grant Agreement for the new EBOVAC3 consortium was signed and the project was
launched on June 15, 2018. EBOVAC3 is a 5-year project with a total budget of 50.7 M
including29 4 MO provided b3 NMWMIf2r am dE RAI A.

The EBOVACS project will build s further on the projects EBOVAC1 and EBOVAC2 by support ing
an essential part of remaining clinical and manufacturing activities required for licensure inthe
European Union (EU) and the United States (US) of the candidate heterologous prime-boost
prophylactic vaccine regimen against Ebola virus disease.

The consortium is coordinated by the London School of Hygiene & Tropical Medicine (Pr
Deborah Watson-Jones). Janssen Vaccines and Prevention B.V. (Dr Cynthia Robinson) is the
project leader. Inserm, University of Antwerp, and the University of Sierra Leone’s College of
Medicine and Allied Health Sciences (COMAHS) are also involved as partners.

Main project activities include:

1 Conduct EBL2005, a p hase 2 pediatric study in Sierra Leone , Guinea, and the
Democra tic Republic of Congo . The aim of this study is fo address any remaining gaps
in the pediatric program.

1 Conduct EBI3005, a follow -up study in Sierra Leone which will evaluate long-term
safety and immunogenicity in study participants who have received the prime-boost
regimen in the EBL3001 (‘EBOVAC-Salone’) study;

1 Establish a combination of within and between hosts models in an integrative model
with the aim to propose vaccine strategies for EVD in an epidemic context;

1 Characterise the outbreak preparedness in Sierra Leone, Guinea and the Democratic
Republic of Congo

Focus: New Ebola outbreak in the Democratic Republic of
the Congo

The Government of the Democratic Republic of the Congo (DRC) declared a new outbreak of
Ebola virus disease (EVD) in Bikoro in Equateur Province  on May 8 t 2018. The outbreak is
centered in Bikoro, a town situated in Equateur Province on the shores of Lake Tumba in the
north-western part of the country. All cases were reported from ilkoko Iponge health facility
located about 30 kilometres from Bikoro. Health facilities in Bikoro have very limited facilities,
and rely on international organizations to provide supplies that frequently stock out.

The first multidisciplinary tfeam comprised of experts from WHO, Médecins Sans Fronfieres and
Provincial Division of Health travelled on May 8t to Bikoro to strengthen coordination and
investigations. WHO has released US$ 1 million from its Contingency Fund for Emergencies to
support response activities  for the next three months with the goal of stopping the spread of
Ebola to surrounding provinces and countries.

On May 28", MSF started the administration of the rVSVDG -ZEBOV-GP Ebola vaccine to the
population in Bikoro i n a @accinatigh&campaign . This strategy creates a buffer zone
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around the patients for whom EVD has been diagnosed by vaccinating in priority the people
they have been in contact with, as well as healthcare personnel who are exposed to the virus.
The vaccine is available to the target population for free. Since the launch of the vaccination
exerci se on 21 May 2018, a total of 2, 920 people h ave been vaccinated in Iboko (1, 290),
Wangata (822), Bikoro (726), Ingende (77), and Kinshasa (5), as of 15 June 2018.

In terms of the Janssen prime -boost vaccine, Johnson & Johnson  has made it clear that it
stands ready to help contain the Ebola outbreak in DRC, if needed . The company has
maintained an inventory of 2 million doses of the vaccine, supplies from which can be made
immediately available to public health authorities on the frontlines.

The graph below presents the recent succession of events:

INDEX CASE - date unknown

3 May Ministry of Health alerted to suspected VHF

\ 5 May Joint investigation team deployed; samples taken

}2 m‘dm , 8 May Outbreak declared, US$1 million CFE approved, IMS established, Grade 2 declared
betnern Horkand s My 9 May Response team arrive Mbandaka

\ 10 May 15t Wave HQ deployments; WFP air bridge
i 11 May MSF treat cases Bikoro, Vaccination protocols agreed
S pheete 12-13 May Mobile lab & Ultra cold chain deployed, DG visit

14 May >59 WHO staff, SRP finalised
15 May Partner support requested

16 May MS briefing, mobile lab starts testing,
vaccines arrive

17 May Grade 3 declared

18 May EC convenes
| 20 May Vaccination starts
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Sources: http://www.who.int/

44 , 21 mspeded,‘ ‘ 20 probable,
3 confirmed (1 Wangata) A

http://acpcongo.com/acp/rdc -ebola -msf-vaccine _-communautes -zones-plus-
enclavees -de -lequateur -2/

Seen in the press

“"Why the world needs more than one Ebola vaccine”

Article in Reuters — Health news May 239, 2018
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EBOVAC2 Partners
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This project has received funding from the Innovative Medicines Initiative 2 Joint Undertaking
under grant agreement no. 115861. This Joint Undertaking receives support from the European
Union’s Horizon 2020 research and innovation programme and EFPIA. www.imi.europad.eu
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