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UK COVID-19 INQUIRY

FIRST WITNESS STATEMENT OF OLIVIER JANKOWITSCH

|, Olivier Jankowitsch, will say as follows: -

1. 1 am the Vice President for Governmental Affairs at Valneva, which is a specialist
vaccine company that focuses on the development, manufacturing and
commercialisation of prophylactic vaccines for infectious diseases with significant

unmet needs.

2. | have been Vice President for Governmental Affairs since the position was created
in January 2023. Before that, and since August 2020, | was the COVID-19 Program
Director. In that role, | oversaw all aspects of the development, manufacturing,

approval and global product launch of Valneva’'s COVID-19 vaccine.

3.  Prior to that, between April 2016 and August 2020, | was Valneva'’s Vice President
for Global Supply Operations. | joined Valneva’s predecessor, Intercell AG, in
November 2006 from Baxter BioScience, having trained as a chemical engineer at
the Swiss Federal Institute of Technology, Zurich. | also hold a Certificate in

Financial Management from Cornell University.

4. | have therefore held roles at the heart of Valneva’s business for the whole of the
period of interest to the UK COVID-19 Public Inquiry (the “Inquiry”), which falls
between 30 January 2020 (which is the date on which the first cases of SARS-
CoV-2, or COVID-19, were confirmed in the UK) until 28 June 2022 (which is when

the Inquiry began). In particular, as COVID-19 Program Director, | was involved in
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discussions with the UK Government in relation to the agreement between Valneva
and the UK Government regarding the development and supply of the Valneva

vaccine as well as the cancellation of parts of that overall agreement.

| have prepared this witness statement in response to a letter received from the
Lead Solicitor of Module 4 of the Inquiry, in which Valneva was asked to provide a
statement and relevant associated documentation, pursuant to Rule 9 of the
Inquiry Rules 2006 (the “Rule 9 Letter”). | have accordingly exhibited to this
statement key documents that are both available to me and potentially relevant to
the topics of interest to the Inquiry. | should note that, as | hope will be unsurprising
given the speed and context of the work that we were doing, not all meetings,

discussions or decisions were fully or formally documented.

The facts in this withess statement are within my personal knowledge, unless |
make it clear that the contrary is true. In particular, the events that | have covered
in this statement took place up to three and a half years ago, and | cannot recall
all the details in a way that | would have been able to at the time. | have therefore
had conversations with Thomas Lingelbach, our CEO, about his recollection of
events, as well as with a couple of people in our clinical and finance teams about
a small number of points of detail to do with specific items of expenditure or
features of our manufacturing process. | have included in the exhibit a document
explaining the roles played by some (although by no means all) of the key
individuals with whom Valneva interacted, as well as the key decision-makers
within Valneva [INQ000503619].

| have structured this statement as follows:

¢ Valneva's history and strategy

¢ Overview of Valneva’s role during the period of interest to the Inquiry
e The decision to develop a COVID-19 vaccine

e Investment at Livingston and HMG agreements

e Clinical trials

e Changes to the contracts with HMG

e COV-Boost trial
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¢ The cancellation of the contract

e Events following termination and impact

e Approval of the Valneva COVID-19 vaccine
¢ Risks and safety

e Lessons learned

Valneva’s history and strategy

8. As mentioned above, Valneva is a specialist vaccine company. We take a highly
targeted approach to vaccine development by focusing on vaccines for infectious

diseases that address significant unmet medical needs.

9. Valneva was formed by the merger of two biotechnology companies, Vivalis SA
and Intercell AG, in 2013.

10. Vivalis was a biopharmaceutical company that was founded in 1999 by the
Grimaud Group, one of the world leaders in animal genetic selection. It was based
in Nantes and Lyon (France) and in Toyama (Japan) and its expertise lay in two

particularly innovative areas:

a. providing innovative cell-based solutions to the pharmaceutical industry for
the manufacture of vaccines and recombinant proteins. It used the EB66®
Cell Line, derived from duck embryonic stem cells, to produce therapeutic
and prophylactic viral vaccines, monoclonal antibodies and other biological
systems; and

b. developing monoclonal antibodies for the prevention and treatment of
pathologies with unmet medical needs. For this, Vivalis used the
VIVA|Screen™ Human Antibody Discovery Platform by which Vivalis
offered customised solutions for the discovery, development and

production of rare, fully human monoclonal antibodies.

11. By 2013, Vivalis (which had been listed on the Euronext Paris since 2007) had

more than 30 partnerships and licenses with leading companies across the world.
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13.

14.

15.

16.

17.

Intercell AG was an Austrian biotechnology company that focused on the design
and development of novel vaccines for the prevention and treatment of infectious

diseases with substantial unmet medical need.

In 2004, Intercell had acquired a manufacturing plant in Livingston, Scotland, which
it used to manufacture its lead product, IXIARO®, which is a prophylactic vaccine
against Japanese Encephalitis. IXIARO® is an inactivated whole-virus vaccine,
which is a type of vaccine that is made by “killing” the virus using chemical or
physical means, while preserving its structure. This process renders the virus non-
infectious, but still capable of stimulating the body’s immune response and
preventing infection, or improving the body’s reaction when infection occurs,
thereby reducing the risk of severe disease. Inactivated vaccines have historically
been shown fo have a good safety profile, meaning that there are few unintended

reactions to the vaccine.

IXIARO® was developed by Intercell from clinical trials to licensure: it was approved
by the Therapeutic Goods Administration in Australia (“TGA”), the US Food and
Drug Administration (“FDA”), and the European Medicines Agency (“EMA”) in

20089. It is the only licensed Japanese Encephalitis vaccine in the UK.

Intercell became the first Austrian biotech spin-out, and then the first such
company to conduct an IPO, which it did in 2005 when it listed on the Vienna Stock

Exchange.

At the time of the merger, Intercell's development pipeline included a

Pseudomonas vaccine, Tuberculosis vaccines, and several pre-clinical projects.

Following the merger between Vivalis and Intercell, Valneva had approximately
350 employees world-wide. That is a small company by biopharma standards.
Nonetheless, Valneva's strategy is ambitious: its aim is to contribute to a world in
which no-one dies or suffers from a vaccine-preventable disease. In pursuit of this,
Valneva takes a highly specialised and targeted approach to vaccine development
and then applies its deep understanding of vaccine science to develop prophylactic

vaccines addressing these diseases. We have invested in a portfolio of assets that
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19.

20.

contribute to the process of vaccine development, approval and
commercialisation. This includes, for example, the purchase from Johnson &
Johnson of a Swedish business that included a cholera vaccine called
DUKORAL®, as well as investment in state-of-the-art laboratories for the
development and manufacture of vaccines (most notably, for the purposes of the
Inquiry, at its sites in Vienna, Livingston and, following the purchase of the Swedish
business, Solna in Sweden). On all three of these sites, as well as at its research
site in Nantes in France, Valneva has laboratories or manufacturing areas meeting
the “BSL-3" standard for biological safety, appropriate for working with pathogens
which can cause serious or even lethal disease when inhaled (i.e. the second-

highest standard).

Valneva decided to delist from the Vienna Stock Exchange in 2019 but has
continued to be listed on the Euronext Paris. Since 2021, it has also been listed on
the NASDAQ Global Select Market.

Valneva now employs over 700 people worldwide. In addition to IXIARO® and
DUKORALS®, it is developing vaccines against Lyme disease (in partnership with
Pfizer) and Chikungunya — the latter having received regulatory approval by the
FDA in November 2023. It is also preparing a further clinical trial for its vaccine
candidate against Zika, a tropical viral disease. Further preclinical candidates

include a program against the Epstein Barr Virus.

Valneva is no longer working on COVID-19. We have completed all the studies
that we did into COVID-19 and are not engaging in new research on COVID-19

vaccines.
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22.

23.

24.

Overview of Valneva’s role during the period of interest to the Inquiry

Valneva’s involvement in the subject matter of Module 4 of the Inquiry was the
result of our decision to develop a COVID-19 vaccine, which ultimately became
the first whole-virus inactivated COVID-19 vaccine to gain a conditional marketing
authorisation from the Medicines and Healthcare products Regulatory Agency
("MHRA"), and later the first COVID-19 vaccine to receive standard marketing
authorisation from the EMA in June 2022.

This work was supported by our entry, in September 2020, into an arrangement
with the Department for Health and Social Care ("DHSC"”) and with what was then
called the Department for Business, Energy and Industrial Strategy (“BEIS”), to
develop, manufacture and supply such an inactivated COVID-19 vaccine. The
arrangement between Valneva and His Majesty’s Government (“HMG”) was

reflected in:

a. a “Supply Agreement”, which provided — as explained in more detail at
paragraph 56 below — that HMG would give Valneva advance funding to
develop and manufacture a COVID-19 vaccine, in return for which Valneva
would supply 60 million doses (with an option for HMG to secure 40 million
further doses) at an agreed price [INQ000503567]; and

b. a “Clinical Trials Agreement”, with the Secretary of State for Health and
Social Care, under which HMG agreed to provide funding for clinical trials
for Valneva’'s COVID-19 vaccine candidate in the UK.

In the end, Valneva’'s vaccine was never administered to people in the UK (other
than in clinical trials) because, one month before we announced the positive resulis

of our Phase 3 trial, HMG terminated the Supply Agreement.

As a result, our role in the UK’'s COVID-19 vaccine effort was limited to the first
topic in the Inquiry’s Provisional Outline of Scope, which relates to the
development, procurement, manufacture and approval of vaccines, and the
effectiveness of UK-wide decision-making. We were not involved in the other

topics in the Provisional Outline of Scope, which include vaccine delivery and
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uptake, prioritisation and public messaging, safety monitoring or the UK Vaccine
Damage Payment Scheme. We also did not play any wider role in advising the UK

Government on broader public health policy.

It may be helpful to explain a couple of points about terminology. First, in this
statement, | have referred to DHSC and BEIS, as well as the various bodies and
working groups for which they were responsible, both individually and collectively,
as “HMG”", unless the distinction between them is significant. More generally, not
having prior experience of working with HMG, it was neither always clear to me
which specific organisation certain individuals belonged to, nor did this seem to
matter: this is particularly true of the National Institute for Health and Care
Research ("NIHR”), DHSC and the Vaccine Taskforce (the “VTF”), who worked
together extremely closely. Secondly, vaccines can be referred to using different
names: they may have a name used in their trials (in the case of Valneva's COVID-
19 vaccine, this was “VLA2001"), a more scientific name that gives more
information about what the vaccine is for and how it works (in our case, this was
*COVID-19 Vaccine (inactivated, adjuvanted) Valneva®) and often also a trade

name for use by consumers.

Valneva’s decision to develop a COVID-19 vaccine

As is well known, SARS-CoV-2 (the virus that causes COVID-19) emerged in late
2019 in China and then spread across the world during 2020. At the point at which
it was declared a global pandemic by the World Health Organisation (“WHO"), on
11 March 2020, there was no existing vaccine against the virus. There was,
however, significant scientific work that could be drawn on in the development of
a new vaccine, including work that had been done in relation to previous epidemics
such as SARS-CoV-1 and MERS-CoV (two very closely related Coronaviruses that
caused the SARS (severe acute respiratory syndrome) and MERS (Middle East
respiratory syndrome) diseases). This meant that everyone in the industry was
able to complete the preparatory work needed to support the development of a
new vaccine much faster than would usually be the case. In Valneva’s case, for
example, this preparatory work (from formal start to the commencement of the first-

in-human clinical trial) was cut down from a normal period of about five years to
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about eight months. Most of the acceleration came from the decision to proceed
with the project without de-risking it (typically, we would for example wait for results
from several rounds of testing in-vitro and in animals before progressing to
planning clinical studies). This was possible for Valneva because of the association
with HMG, reducing the commercial risk to the company. The acceleration did not
increase the risk for participants in clinical trials, as all the necessary steps were
conducted prior to starting testing in humans. Other biopharma companies with
greater resources and using other vaccine technologies were able to cut it down

even more, perhaps to as little as two months.

Valneva had not itself worked on developing vaccines to SARS-CoV-1 or MERS-
CoV. However, the work that had been done had included the development of
inactivated whole-virus vaccines that had been shown to have a good safety profile
and be immunogenic (i.e., stimulating an immune response against the virus)
against these other Coronaviruses. These data were published in international
journals, and thus available to the scientific community. It was therefore clear that
an inactivated vaccine could have significant value against a closely related virus
such as SARS-CoV-2. Indeed, as SARS-CoV-2 appeared in China, local
manufacturers started developing inactivated whole-virus vaccines. SinoVac and
SinoPharm published their first clinical data in the first half of 2020 in international
medical journals, providing evidence that an inactivated vaccine could be effective
against SARS-CoV-2.

As a result of this work, Valneva recognised that there was a good possibility that
our existing inactivated vaccine technology could be adapted against the SARS-
COV-2 virus. At the same time, it was clear to us that demand for our travel
vaccines would be significantly reduced as global travel ground almost to a
complete halt. The opportunity to contribute to the vaccine production effort was,
therefore, of great interest to us. It was also helpful that there was the possibility
of national governments acting as a single customer, rather than thousands of
GPs.

However, there were significant risks and difficulties involved in developing a new

vaccine. This was even more the case in the timeframes that were being
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30.

contemplated: vaccine development typically takes 10-15 years, and so there was
a real possibility that we would not be able to develop a vaccine quickly enough to

make any contribution to, or profits from, the project.

a. It was not clear whether the pandemic might unfold in a similar way to the
earlier epidemics of SARS and MERS, which had petered out before a
vaccine had completed its clinical development.

b. Viruses can change over time as they move from host to host and muiltiply.
This is particularly true of RNA viruses, which is the family of viruses that
includes Coronaviruses, and which are particularly notable for their ability
to mutate. This mutation can lead to the appearance of new variants. If
such a new variant has advantages over the previous ones (in terms of how
it can multiply, infect new hosts, or evade previous immunity gained
through infection or vaccination), it may become dominant and displace
other variants (until a new, and “better” variant appears). Existing vaccines
may or may not be effective against new variants.

c. There was a general view in the industry that therapeutics were likely to
play a significant role because repurposing existing anti-virals could have
helped treat people infected with SARS-CoV-2, making the disease
manageable without the immediate need for a vaccine.

d. There was even greater risk for Valneva specifically, because we were a
relatively small, listed company with an advanced pipeline of other vaccine
candidates (specifically at the time, vaccines against Lyme disease and
Chikungunya), on the basis of which our investors had invested in the
company. This meant that we could not easily put our existing R&D on hold
to invest in a high-risk project with scientifically and commercially uncertain

outcomes.

We wanted to address the risks involved in a project this challenging as much as
possible before we could start vaccine development. Starting in the spring of 2020,
we focused on risk reduction through a combination of sourcing components for
the vaccine, readying our labs and establishing the changes that would need to be
made to our manufacturing process, ensuring that we had plans in place for testing

the vaccine as well as for seeking marketing authorisation, and — most critically of
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all — seeking upfront funding. | have explained each of these in more detail in the

following paragraphs.

31. One way of reducing the risk was to put contracts in place for essential components
of the vaccine, so that we knew that sourcing these components would not cause

delay to the project.

a. Based on our understanding of the SARS-CoV-2 virus, we recognised that
it would need good adjuvants (i.e. the agent added to a vaccine to improve
the immune response against the antigen - in this case, SARS-CoV-2 and
in particular the spike protein). This was especially important in a pandemic
context because adjuvants can help to reduce the required dose of the
vaccine (antigen), which is important when the goal is to provide protection
to as many people as possible in the shortest possible time. One option we
explored was an adjuvant called CpG-1018, made by Dynavax
Technologies Corporation, a biopharmaceutical company focused on
developing and commercialising novel vaccines. CpG-1018 had been
tested in several clinical frials and included in Dynavax’s Hepatitis-B
vaccine, and we tested its suitability for a SARS-CoV-2 vaccine in
conjunction with Aluminum Hydroxide (Alum), which is used in many
different approved vaccines for paediatric and general populations,
including IXIARO®. We started testing the adjuvant with our vaccine
candidate in April 2020. Pre-clinical experiments confirmed that the
combination of CpG-1018 and Alum provided a good adjuvant effect for our
vaccine candidate. We signed a supply agreement with Dynavax at around
the same time that we entered into the Supply Agreement with HMG.

b. We obtained access to the SARS-CoV-2 virus from INMI, the ltalian
National Institute of Infectious Diseases. This was an important step as we
needed to create virus seed banks — vials with a defined quantity of virus
that can be frozen for storage and thawed to be used in the manufacturing

process.

32. Another step that we took was to seek, and obtain, local authority approval to

reactivate our BSL-3 lab in Vienna. Once we had done this work, which included
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34.
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updates to our safety procedures, we were able to use the lab to establish the
ways in which we would need to adapt our existing manufacturing processes to

produce a COVID-19 vaccine.

As we were going through these steps to prepare for, and reduce the risks
associated with, development of a new vaccine, we took the decision to announce
our intention to develop a COVID-19 vaccine. By this stage, we were already a
couple of months behind some of the bigger players in the industry. On 22 April
2020, we announced that we intended to develop an inactivated, whole virus
vaccine against COVID-19, working with Dynavax [INQ000503620]. The
announcement explained that the vaccine, VLA2001, had the potential to protect
the general population as well as high-risk groups, including the elderly, immune-
compromised and individuals suffering from other diseases, for whom an

inactivated vaccine was more appropriate.

Once our BSL-3 lab in Vienna was ready, in April 2020, we used it to test the
suitability of each step of our IXIARO® process for the production of a vaccine for
SARS-CoV-2. For example, we use a particular type of cell to grow the virus that
we then deactivate for the IXIARO® vaccine, and we needed to know whether the
SARS-CoV-2 virus would grow in the same cell type. Our testing showed us that

the SARS-CoV-2 virus did grow in the same cell type.

In addition to testing the suitability of our existing processes, we also considered
whether there were any innovations that we could make to enhance the efficiency
and results of those processes. There was a real need for innovation in this case,
not only because of the urgency created by the pandemic, but because the
manufacture of inactivated vaccines takes longer than other types of vaccine
because there are several stages: first, cells need to grow, then the virus has to
replicate within the cells, after which the virus must be harvested, inactivated and
purified. These are biological processes, and the duration of each step is based
on the optimal conditions for the biological components at play. Although our
vaccine manufacturing is performed in compliance with Good Manufacturing
Practices and all applicable rules that govern the manufacture of medicinal

products in the EU and the UK, there is still scope for innovation within those rules.
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One example of something we considered at this stage was whether the sugar that
we use to feed the cells that we use for IXIARO® could be used to feed the cells
when the SARS-CoV-2 virus was growing in them. Those tests showed that we
would be able to grow the virus faster and in greater quantity if we used a different

type of feed.

However, being able to manufacture a vaccine in an efficient way is only part of
the story: you also need to check the purity of each batch, and to ensure that each
batch is consistent with the vaccine that was included in the trials. You need a
further test to ensure that each batch produces the appropriate level of immune
reaction, which is not a given in a biological process in which things grow and
change over time. You also need regulatory approval. Therefore, in parallel with
the work on the manufacturing process, we developed the various analytical
methods for all of this testing and started planning the clinical development path

for gaining regulatory approval.

Finally, we needed financial support to mitigate the risk that the vaccine may never
reach a commercial market. Government funding was an obvious, possible source,
and | have explained in the following paragraphs the path to a funding agreement
with HMG.

In the spring of 2020, Member States of the European Union were following
disparate approaches in supporting vaccine development, trying to use existing
vehicles for grant funding of research and development activities. It was not until
June 2020 that Germany, France, ltaly, and the Netherlands jointly pre-ordered
the vaccine under development by AstraZeneca. The contract was later taken over
by the European Commission, who also started negotiations with other

manufacturers.

In the meantime, though, through the British Embassy in Vienna, we were put in
touch with the Department for International Trade (“DIT”). We had no experience
of working with HMG on the development of vaccines and no sense of how
prepared the UK was to support the rapid development of a new vaccine. However,

after an initial call, we were told in an email on 13 May 2020 that HMG would
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welcome an application from Valneva to run clinical trials in the UK, that the UK
had “much to offer in terms of a strong clinical trial infrastructure and expedited
regulatory processes in place” and that “in terms of potential funding support we
are taking forward the discussion, but as this is part of a wider process it may take
some more time and we unfortunately can't make promises at this stage’
[INQ000503621]. The email offered us a further discussion with the VTF.

It may be helpful to explain at this point that the VTF had been established by BEIS
and DHSC a month earlier, in April 2020, with the main objective of securing
access to promising vaccines for the UK population as quickly as possible. In terms
of individuals, Kate Bingham, Chair of the VTF, and Clive Dix, Deputy Chair, had
a very good understanding of the biotech and vaccine worlds. However, we were
immediately impressed by the number of experts from industry who were working
for and with the VTF more generally, too. This expertise within the VTF had several

advantages.

a. The VTF were fully committed to the idea of investing in a portfolio of
vaccines, with an understanding that some would not succeed, in order to
increase the likelihood that it would give the UK population access to an
effective vaccine or vaccines.

b. Members of the VTF understood the costs and risks involved in a project
to create a new vaccine at extreme speed and, in particular, understood
that we would need upfront funding to mitigate some of those risks before
we could launch our clinical trials.

c. It was straightforward to convey to the VTF what Valneva could or could
not contribute to the UK’s vaccine efforts. In particular, the VTF understood
the value of an inactivated vaccine as part of the UK'’s portfolio approach,
particularly as inactivated vaccines were then seen as having a higher
chance of success than new technologies such as mRNA (which — in
simple terms — work by introducing genetic instructions for the body’s own
cells to produce the vaccine antigens and thereby to generate an immune
response), which had not been used in an approved vaccine yet.

d. Later on, we also genuinely benefited from the VTF experts’ views on our

clinical and development programs. For example, we debated ideas about
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how to conduct clinical trials, such as whether it would be useful to conduct
human challenge trials (which is where volunteers are vaccinated and then
exposed to a virus in a specialist medical environment so that emergency
treatment can be administrated if necessary).

e. The VTF also provided us with valuable support and advice. For example,
they gave us advice on how to ship filled vials for clinical studies to and
from a specialised labelling supplier in Northern lreland at a time when
COVID-19 and Brexit made shipments across the Irish Sea difficult. They
also spoke to suppliers on our behalf, to improve our access to critical
manufacturing supplies at a time when supply chains were extremely

stretched.

The creation of the VTF at an early stage in the pandemic was, in my view, both
innovative and laudable: the decision to gather senior figures from the vaccine and
biotechnology industry and to give them relatively free reign to invest in a portfolio
of promising COVID-19 vaccine candidates, before their efficacy had been proven,
lay the foundations for the UK’s successful vaccination program. Certainly, as a
company not accustomed to working with government departments, working with

the VTF made for a smooth start to our engagement with HMG.

That HMG engagement followed on quickly from a discussion, on 31 May 2020,
between Thomas Lingelbach, our CEO, and Clive Dix about our vaccine
development project. This discussion was the result of members of our
Management Board, who had come across Clive Dix in their previous roles, having

contacted him earlier that month.

Before HMG would agree to provide any funding, we entered into a due diligence

process, in which we provided information about:

a. the preclinical package including toxicology and immunology and planned
future preclinical work;
b. the clinical protocol/plan and timelines to data;

c. the clinical data or supporting clinical data;
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d. the current "chemistry, manufacturing and control” package to include any
stability and storage data;

e. the scale-up plan including facilities locations and capacities with timelines;
and

f. current cost estimates committed and projected.

Once the relevant HMG officials had reviewed the documents, we attended a
meeting at which our subject matter experts provided further explanations. On 17
June 2020, Clive Dix sent Thomas Lingelbach draft Heads of Terms which, the
covering email said, were intended “to start the commercial discussions”. The
email also suggested that our “proposals on clinical trials and on manufacturing

scale up should be bold with stretched objectives’.

On 15 July 2020, we signed Heads of Terms, under which HMG agreed to provide
us with the funding that we needed to upgrade our existing Livingston facility and
to consider funding clinical trials, subject to reviewing our clinical plan. The Heads
of Terms included the following provisions.

a. HMG will fund up tog _________ | &S for Valneva to establish and validate

nominal manufacturing capacity of at least 250 million doses per annum in

Livingston, including an upgrade of the existing facility.

to sponsor UK-based clinical trials as required to expedite the approval of
the vaccine, subject to reviewing and finalising such costs as are to be
detailed in the clinical plan which is to be presented by Valneva to HMG.

c. Valneva shall use commercially reasonable efforts to develop the vaccine
to secure marketing authorisations before the UK regulator as a priority.
Valneva shall devote all resources and priority to the regulatory process of
approval of the vaccine for the UK market as necessary, and as a priority
over all other countries and territories.

d. Valneva shall manufacture sufficient volume of vaccine to deliver to HMG
60 million human doses by 31 December 2021, and up to a subsequent 40
million further human doses in 2022 provided that a follow-on order is
placed by HMG.
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e. HMG and Valneva agree that their preferred approach is that fill and finish

be undertaken in the UK and in Sweden.

There was no question that our proposal to go through the process of developing,
manufacturing and obtaining approval for a new vaccine in under 18 months was

— as we had been told it should — “bold with stretched objectives”.

Following the signing of the Heads of Terms, we [INQ000503622] and HMG
[INQO0O00503623] issued press releases. The HMG press release confirmed its
investment in the Livingston facility, and included a statement from the Business

Secretary that:

The multi-million-pound up-front investment we have agreed with Valneva
today means that their vaccine can be manufactured in quantity right here
in Scotland. If clinical trials are successful, millions of people in priority

groups across the UK will be protected by their life-saving vaccine.

On 31 July 2020, the VTF sent us a “Commitment Letter”, which both we and the
VTF signed, in which HMG and Valneva each agreed to bear half of the cost of
various investments that needed to be made in equipment and materials needed
for the vaccine development work. This was followed, on 31 August 2020, by a two
week extension to the exclusivity period that we had granted to HMG, during which
we would not negotiate with, or grant any option or right to any other entity
(including any other government) to provide priority access to Valneva's vaccine

over HMG's priority access.

Having taken the above steps to reduce the risks associated with the project, we
were then in a position to make the significant commitments that were needed to

proceed.
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Investment at Livingston and HMG agreements

Valneva’s existing operation at Livingston allowed us to install one production line
for our SARS-CoV-2 vaccine candidate, which we did by repurposing a suite
(named OB1) in our Manson Building. However, the one line would not have
sufficed to produce enough vaccine to fulfil the 60 million doses order from HMG

within the required time.

Therefore, in August 2020, once the Commitment Letter had been signed, we
bought land and a former warehouse across the road from the existing Livingston
site. The aim was to provide ourselves with up to four production lines (in addition
to the one that we could set up at the existing Livingston site) so that we could

produce the quantity of doses referred to in the Heads of Terms.

The deed was signhed on 19 August 2020, and we had access fo the site a few
days later. We entered into an agreement with Bouygues Energies & Services,
(the building contractor that previously had successfully upgraded several parts of
the existing Livingston Facility) and, by the end of August 2020, we had agreed an
ambitious timeline to gut and repurpose the warehouse in order to give ourselves
four more production lines in a state-of-the-art biomanufacturing facility. Work on
this new manufacturing plant (which was first nicknamed OB2 and later renamed

“Almeida”) started almost immediately.

At around the same time, and with the aim of scaling up our capacity in order to
meet the requirements reflected in the Heads of Terms, we started planning to
install a new packaging line at our Solna facility and a new filling line at a newly-

leased site near our Solna facility.

As work was starting in Livingston, we also moved to formalise the agreement with
HMG that was reflected in the Heads of Terms. As mentioned above, we entered
into a Clinical Trials Agreement and a Supply Agreement, both of which we signed
in September 2020. Valneva's obligations under those agreements were

supported by a guarantee given by its parent company in favour of HMG.
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The Clinical Trials Agreement provided that HMG would provide advance
payments for the supply of Valneva’'s vaccine. Section 2 of the Clinical Trials
Agreement provided that “the total costs reasonably and properly incurred by
Valneva in undertaking each of the Phase | Clinical Trials and Phase Il Clinical
Trials and any other clinical trials approved by the [VTF]" were to be treated as
approved costs. In practice, and as explained below, we ended up conducting our
Phase 1 and 2 trials together, followed by our Phase 3 trial, all of which were
supported by HMG funding. Valneva and HMG spent considerable time working
together in setting up the plans for these trials, as well as on meetings during which
we reported back on achievements, site developments, sample testing, and resuit

analysis, among other things.

Under the Supply Agreement:

a. HMG agreed to provide Valneva with advance funding in respect of the
development and manufacture of the vaccine. HMG agreed to underwrite
certain categories of financial commitment that Valneva would need to
make, in particular in association with the development of the Almeida
facility (these were referred to as the “Required Commitments”) and with
respect to the adjuvant (the “Adjuvant Commitment”).

b. Valneva would use commercially reasonable efforts to develop an
inactivated whole virus human vaccine candidate against SARS-Cov-2
and, subject to marketing authorisation for the vaccine being granted, to
deliver 60 million doses by either 31 December 2021 (or, if MHRA approval
was delayed beyond September 2021, within three months of MHRA
approval) and to deliver a follow up order of 40 million doses as soon as
possible in 2022 (and by 31 December 2022 at the latest) if ordered by
HMG by 31 December 2020;

HMG secured an agreed price for the vaccine developed by Valneva;
Under clause 25.6, HMG could cancel the agreement at any time, provided
that it must give 30 days’ notice and pay the balance of:

i. any Adjuvant Commitment existing prior to the date of notice of

termination; and/or

INQO00474561_0018



-19 -

ii. any amounts in respect of Required Commitments and which, at

the time of notice, are irrevocably committed; and/or
iii. any amounts in respect of Clinical Trials Agreement Costs which,

at the time of notice, are irrevocably committed; and
e. delivery schedules provided that Valneva would be in material breach if it
delivered less than 90% of the initial order of 60 million doses prior to 31
December 2021 unless the full quantity of the initial order was delivered

before 28 February 2022.

57. In many ways, the contractual arrangements entered into by Valneva and HMG
were consistent with other agreements for the supply of vaccines with which | and

Valneva are familiar. However, there were also some notable differences:

a. The most notable difference was the breadth of the agreements. In other
circumstances, public authorities may provide funding for research and
development, but this is typically narrowed to one clinical phase or even
one clinical study only. Here, the contract covered the entire development
to regulatory approval. In the context of the COVID-19 crisis, this broad
contractual framework made sense, as it allowed Valneva to focus on the
development of the vaccine candidate and allocated some of the
associated risks.

b. The contractual arrangement also provided for financial support in setting
up additional manufacturing capacity, and provisions for the supply of the
vaccine, should it be approved. Outside pandemic situations, supply
contracts are usually not linked to other incentives, and not available before
approval of a vaccine. The availability of funds for CAPEX investment, as
well as the prospect of having a single public sector customer after
approval, was critical for de-risking Valneva’s development programme
while it secured access to an inactivated vaccine for the UK.

c. The agreements between Valneva and HMG incorporated ambitious
timescales for delivery. The agreements required Valneva to complete
clinical studies in an extremely condensed period of time and provided for
the manufacturing and supply to occur much faster than in any other

situation.
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d. The Supply Agreement also dealt with product liability in a way that, while

consistent with_a pandemic situation,_is otherwise unusual. It provided
that Irrelevant & Sensitive

Irrelevant & Sensitive

(i)

(i)

Irrelevant & Sensitive

(iii)

58. Under the Supply Agreement and the Clinical Trials Agreement, a Joint Steering
Committee (“JSC”) was set up to monitor the progress of the project and to make
various decisions delegated to it pursuant to the Supply Agreement and the Clinical

Trials Agreement.

59. The JSC was initially led by Ruth Todd, and later by Steve Glass. Other
representatives included the assigned project manager (Sarah Rowland, later

Clare Millar) and — as with the VTF itself — experts were called in as necessary.

60. The first JSC meeting took place on 30 September 2020. At the meeting, the HMG
attendees outlined the project milestones and measures of success
[INQGO00512419]. The milestones all targeted an ultimate date of 1 November 2021
for the delivery of the first 4 million doses, with full delivery of 60 million doses by

31 December 2021. The presentation identified the top three immediate project
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risks as being insufficient qualified staff, international supply chain issues, and no

time contingency built into the manufacturing plans.

After that, the intention was that the JSC would meet monthly. In addition, there
was also a weekly project managers’ meeting to review progress in greater detail,
a weekly “research managers” meeting for discussion of the topics covered by the
Clinical Trials Agreement (attended by James Hudson as the HMG representative)
and a monthly “Finance Managers” meeting (attended by HMG’s financial experts
and our Finance Director, James Lloyd), which was set up slightly later. There were
also further meetings with SMEs, e.g., on manufacturing, supply chain, or the
construction of the new site. These meetings generally occurred on a bi-weekly
schedule and were intended to give the VTF oversight of the progress being made

by Valneva’s teams.
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Clinical trials

The next step in the development of the vaccine was the preparation for, and the
carrying out of, our clinical trials. Before | explain what this involved, it may be

helpful to provide a high-level explanation of the normal approach to clinical trials.

In my experience, clinical trials are typically broken down into three phases.

a. Phase 1looks at safety: the usual approach is to test the product on a small
number of people to see whether it is well-tolerated.

b. Phase 2 then looks at dosing and scheduling to establish how much of the
product is needed and whether and when any further doses should be
administered. Phases 1 and 2 are usually run consecutively, although it is
not completely unheard of to run them concurrently; regulators will just
need o be satisfied that such an approach is justified.

¢. Phase 3 trials are the trials that provide evidence that the vaccine is
protective. Additionally, many more people participate in Phase 3 trials than
in the earlier phases, which means that there is a greater chance to detect

side-effects and, therefore, to establish further the safety of the product.

There are a couple more points about Phase 3 trials that | would like to make.
Normally, the gold standard for a Phase 3 trial is a placebo-controlled efficacy trial,
in which you first define the goal or goals of the trial (for example, to prevent death
or severe disease). Where there are multiple goals, these are ranked, the most
important being called the “primary endpoint”, followed by the secondary endpoint,
the tertiary endpoint, and so on. Participants are then vaccinated, either with the
vaccine or a placebo, and then the two groups are compared by statistical
methods. For a trial to be successful, it must at least meet its primary endpoint.
However, once an effective medical product is approved, it is not usually ethical to
use a placebo; instead, you use statistical means to establish whether the product
being tested is superior or non-inferior to the other, approved product. In this
context, non-inferior means similar; in biology you can never draw a firm line as

there will always be some variations.
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Phase 3 trials are called “pivotal” if they satisfy specific criteria that allow you to
proceed with the regulatory approval process and, eventually, launching the
product, once it has been approved by the MHRA, the UK’s medicines regulator.
Valneva has a long history of interacting with the MHRA in its capacity as the
authority responsible for oversight of our Livingston facility and our UK vaccine
distribution business. Additionally, both IXIARO® and DUKORAL® are approved by
the MHRA. We are required to pay various fees to the MHRA, for example, for any
regulatory variations that we make to our MHRA-approved vaccines or inspections

of the Livingston site.

Having explained how clinical trials generally work, | will now explain how our
clinical trials worked for VLA2001.

Fairly early on in the development of VLA2001, Valneva approached the MHRA
for an informal discussion on regulatory approvals, which took place on 10 July
2020 [INQO000512417]. At the meeting, we ran through a presentation and had the
opportunity to ask for their views on our proposed approach to developing, testing
and manufacturing our vaccine. This was the first of several interactions between
Valneva and the MHRA in relation to VLA2001 during the pandemic. In particular,
although this first meeting was expressly an informal discussion, we later asked
for their formal advice under their existing “scientific advice procedures”. This is a
system, which we had used with various regulators, including the MHRA, whereby
companies seeking regulatory approval for a medicinal product can pay for the
MHRA'’s experts to review a particular approach and provide comments on i,
which means that the MHRA is generally bound by their advice on the product’s

route towards licensure.

Some of the fees for scientific advice were waived for developers of COVID-19
vaccines. However, in total, we paid approximately £200,000 to the MHRA in
relation to our COVID-19 vaccine development, including the fees for licensure and

inspection.

Generally, we found that the MHRA was open to giving such scientific advice to us

on multiple occasions, as well as to having more informal, non-binding interactions.
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The working relationship was different to the relationship that we had previously
had with the MHRA because there was a much stronger sense of a common
purpose in relation to the development of vaccines to protect against COVID-19.
That does not mean, of course, that the MHRA was not extremely diligent in the

review and approval of our submissions for clinical trials, which it was.

In light of the time pressure faced during the development of VLA2001, we
designed a trial that addressed both safety and dosing (i.e. was the vaccine
candidate generally safe, and what was the appropriate dosage) for VLA2001 at
the same time. It was therefore classified as a Phase 1/2 clinical trial, in other
words study that tested the safety, side effects, and best dose of a the VLA2001
vaccine.. The combination of Phase 1 and 2 aspects into the same clinical trial is
not unusual and has been done also outside of Pandemics or other times of crises.
The Phase 1/2 clinical trial for VLA2001 was designed to conform with all
regulatory requirements for both Phase 1 and Phase 2 studies, and the protocol
for the trial was submitted to the MHRA for their approval. Phase 1 and Phase 2
trials are typically conducted with smaller groups of participants, and usually are
not representative of the entire population (e.g. in terms of age or ethnic
background), as this is only considered in Phase 3. Also, initial Phase 1 and Phase
2 trials usually exclude people with certain pre-conditions from participating, e.g.
pregnant or lactating women, immunocompromised subjects (subjects whose
immune system is not working as it should), or other diseases that could affect the

read out of the study.

Once the manufacturing process had been defined in our Vienna lab, we
transferred it to the Livingston plant and the supply chain team started ordering the
necessary materials for producing the vaccine for the Phase 1/2 clinical trial.
These materials were ready in December 2020 (having been filled at a contract
manufacturer in Glasgow, which was able to produce the smaller quantities that
we needed at this stage). Our initial submission for our Phase 1/2 clinical trial was
approved by the MHRA on 14 December 2020.

Shortly after this, in January 2021, which was only four months since we had

entered into the Supply Agreement with HMG, we initiated commercial
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manufacturing, as initially planned and agreed with the VTF. As already mentioned
above, we increased the speed and yield of the production process in various
ways. In addition to the changes that we made during process development, as

described above:

a. we optimised the overall cycle times by performing as much as possible in
parallel, accepting that there was a risk that some of the costs involved
would be wasted in a way that they would not have been if we had
performed each step sequentially;

b. whenever possible, batches were shipped at risk and under quarantine to
the filling site. This risk-taking was supported by the VTF and NIHR, (which
supported us with recruitment for clinical studies) who accepted that some
funds were spent on activities that might be rendered unnecessary if the
preceding step was later found to have failed; and

c. our employees — in the UK and other locations — made an extraordinary

contribution.

In the meantime, we had launched our clinical trial on 16 December 2020
[INQO00503624]. It ran in Bristol and a few other sites in England, with the
oversight of a highly-regarded Principal Investigator called Professor Adam Finn
of the University of Bristol, who had been suggested by the VTF. A total of 153
healthy volunteers were eventually enrolled and received two shots of the vaccine
candidate. We tested three doses of the vaccine on the participants. Valneva, in
close alignment with the MHRA, set up all the relevant mechanisms to oversee
adverse reactions that may come up during clinical studies, in particular with a
novel compound that is being tested for the first time in humans. Although time
was of essence, the safety of the participants remained the priority and the
vaccinations in the dose finding part of the study were staggered so that any
important side effect that may be reported by the first vaccinees with a lower dose,
could be assessed and any necessary decisions taken, before the next participants

would be vaccinated with a higher dose:
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a. The first five participants received VLA2001 open label (i.e., everyone
involved knew which dose they would receive), starting with the low dose
of VLA2001.

b. As no safety concerns were identified at low dosage, the next five
participants received the medium dose of the vaccine, also open label.

c. Again, no safety issues having been identified, the next five participants

were vaccinated with the high dose of the vaccine, also open label.

A Data Safety and Monitoring Board (DSMB) reviewed accrued safety data of
these initial 15 participants before the remaining 138 participants across all clinical
sites were vaccinated randomly, and blindly (i.e. participants were randomly
allocated to a dose, and those involved did not know which vaccine dose they
received). The DSMB maintained safety oversight throughout the study by

reviewing safety data at later times — as customary for clinical trials.

To establish the most appropriate dose, we looked at the number of neutralising
antibodies in each recipient of each dose. It is worth explaining that a vaccine can
trigger different types of immune responses, only one of which is the creation of
antibodies. Other responses might include, for example, a response by T-cells.
However, it was by then generally accepted within the scientific community that
the higher the number of neutralising antibodies following a COVID-19 vaccine,

the higher the efficacy of that vaccine.

The normal approach would then be to wait for the results from Phase 2, decide
on the optimum dose, and then manufacture more trial vaccines at that dose to
test in Phase 3. However, to speed up the clinical trials, we wanted to prepare
enough trial vaccines at all three doses while we waited for the Phase 2 results so
that whichever was shown to be the most effective of the three could be used in
Phase 3. Before we could do this, we needed to agree this approach with the VTF,
from a risk perspective. We told the VTF that we intended to proceed in this way,
and the costs involved in doing so were borne by HMG, in accordance with section

2 of the Clinical Trials Agreement.
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In February 2021, we started extensive discussions with the MHRA about the
appropriate approach to our pivotal trial. Given that effective vaccines were already
available and being provided to the UK population in considerable numbers, we
had serious doubts as to whether it would be possible to prove the efficacy of our
vaccine using the gold-standard of a placebo-controlled trial. We therefore
suggested to the MHRA that our trial would look at the immune response triggered
by VLA2001 in comparison to that triggered by AstraZeneca vaccine, “AZD1222”
(also known as ChAdOx1-nCov19, or its trade name “Vaxzevria”), which had by

now been approved.

We chose AZD1222 mainly because the VTF had offered to support our securing
access to it. This was important because supply of COVID-19 vaccines was scarce
at the time (i.e. in the first half of 2021) and Valneva would not easily have obtained
access o the comparator without the help of VTF, and thus would not have been

able to conduct the Phase 3 trial as it had intended to.

It is important to explain that other vaccines had shown higher efficacy in trials.
However, it is generally accepted that, in a pandemic context (where the aim is to
give as many people as possible some protection from severe disease), it is
perfectly valid to produce a vaccine that is effective enough. Indeed, the WHO had,
in April 2020, defined the minimum target for efficacy of COVID vaccines at 50%
[INQ000503625]. AZD1222 had been found to achieve efficacy of approximately
60-70%. Even if our vaccine was only “as good” as AZD1222, it could have made

a valuable contribution because of its reliance on different technology.

Initially, the MHRA did not accept the suggestion that we run a comparator
immunogenicity trial; they wanted us to run a full placebo trial in another country,
where there were still little to no access to vaccine. However, we were concerned
about the time, expense and lack of efficiency involved in this approach, as well as
whether a placebo trial would be feasible where vaccine programmes were starting
to be rolled out across the globe, even in countries that had until then had low
vaccination rates or not access to COVID-19 vaccines at all. After a couple of
weeks of discussion and a better explanation and documentation of these

concerns, the MHRA agreed that a comparator approach for immunogenicity was
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suitable. We agreed to test for superiority against AZD1222 using their 4-week
dosing schedule. Our primary endpoint was to show that VLA2001 would result in
an immune response that was better than that triggered by AZD1222, as proven

by statistical methods.

The results from the Phase 1/2 trial were available in early April 2021. They
established that the vaccine was well-tolerated with no safety concerns identified,
and that the highest of the three doses led to the production of the greatest number
of neutralising antibodies. Our press release at the time [INQ000503626]

announced that:

VILA2001 was highly immunogenic with more than 90% of all study
participants developing significant levels of antibodies to the SARS-CoV-2
virus spike protein across all dose groups tested. Seroconversion Rates
(SCR) for S-protein binding IgG antibodies were 89.8% in the medium dose
and 100% in the high dose group.

At the JSC meeting on 9 April 2021, the JSC members took the opportunity to
congratulate both teams for all their hard work in getting to this stage in the clinical
trials [INQ000512421].

Following MHRA approval of our proposed approach, the Phase 3 study was
initiated at the end of April 2021 [INQ000503627]. The trial was named COV-
COMPARE and eventually enrolled over 4000 subjects across Great Britain. As
there had been safety concerns with the AstraZeneca vaccine in younger people,
1000 subjects aged 18-29 years of age were recruited and given the VLA2001
vaccine candidate, without a comparison. 3000 subjects aged 30 and above got
either VLA2001 (2000 individuals) or AZD1222 (1000 individuals). The
vaccinations were given four weeks apart, and the samples for testing the immune

response were taken a fortnight after the second dose.

a. The vaccine used in the pivotal Phase 3 study was produced using the
same manufacturing process and facilities that would have been used for

later commercial product.
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As mentioned above, the Phase 3 trial compared the immune response triggered
by the highest of the VLA2001 doses used in the Phase 2 trial to the immune
response friggered by AZD1222. It was a blinded ftrial, so participants (over 30
years of age) did not know which vaccine they were getting. Blood samples were
then taken from every trial participant, exposed to the SARS-CoV-2 virus and then
analysed for neutralising antibodies. In a biological context, this testing is usually
referred to as an assay. During our discussions with the VTF in 2020, they had
suggested that we should use Public Health England (“PHE”) to conduct the
necessary assay for our clinical trials. We were happy to agree to this but had no
existing relationship with PHE. We did have an existing business relationship with
a Canadian supplier called Nexelis, who was also suggested by VTF for certain
testing. Therefore, to set up the necessary arrangements with PHE as quickly as
possible, we agreed that Nexelis would enter into a subcontracting agreement with

PHE, who then performed the assay for our Phase 1/2 and Phase 3 trials.

The samples provided to PHE were blinded, and so they did not know which

samples related to each vaccine.

On 18 October 2021, we announced the positive outcome of our pivotal trial
[INQ000503628]. The ftrial had shown that VLA2001 was well-tolerated,
demonstrating a statistically significant better tolerability profile compared to
AZD1222: when comparing the two vaccines, VLA2001 led to fewer unwanted side
effects. Participants 30 years and older reported significantly fewer solicited
adverse events up to seven days after vaccination, both with regards to injection
site reactions and systemic reactions, and participants below 30 years of age
vaccinated with VLA2001 showed an overall safety profile comparable to those 30

years and older.
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Changes to the contracts with HMG

While we were carrying out our clinical trials during 2021, various amendments
were made to the contracts between Valneva and HMG, which | have addressed

separately below, in the interests of telling a coherent story.

In late 2020, the first medically important COVID-19 variant, which was initially
called the “UK” or “Kent” variant but was later renamed “Alpha” by the WHO, was
identified [INQO000503629]. Soon after this, in January 2021, the Supply
Agreement was amended by agreement to allow HMG to issue a “Variant Notice”
to require Valneva to switch development and manufacture activities from one type
of COVID-19 vaccine to another variant. This “Second Amendment” set out the
process following the issue of a Variant Notice, including the parties having good

faith discussions about budget and timings for the development of a new vaccine.

On 1 February 2021, having agreed to extend the Supply Agreement deadline for
exercising their option to do so in the “First Amendment’ at the end of the previous
year, we announced that HMG had ordered a further 40 million doses of our
vaccine [INQ000503630]. At the time, Clive Dix, who was by then the Interim Chair
of the VTF, said:

Valneva’s manufacturing site in Scotfand is already up and running, ready
to supply their promising vaccine as soon as it has proven to be safe, and
effective and is approved by the MHRA. To best ensure we have enough
successful candidates to ensure maximum coverage of the UK population,
the Vaccines Taskforce has invested in seven of the most promising
vaccines. The further 40 million doses secured through today’s deal
significantly bolsters our portfolio and gives us future flexibility should we

need to revaccinate any of the UK population.

When HMG exercised the option for the additional 40 million doses, they asked
that they be “filled and finished” (i.e. the vaccine would be filled into vials, labelled
and packaged) in the UK, as opposed to in Sweden, where we had the existing

capacity for this part of the process, and which we had agreed we would use for
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the initial 60 million doses. Knowing that Valneva did not have existing capacity to
finish and fill the vaccine in the UK, HMG suggested that Valneva considered
working with VMIC. The creation of VMIC had been announced in 2018, at which
stage it had been said to be due to open in 2022. However, when COVID-19
emerged, this date had been brought forward and extra funding provided, so that

it could provide manufacturing capacity for the response to COVID-19.

Valneva engaged with VMIC in March 2021 and held several conference calls with
their leadership and experts. Details of a possible manufacturing process were
discussed. However, at the time, VMIC had not yet established its commercial
offering and was taking a much longer-term approach, which meant that the
proposed timing would not have matched Valneva or HMG’s expectations. As a
result, and based on the VTF’s recommendations, we did not pursue this any

further, and turned our attention to private sector options instead.

a. As a fervent observer of the pharmaceutical landscape in Europe and the
US, | noted that VMIC was sold in 2022 to a private company. However,
since Valneva at that time was not looking for additional Fill/Finish
capabilities, | did not further assess the destiny of this site. In my opinion,
commercial players are better positioned to respond to varying customer
demands and thus make the better Contract Manufacturing Organizations.
| would assume that the sale will not significantly impact the UK’s ability to
respond to future health crises, assuming that the site is being maintained

and not dismantled.

At around the same time, in February 2021, Valneva and HMG started to discuss
cost increases that we were facing [INQ000512420]. We explained that, at times,
we could not get hold of necessary items and had to use alternatives, as well as
ordering more in advance to secure the supply chain, both of which drove costs
up. We also started to discuss with HMG the fact that we were running into delays
and increased costs for the construction of the Almeida facility, which costs
Valneva had to bear because we agreed to a “cost-plus” agreement with the
contractor instead of a fixed price agreement. These additional costs arose for

several reasons, including the ambitious timelines that had been agreed at the

INQO00474561_0031



92.

93.

-32 -

outset, before we were aware of various site-specific problems that emerged later,
supply constraints for items ranging from concrete to cleanroom doors to electrical
components, and the need to change some of the plans based on feedback from
authorities including the local council and the Health and Safety Executive, as well

as UK Security forces.

| ran through some of these factors at the JSC meeting on 9 April 2021, and
explained that the delay in completing the Aimeida facility would have a knock-on
effect on capacity. | explained that we anticipated that 24 fewer batches would be
produced as a result of the delays in the year 2021 (meaning several million doses
of the vaccines would not be available as planned) [INQ000512421]. At that
meeting, we agreed that we would provide both a refreshed cost schedule and a
refreshed delivery schedule to take account of the change in facility timelines and

production.

Nevertheless, in May 2021, just after we had started our Phase 3 clinical trials,
HMG subsequently issued two variant notices, asking us to switch to developing a
vaccine for one of the new variants and then another. Switching to develop a
vaccine for a different variant of a virus is a significant task. Essentially, you need
to create a whole new master plan for the development and manufacturing
processes, starting — as we had done when we first considered producing a
vaccine for COVID-19 — with an assessment of whether your current

manufacturing process can be used and, if so, with what modifications.

a. The first variant notice was issued on 6 May 2021, and requested that we
switch from developing a vaccine for the original “Wuhan” vaccine to
development of a vaccine targeted at the “South African” variant of COVID-
19 (renamed the “Delta” variant by the WHO).

b. The second variant notice was issued on 24 May 2021, requesting that
Valneva switch development again, this time from a vaccine targeted at the
Delta variant to the development of a vaccine targeted at the “Alpha” variant
of COVID-19.The second variant notice stated that HMG wished to
“substitute the Initial Order of 60m full doses of high strength formulation of

Wuhan vaccine for 60m full doses of high strength formulation of Kent
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vaccine”. The second variant notice gave notice that the previous variant

notice was “cancelled and withdrawn with immediate effect’.

The following day, at a weekly meeting with the VTF on 25 May 2021, we confirmed
that we had already set up a meeting with the MHRA to review plans for clinical
trials for the variant [INQ000512422].

The next day, on 26 May 2021, the Director General of the VTF wrote an email to

Thomas Lingelbach saying:

Just a quick note to say thank you for the fast footwork on the variant
switch. This is so fast moving and the ability to pivot quickly is key (and |

think a real competitive advantage for a company with your nimbleness).

| know Minister Zahawi is also keen to convey his thanks for your continued
support — and | will arrange a short call assuming you are amenable!
[INQO00503631].

Under clause 4.21 of the Supply Agreement, as amended by the Second
Amendment, HMG and Valneva were required to enter into discussions to “explore
the feasibility of and what would be involved (including the timelines, costs and
impact on the [o]riginal [pJroduct) in modifying the [o]riginal [pJroduct and/or
[dJeveloping a new vaccine product’. Revisions {o the Supply Agreement were
negotiated between the end of May and the end of July 2021 [INQ000503632]. As
part of this process, we discussed the fact that the switch would mean a reduction
in the production of vaccines for the Wuhan variant, as well as a delay to the
agreed delivery dates. This is reflected in, for example, the “Supply overview

Delivery plan” that we sent to HMG on 9 June 2021.

Changes to the Supply Agreement and the Clinical Trials Agreement were
commercially agreed as between Valneva and representatives of the VTF on 30

July 2021 (the “Restated Agreements”). These included revisions to the schedule
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for delivery of the product for the Alpha variant, which now formed the bulk of the
vaccines that Valneva would deliver to HMG by 31 May 2022, with a follow-on
order to be delivered by 31 July 2022.

We attempted to proceed at pace with the switch to producing the Alpha variant
vaccine while we were negotiating the Restated Agreements. We stopped
production of the Wuhan vaccine almost immediately after the second variant
notice, at the end of May or early June — once we had prepared Alpha seed banks
in our laboratories in France for further use in Livingston, based on virus material
obtained from PHE. We cleared the production line so that we were ready tfo start
producing vaccines for the Alpha variant. We then started to produce vaccines for

the Alpha variant.

Unfortunately, not long after we had produced the first few batches of the Alpha
variant vaccine, it was discovered (and it has subsequently been agreed between
scientific representatives of Valneva, PHE and HMG) that the material (virus
isolates from patient samples) provided by PHE was defective. As a result, we had
to go back to the first stage of setting up our virus seed bank, which created a
delay of several weeks before we could proceed further with starting to produce
Alpha based COVID-19 vaccines, as well as subjecting Valneva to wasted costs.
In the interim period, we moved back to producing the Wuhan vaccine. This is
reflected in the notes of the meeting on 7 July 2021, at which we explained that
“*Manson production [was] being stopped after initial batch to minimise
wastage/scrap” [INQ0O00503633].

Valneva was informed that the Restated Agreements would need to go through
the ministerial approval and signature process, which was delayed because of
Parliament’'s summer recess. At the JSC meeting on 6 August 2021, | expressed
our disappointment at this delay although, in practice, we continue to work to
overcome the delay described above and to meet the new milestones in the
Restated Agreements [INQ000512423].
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COV-Boost trial

101. It may be instructive, at this point, to explain that we had been invited by Jonathan
Van-Tam and the VTF to participate in a COVID vaccine Booster trial, which we
had agreed to do [INQO000503634]. It was the first trial world-wide to look at a
booster vaccine after the first course of two doses of different vaccinations. In the
trial, the booster was given very soon — two and a half months — after the second
dose, and the average age of participants was high because elderly people had

priority access to the existing vaccines.

102. | understand from a statement made later in Parliament [INQ000086837] that,
while we were still negotiating the Restated Agreements, on 30 June 2021, HMG
received interim advice from the Joint Committee on Vaccination and Immunisation

on the data from the booster trial. In the same statement, Mr Zahawi said that:

The JCVI has received the data from the COV-Boost study, where we
looked at all the different vaccine brands—in some instances, full doses

and half doses—as to which is the best vaccine to boost with.

103. Neither |, nor anyone at Valneva, had seen the COV-Boost resulis at the time.
However, | have now seen those results, which were published in the Lancet on 2
December 2021 [INQ000412452], and showed that in the trial population and

boosting timelines:

a. the Valneva vaccine did boost immunity for people who had previously
been given the Valneva vaccine;

b. the Valneva vaccine did boost immunity for people who had been given the
AstraZeneca vaccine;

c. for reasons that we still do not entirely understand, the Valneva vaccine
was not an effective booster vaccine for people who had previously
received an mRNA vaccine; and

d. mRNA vaccines were effective boosters for people who had initially

received mRNA vaccines.
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104. When we did finally receive these results in December 2021, they were a blow.
This was because, although our own frials had shown that VLA2001 was an
effective booster for people who had received VLA2001 as a primary vaccination
[INQO000503637], in the UK a significant number of people had received the
vaccines made by Moderna and Pfizer, both of which were mRNA vaccines. As a
result, Valneva's practical utility as a booster vaccine in the UK was limited.
However, it did not reduce the value of VLA2001 as a part of the UK’s first line of
defence, nor its value to people who were immuno-compromised at the time or

had chosen not to be vaccinated before.

The cancellation of the contract

105. In many ways, however, the ultimate significance of Valneva'’s participation in the
COV-Boost trial results had been reduced by events in early autumn, a couple of
months after the JCVI had provided its interim advice to HMG.

106. At lunchtime on 10 September 2021, HMG requested a call with Valneva that
evening. When that call took place, (which, | should note, was after the close of
Euronext Paris), HMG notified Valneva that it intended to terminate the Supply
Agreement. That evening, HMG served a notice on Valneva (the “Termination
Notice”) that it intended to terminate the Supply Agreement. The Termination
Notice, which was signed by the Commercial Director of the VTF for and on behalf
of the Secretary of State for BEIS, explained the reasons for this decision as

follows.

Valneva has, through its communications (including production and
delivery forecasts) and conduct, made clear to the Authority that it will (a)
not Deliver at least 90% of the [ilnitial [o]rder prior to 31 December 2021;
and (b) not Deliver the full quantity of the [ijnitial [o]rder by 28 February
2022. In particular, Valneva has provided the Authority with muitiple
forecasts which show a significant shortfall in Valneva's ability to Deliver
the Initial Order to the Authority within the timeframes provided for in the
Agreement. The size of this forecast shortfall has increased over time, with

subsequent forecasts provided by Valneva to the Authority demonstrating
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with increasing certainty that Valneva will not comply with its delivery
obligations under the Agreement. It is therefore clear that Valneva will

breach its obligations under clause g of the Agreement.

As a consequence of this repudiatory conduct, Valneva has deprived the
Authority of substantially the whole of the benefit of the Agreement. The
Authority is therefore entitled to terminate the Agreement and reserves the
right to seek damages and set off any liability of the Authority to Valneva

against such damages.

With immediate effect, the Authority hereby accepts Valneva's repudiatory
breach of the Agreement with the effect of terminating the Agreement at

common law.

Alternatively, and without prejudice to the Authority’s entitlement to
terminate the Agreement immediately on the basis of Valneva's repudiatory
conduct, the Authority hereby gives notice that it is exercising its right under
clause 25.6 of the Agreement to terminate the Agreement in its sole
discretion. Such termination will take effect 30 days following the date of
this notice, during which time Valneva is required to mitigate and minimise
costs, including but not limited to the Adjuvant Commitment and other costs
mentioned under clause 25.6. For the avoidance of doubt, the Authority
does not require Valneva to undertake any work in relation to its primary

obligations under the Agreement from the date of this noftice.

107. This came as a surprise to Valneva, not least because HMG had formally informed
Valneva twice in May 2021 via the variant notices that it no longer wished to
purchase the original product and wished Valneva to switch to developing and
manufacturing a different product for the Alpha variant. It was also surprising
because HMG had been fully aware at the time that Valneva had suspended
production of the original product at times to avoid wasting costs that would be
borne by HMG. Furthermore, as mentioned above, HMG and Valneva had worked
together to produce revised delivery schedules, as well as processes and timelines

for the Restated Agreements.
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108. Valneva's response refuted HMG’s claim that Valneva was in actual or anticipatory
breach of its obligations under the Supply Agreement, and noted that HMG was
not entitled, under the terms of the Supply Agreement, {o terminate the agreement
on that basis. Nevertheless, Valneva did acknowledge HMG’s right to terminate
the Supply Agreement under clause 25.6. As such, in accordance with clause 25.6,
which (as mentioned at paragraph 56 above) required 30 days’ notice, the
termination became effective in October 2021. In June 2022, Valneva and HMG
reached a settlement agreement. This agreement resolved certain matters relating
to the obligations of Valneva and HMG following the termination of the Supply

Agreement.

109. The UK Health Security Agency (“UKHSA") (which replaced PHE, The Joint
Biosecurity Centre, and NHS Test and Trace on 1 October 2021) became the
agency responsible for overseeing the settlement agreement. We sent our
royailties reports (which were required under the Supply Agreement) to them and
had contact with them on specific issues such as questions in Parliament related
to Valneva. We also kept them informed on developments linked to our COVID-19
vaccine and the new facility in Livingston. We continued to interact with other UK

public bodies:

a. The VTF were clear that it was their view that our clinical trials should run
their course notwithstanding the cancellation of the Supply Agreement.

b. Under the Clinical Trials Agreement, which remained in force, Valneva
continued to provide email and video call updates to the NIHR on our
ongoing clinical trials.

c. We continued to work with the UKHSA (PHE) on the testing of the samples
from our clinical frials.

d. Most importantly, perhaps, we continued to work with the MHRA, as |

explain in more detail at paragraphs 118 to 120 below.
110. We have now refocused our efforts on other projects. As part of this, we have

recently decided to use the new facility for our own products, and have now started

to make the necessary adaptations for such use.
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Events following termination and impact

111. On the morning of Saturday 11 September 2021, | and other senior members of
the Valneva team were informed by members of our management board of HMG'’s
decision to cancel the contract. We spent the weekend preparing necessary
communications. At the time Valneva did not have another customer for its
VLA2001 vaccine, although negotiations with the EU and a few other non-
European countries were ongoing. HMG’s decision therefore threatened the future
of the programme and, with it, dozens, if not hundreds, of jobs were at risk. We
also had to inform other stakeholders, such as suppliers, as we had already

ordered materials to produce and satisfy the UK’s orders.

112. On Monday 13 September 2021, we issued a press release to inform investors
before the market opened [INQ0O00503638]. The press release explained that
Valneva strenuously denied HMG'’s allegation that we were in breach of obligations
under the Supply Agreement, that the results of our Phase 3 trial were expected
early in the fourth quarter of 2021, and that Valneva would continue its VLA2001
development plan, including submitting VLA2001 to the MHRA for conditional

approval.

113. The following day, on 14 September 2021, Sajid Javid made a statement in
Parliament in response to a question from Hannah Bardell, MP for Livingston. He

said:

There are commercial reasons why we have cancelled the contract, but ...
it was also clear to us that the vaccine in question that the company was
developing would not get approval by the Medicines and Healthcare
Products Regulatory Agency here in the UK, and obviously [Hannah
Bardell MP] is not recommending that we administer vaccines that do not
get approval. [INQ000479110].

114. Given that the results of our pivotal Phase 3 clinical study were not known and the

MHRA had not yet started to review our submission, it was surprising that Mr Javid
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said this. Indeed, later that day, Mr Javid corrected his statement to say that the
Valneva vaccine “has not yet gained” MHRA approval “and may not’, which was

obviously accurate, if somewhat pessimistic [INQ000503640].

115. Notwithstanding this correction, however, the cancellation of the contract and the
events that followed it — including Mr Javid's original statement — created
uncertainty both internally and externally. For example, on the day of the
announcement, Valneva’s shares lost 40%, dropping from 19.92 € to 11.64 € on
the Euronext Paris. Furthermore, several colleagues, including senior staff, did not
think that there was a way for the programme to continue, and decided to resign

in the following days and weeks.

116. The termination of the Supply Agreement cut off any prospect of further funding
from HMG, which we needed to continue the ongoing work that we were doing on
the vaccine: we were approaching the date on which we would receive the primary
endpoint results of Phase 3 clinical trial, with clinical studies progressing further as
planned, and we were continuing to develop the Almeida facility. The cancellation
required us to seek additional funding from Scottish Enterprise [INQ000503641]
[INQ000503642] and to invest additional funds from our own resources, which had

been earmarked for the development of our other programmes.

117. It would clearly have been to Valneva's benefit if the agreements with HMG had
remained in force. However, even taking into account the cancellation of the
Supply Agreement, Valneva benefited from its involvement in the UK's COVID-19
vaccine project in some regards. In particular, we gained valuable experience of
developing a vaccine at pace, and we also built Almeida, the new facility in
Livingston, to which HMG contributed significant funding and which we are
currently working to repurpose again so that we can use it for our other projects.
However, we also spent money that we had not anticipated, including on the
following, which resulted in an overall loss to Valneva arising from its involvement
in the UK's COVID-19 vaccine project.

a. Unanticipated cost increases associated with the development of the

Almeida facility;
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b. Research and development in relation to the vaccine, including R&D for
variant vaccines;

c. Costs associated with additional clinical studies required as the programme
developed;

d. Cost related to the manufacturing of vaccine in times of scarcity of
pharmaceutical supplies, in particular cost increases associated with pre-
ordering of materials leading to high stocks, as well as financial
commitments towards suppliers at the time of the cancellation;

e. Staff and contractor redundancy costs, and other efforts related to
unwinding the programme of developing and suppling a COVID-19 vaccine
to the UK.

With the benefit of several years of hindsight, | could envisage working again with
HMG on the development of a vaccine in times of crises; | am sure both parties
could apply lessons learned in order to ensure the underlying contracts would
provide for fair and clear division of duties, responsibilities, and costs. | do not know
if the public controversy that ensued following HMG'’s termination of the Supply
Agreement with Valneva would affect the perception of other players that could
otherwise be interested in collaborating with HMG in developing a pandemic

vaccine.

Approval of the Valneva COVID-19 vaccine

118. Four days after the Termination Notice was received, we received a standard-form
letter from the MHRA telling us that they were going to start their assessment of
our initial submission. This submission had been made as part of a series of rolling
submissions that we had announced we would make to the MHRA for VLA2001
[INQ000503643]. This was an approach that had been adopted occasionally
before the pandemic, but which became much more widely used in response fo
the time pressure to produce a vaccine during the pandemic. In practice, it involves
agreeing with the regulator, in advance, that you will provide all the same
information to the regulator, but that you will do so in a more piecemeal fashion so

that the regulator can assess data and results when they become available, rather
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than waiting for them to be collated into one full submission. The obvious
advantage of this approach is that it is significantly more efficient because the
regulator can review preliminary information (such as toxicology results and animal

studies) while the trial is still ongoing.

119. For VLA2001, it was clear that a rolling submission would be highly desirable, and
so we had approached the MHRA to discuss a possible schedule for providing
each part of the dossier to them. We then provided our results to the MHRA in
accordance with this schedule. Generally, staggered submissions were used much
more than before during the pandemic, and | think that this would be a good idea
in future. A rolling submission does not mean that applicants can withhold
information from the MHRA: all relevant data must be submitted according to the

schedule agreed with the regulator.

120. At the end of this process, on 14 April 2022, the MHRA granted us a conditional
marketing authorisation [INQ000503644]. This was a type of marketing
authorisation that the MHRA had introduced on 1 January 2021 for new medicinal
products that fulfil an unmet medical need and where clinical data is not yet
complete but will become available soon. The MHRA had granted conditional
marketing authorisations to other COVID-19 vaccines it approved. In my view,
innovations like this by the MHRA were a good example of the flexibility by
regulators that really helped. The approval was renewable after one year, but since
Valneva could not generate any commercial interest in the vaccine in the UK (not
unsurprisingly, considering HMG’s termination of the Supply Agreement), the

company decided to let the conditional marketing authorization lapse in April 2023.
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Risks and safety

121. In June 2022, the MHRA published its Public Assessment Report for VLA2001
[INQ000503645]. The “Lay Summary” of the report explained that:

The most common side effects with COVID-19 Vaccine Valneva, which
have affected more than 30% of participants in clinical trials are injection

site pain, tiredness, muscular pain and headache.

It then went on to explain that:

Based on the results of the immune response raised by COVID-19 Vaccine
Valneva, it was concluded that COVID-19 Vaccine Valneva is effective in
the prevention of COVID-19 caused by SARS-CoV-2. Furthermore, the
side effects observed with use of this vaccine are considered to be typical
for this type of vaccine. Therefore, the MHRA decided that the benefits are
greater than the risks and recommended that this vaccine can be approved

for use.

122. In terms of specific risks, the report also explained that:

The following safety concerns have been recognised for COVID-19 Vaccine

Valneva:

Important identified | None

risks

Important potential Vaccine-associated enhanced disease (VAED)
risks including vaccine-associated enhanced respiratory
disease (VAERD); failure to receive both vaccines;

anaphylaxis

Missing information | Use in pregnancy and while breast feeding, in
immunocompromised patients; in patients with

autoimmune or inflammatory disorders, in frail patients
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with unstable health conditions and comorbidities e.g.
diabetes, chronic neurological disease, cardiovascular
disorders, chronic obstructive pulmonary disease
(COPD); use in adults >50 years of age and in children

and adolescents <18 years of age; Long-term safety

data; Interaction with other vaccines

The information included in the SmPC [Summary of Product Characteristics] and
the PIL [Patient Information Leaflet] is compiled based on the available quality,
non-clinical and clinical data, and includes appropriate precautions to be followed
by healthcare professionals and patients. Side effects of COVID-19 Vaccine
Valneva are continuously monitored and reviewed including all reports of

suspected side-effects from patients, their carers, and healthcare professionals.

123. Itis important to note that VAED/VAERD is a theoretical risk only and was included
because this type of immune reaction has been demonstrated in some animal
models for other Coronaviruses such as SARS-CoV-1 or MERS-CoV vaccines.
However, animal models of SARS-CoV-2 infection have not shown evidence of
VAED after immunisation and it has not been reported from any other late phase
clinical trial of any other human vaccine. Furthermore, we are not aware of any
cases of VAED/ VAERD in recipients of VLLA2001.

124. During clinical development, a comprehensive compilation of all relevant clinical
and nonclinical data (including risks) on VLA2001 was submitted to the relevant
local authorities (including MHRA) and ethics committees (as applicable) and
shared with investigators (the individuals responsible for a clinical trial on a specific
site such as a university hospital) via the VLA2001 Investigator Brochure (IB). The
IB was updated with new information as it became available and submitted
to/shared with authorities and Investigators as the new IB version(s) were released

throughout the clinical development.
125. While the clinical trial process is designed to identify and assess potential side

effects, it is always possible that a drug, even after regulatory approval, may exhibit

unforeseen side effects. Although VLA2001 was never administered in the UK
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outside a clinical trial context, we still had certain obligations in terms of safety
monitoring, which it may be helpful to explain. As for all newly-authorised
medicines, a Risk Management Plan (RMP) was developed for VLA2001. The
RMP details the important risks of VLA2001, how these risks can be minimised,
any uncertainties about VLA2001, and how more information will be obtained
about the important risks and uncertainties. The RMP concluded that no important
risks have been identified for COVID-19 Vaccine Valneva.

126. We also complied with our pharmacovigilance obligations. This is the ongoing
monitoring required for a vaccine once it has been granted marketing authorisation
and is being distributed. We had pharmacovigilance obligations for the vaccine
distributed to other markets, and the MHRA was kept informed through periodic
safety updates. The comprehensive annual review and evaluation of pertinent
safety information concluding in the overall safety assessment (including risk
assessment and risk-benefit considerations) collected during the reporting period
was documented in the VLA2001 Development Safety Update Report (DSUR).
The DSUR and its annual update were submitted to the relevant local authorities

as required during the VLA2001 program, and as such provided to MHRA.

Lessons learned

127. There are a number of helpful takeaways from the COVID-19 pandemic, many of
which have already resulted in improvements to the pharmaceutical industry in the
UK.

128. As stated by WHO [INQO00503646], “immunization is one of the world’s most cost-
effective health interventions, saving millions of lives globally and making more
than 20 life-threatening diseases now preventable’... “Vaccination remains a major
public health tool, the only one that has enabled the eradication of an infectious
disease, smallpox. In this fight, biotechnological innovations point to considerable
progress in the development of new vaccines. However, whatever technical
progress is made, the impact of a vaccination program will depend on its

performance and on the support of the population.”
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129. Accordingly, given its importance, vaccine development should always result in
collaboration between the public and private sector. The path leading to an
approved vaccine that can be used for public health purposes can be financed
purely through private means. However, investors will want to see appropriate
financial rewards for the substantial risk taken in bringing a vaccine to market
through a long development process. Outside the COVID-19 context, vaccines can
take 10 years or more to come to the market and the overall success rate is
probably below 10%. As many of the obvious targets for vaccine development
have already been pursued and vaccines brought to market, arguably investment
may be less attractive to normal investors due to the risk profile. In order to ensure
the continued advancement and development of vaccine programmes, it is
imperative that public and private partnerships continue to be developed to support
the next wave of vaccine development. COVID-19 provides a good case study of
possible mechanisms to fund research, and the advantages and limitations to

those projects. | set out below some examples:

a. Grant funding of clinical trials is an excellent way to support the
development of vaccines. Running clinical trials in the UK is beneficial for
the UK’s clinical landscape. By actively deciding which areas to support,
the government can also help prioritise unmet medical needs, such as
Antimicrobial Resistance (AMR). For COVID, the UK was able to create a
world-leading group of clinical experts at short notice thanks to the clinical
research performed in and funding by the UK.

b. Financial support for CAPEX / investment into research, development and
manufacturing facilities in the UK: while the UK has a strong and well-
established pharmaceutical industry, there are only few sites dedicated to
vaccines. Financial support to existing and future vaccine companies can
help expand this base. However, for a successful vaccine eco-system, it
requires more than just investment into facilities. Our industry is heavily
dependent on human capital. To ensure the continued expansion and
development of its vaccine environment, fraining for all types of jobs is
necessary — beyond the top universities, adequate training for lab workers

and manufacturing staff is also needed.
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