COVID-19 Vaccine (inactivated, adjuvanted) Valneva:
Periodic safety update report assessment
28t February 2022 to 27t August 2022

This document consists of: é

1. The PRAC assessment report of the COVID-19 Vaccine (inactivated, adjuvant
Valneva periodic safety update report (PSUR) covering the period 27t Febru 2 to

27t August 2022, and; K\

2. The COVID-19 Vaccine (inactivated, adjuvanted) Valneva PSUR itselfi

The PSUR is a pharmacovigilance document intended to provide an evaIua\@the risk-
benefit balance of the medicinal product during the reference period m d above.

The objective of the PSUR is to present a comprehensive and critical @ysis of the risk-benefit
balance of the product, taking into account new or emerging safew mation in the context
of cumulative information on risk and benefits. The marketing isation holder is legally
required to submit PSURs at defined time points after the a tion of a medicinal product.

EMA’s safety committee, the PRAC, assesses informatio SUR to determine if there are
new risks identified for a medicine and/or if its risk-b ilbalance has changed. The outcome
of this assessment is summarised in the PRAC asses t report of the PSUR.

The PSUR and the PRAC assessment report of t UR include information about suspected
side effects, i.e. medical events that have begn erved following the use of the vaccine, but
which are not necessarily related to or catsed by the vaccine itself. Information on suspected
side effects should not be interpreted a ing that the vaccine or the active substance

causes the observed event or is unsa

se.

Only a detailed evaluation an%gntific assessment of all available data, as
described in the PRAC asse@ t report of the PSUR, can determine the impact of
new data on the benefits isks of a medicine.

Further information on th ety of COVID-19 vaccines and on PSUR submission and
assessment is availa \n thle EMA website.

This document, | tain redactions for commercially confidential information (CCI) and
protected per%ghi ata (PPD) in accordance with applicable legislation and guidance.
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1. Background information on the procedure

This is the assessment of the PSUR submitted in accordance with the requirements set out in the list of
Union reference dates (EURD list) for SARS-CoV-2 virus, strain Wuhan hCoV-19/Italy/INMI1-isl/2020,
inactivated (Valneva).

2. Assessment conclusions and actions

COVID-19 vaccine (inactivated, adjuvanted, adsorbed) Valneva is a purified, inactivated, and adjuvanted
whole virus SARS-CoV-2 (Wuhan strain hCoV-19/Italy/INMI1-isl/2020) vaccine grown on Vero c%One
dose of 0.5 mL contains 33 antigen units of inactivated virus and is injected intramuscularly ti an
interval of four weeks. @

COVID-19 vaccine (inactivated, adjuvanted, adsorbed) Valneva’s international birth da NS February
2022, when emergency use authorisation was granted in the Kingdom of Bahrain. European Union
(EU), on 24 June 2022, the vaccine received a marketing authorisation for the @nd primary
immunisation of individuals between 18 and 50 years of age to prevent coro ax disease 2019
(COVID-19) caused by severe acute respiratory syndrome coronavirus 2 (i&oV-Z).

The MAH quantifies the number of individuals who received the vacci ithin the five ongoing studies at
3,969. Post-authorisation, it estimates that 200,000 doses were di ted in the Kingdom of Bahrain
and 362,400 doses in the European Union (EU). How many do administered is not specified.

The MAH states not having received any ICSRs. No new @ levant aspects arose during the
reporting interval. The safety concerns therefore remaln\; anged. New data on efficacy in the
approved indication are also not available.

In conclusion, no alterations with regard to th Q—rlsk profile can be derived from the data in the
present PSUR.

3. Recommendatlorbb‘

Based on the PRAC review of safety and efficacy, the PRAC considers that the risk-benefit balance
of medicinal products contéquJg RS-CoV-2 virus, strain wuhan hCoV-19/Italy/INMI1-isl/2020,
inactivated (Valneva) ren‘% nchanged and therefore recommends the maintenance of the marketing

authorisation. 0

4. Iss o be addressed in the next PSUR or as a post-
auth n measure (PAM) 1
Not applicable.

5. PSUR frequency

XINo changes to the PSUR frequency

The current 6-monthly frequency for the submission of PSURs should remain unchanged.

1 The submission of PAMs for CAPs must be done in eCTD format via the eSubmission Gateway/Web Client, and will be
considered delivered to all National Competent Authorities representatives, alternates and scientific experts. PAMs must not be
submitted to the PSUR Repository.
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Annex: PRAC Rapporteur assessment comments on PSUR
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1. PSUR Data

1.1. Introduction

This first periodic safety update report (PSUR) for Coronavirus disease 2019 (COVID-19) vaccine
(inactivated, adjuvanted, adsorbed) covers the period from 28 February 2022 to 27 August 2022. The
vaccine’s international birth date (IBD), as well as its European Union (EU) reference date (EURD), is 28
February 2022, when COVID-19 vaccine (inactivated, adjuvanted, adsorbed) was first authorised for
emergency use in the Kingdom of Bahrain.

COVID-19 vaccine (inactivated, adjuvanted, adsorbed) is a purified, inactivated, and adjuvant @ole
severe acute respiratory syndrome coronavirus 2 (SARS-CoV-2) vaccine grown on Vero cel éﬂcan
green monkey cells). It induces SARS-CoV-2 neutralising antibodies, as well as cellular ip e responses
(Th1) directed against the spike and other surface proteins. However, no data on ind of humoral
immune responses directed against SARS-CoV-2 antigens other than spike protei ailable in

humans. \
COVID-19 vaccine (inactivated, adjuvanted, adsorbed) is indicated for the‘aai)immunisation to prevent
COVID-19 caused by SARS-CoV-2 in individuals 18 to 50 years of age. The Maccine is supplied in a multi-
dose vial containing 10 doses of 0.5 mL suspension for injection. A

onsisting of 33 antigen units of
inactivated SARS-CoV-2 is administered intramuscularly twice at% rval of 28 days.

1.2. Worldwide marketing authorisation &

COVID-19 vaccine (inactivated, adjuvanted, adsorbec@as first authorised in the Kingdom of Bahrain on
28 February 2022, it was authorised in the EU on ne 2022. Besides, approval has been granted in
the United Arab Emirates (12 May 2022, emg{w'cy use authorisation) and in the United Kingdom (13
April 2022, conditional marketing authori% The vaccine is marketed in the Kingdom of Bahrain and
in the EU.

1.3. Overview of expos&gwd safety data

1.3.1. Actions ta the reporting interval for safety reasons
L 2

The MAH statesj:h(}' ng the reporting interval, no actions were taken for safety reasons.

N

1.3.2. C es to reference safety information

The re ce safety information in effect is the summary of product characteristics (SmPC) dated 25 July
2022. During the reporting interval, an update related to a shelf life extension of three months was made,
but no safety related changes.

Rapporteur assessment comment:

The MAH neither provides new safety information nor recommends new risk minimisation measures.

PRAC PEUR assessment report
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1.3.3. Estimated exposure and use patterns

Clinical trial exposure. According to the MAH, a total of 3,969 adults received COVID-19 vaccine
(inactivated, adjuvanted, adsorbed) in five ongoing clinical trials - one phase 1/2 trial (VLA2001-201, n =
153), one phase 2 trial (COV BOOST, n = 440), one phase 2/3 trial (VLA2001-307, n = 53), and two
phase 3 trials (VLA2001-301, n = 3,017, and VLA2001-304, n = 306). With the exception of study
VLA2001-307, for which data are not yet presented, the studies included 2,147 male, 1,764 female, and
5 diverse adult participants. In addition, the vaccine was administered to 10 male and 11 female
adolescents (= 12 and < 18 years old).

Post-authorisation exposure. The MAH notes that a total of 562,400 COVID-19 vaccine (inac%t(ed,

adjuvanted, adsorbed) doses were distributed in the Kingdom of Bahrain (n = 200,000) and t n=
362,400; Austria, n = 74,400; Denmark, n = 38,400; Germany, h = 249,600). Informatlo w many
doses were administered is not available. (\

N\
Rapporteur assessment comment:

Most people treated in clinical trials were white and between 18 and 55 years & report does not
contain data on the post-authorisation use of the vaccine. 6

R
1.3.4. Data in summary tabulations @

Serious adverse events from clinical trials. According to T, (PSUR pp. 80-81), in studies
VLA2001-201, VLA2001-301, and VLA2001-307, no seriou rse events were reported. In trial
VLA2001-304, nine serious adverse events were recordemtotal of eight participants between 58 and
76 years of age with the following preferred terms: a fibrillation (two events), osteoarthritis, facial
cellulitis, breast cancer, poorly differentiated adengc oma oesophagus, parotitis, diverticulitis, and
small bowel obstruction (one event each). In -BOOST trial, two serious adverse events were
listed with the preferred terms liver injury a m% cardial infarction. Tables 16-20 (PSUR pp. 82-85),
however, provide additional preferred t serious adverse reactions for studies VLA2001-201,
VLA2001-301, VLA2001-304, and COVéOST

Post-authorisation data. The M& clares not having received any individual case safety reports

(ICSRs).
N\

Rapporteur assessment cﬁﬁent:

The data from Ap 3°(PSUR pp. 80-81, Table 15, line listings of all serious adverse events from
clinical trials, pp 82-85, Tables 16-20, summary tabulations of all serious adverse reactions
from clinical trj re partially inconsistent. It is not clear to the PRAC rapporteur how the number of
serious actions can exceed the number of serious adverse events. Example from Table 18:
Here, thers, pneumonia legionella, urosepsis and cerebrovascular accident (one reaction each)
are do nted, which are not mentioned in Table 15. The MAH is kindly requested to resolve these
discrepancies.

Otherwise, as far as assessable, no new important safety information is identified.

1.3.5. Findings from clinical trials and other sources

Completed clinical trials. The MAH states that during the reporting interval of this PSUR, no trials were
completed for COVID-19 vaccine (inactivated, adjuvanted, adsorbed).

Ongoing clinical trials. The MAH states that in the five ongoing clinical trials, 3,969 participants

PRAC PEUR assessment report
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received at least one dose of COVID-19 vaccine (inactivated, adjuvanted, adsorbed). Cumulatively, 50
serious adverse events were reported, of which only one was considered possibly related to the vaccine.
Cases of appendicitis (three participants), atrial fibrillation (two participants), osteoarthritis (two
participants), and tibial fracture (two participants) were reported more than once. One patient
experienced three episodes of atrial fibrillation, the first one two days after the first vaccination, the
second one 18 days after the first vaccination, and the third one 47 days after the second vaccination.
The reaction was classified as suspected unexpected serious adverse reaction (SUSAR) and possibly
related to the administration of COVID-19 vaccine (inactivated, adjuvanted, adsorbed).

In contradiction to what has just been stated, the MAH mentions another two out of five serious adverse
events in the standard dose group of the COV-BOOST study that were assessed by the investigator as
possibly related to COVID-19 vaccine (inactivated, adjuvanted, adsorbed) (Munro APS et al. Lané
2021;198(10318):2258-76, doi: 10.1016/S0140-6736(21)02717-3).

The MAH also refers to one preghancy of a participant and one partner pregnancy in the’@Ol-ZOl
study, as well as 39 pregnancies of study participants (29 in the VLA2001 group and i e AZD1222
group) and 13 partner pregnancies (10 in the VLA2001 group and 3 in the AZD1 p) in the
VLA2001-301 study. Three participants in the VLA2001 group had a miscarriagg%ast two of them in
the first trimester. Eight women delivered a full-term healthy baby, and one wo had a premature
birth with reduced infant growth. The MAH confirms that all pregnancies a wed up.

Long-term follow-up. According to the MAH, during the reporting i &al, there were no long-term
follow-up trials for COVID-19 vaccine (inactivated, adjuvanted, a ).

Other therapeutic use of medicinal product. The MAH st during the reporting interval,
COVID-19 vaccine (inactivated, adjuvanted, adsorbed) h@ een investigated for any other
therapeutic use(s).

New safety data related to fixed combinationﬁgpies. The MAH notes that no safety data related
to combination therapies with COVID-19 vaccig&('i ctivated, adjuvanted, adsorbed) became available
during the reporting interval. 0

Non-interventional studies. The MA that during the reporting interval, no non-interventional
studies for COVID-19 vaccine (inacti adjuvanted, adsorbed) were initiated, conducted, completed,

or reported. &

Other clinical trial/study so s. The MAH notes that during the reporting interval, no other studies
have been conducted wit ID-19 vaccine (inactivated, adjuvanted, adsorbed).

Non-clinical data. ording to the MAH, no non-clinical studies were initiated or ongoing involving
COVID-19 vaccipe (inaetivated, adjuvanted, adsorbed) in the reporting interval.

Literature. D he reporting interval of this PSUR, the MAH identified nine literature articles and
briefly s @ses them.
Lazar . report on the safety and immunogenicity of COVID-19 vaccine (inactivated, adjuvanted,

adsorbed) and present results of the phase 1/2 trial VLA2001-201 (Lazarus R et al. ] Infect
2022;85(3):306-17, doi: 10.1016/j.jinf.2022.06.009). Here, the most frequently reported solicited
injection site and systemic reactions were injection site tenderness (89 of 153 participants, 58.2%) and
headache (71 of 153 participants, 46.4%). As an adverse event of special interest (AESI) and therefore
per protocol definition serious adverse event, one participant developed chilblains four days after the first
vaccination.

Further, the MAH cites results of the interim analysis of the randomised phase 3 immunobridging trial
VLA2001-301 (Lazarus R et al. Lancet Infect Dis 2022; in press, doi: 10.1016/51473-3099(22)00502-3).
Any adverse event was reported in 963 participants (92.6%) of the open-label VLA2001 group (n =
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1,040; age 18-29 years), in 1,755 participants (88.8%) of the randomised VLA2001 group (n = 1,977;
age = 30 years), and in 976 participants (98.1%) of the ChAdOx1-S group (n = 995; age = 30 years). In
the safety population, up to day 43, serious adverse events were recorded in two (0.2%), six (0.3%) and
three (0.3%) participants, respectively. Until the interim analysis cut-off date (14 October 2021), seven
(0.7%), 14 (0.7%), and 10 (1.0%) participants experienced at least one unsolicited serious adverse
event.

Munro et al examined the safety and immunogenicity of different COVID-19 vaccines given as a third
(booster) dose after two doses of ChAdOx1 nCov-19 or BNT162b2 (Munro APS et al. Lancet
2021;198(10318):2258-76, doi: 10.1016/S0140-6736(21)02717-3). They found that “all study vaccines
boosted antibody and neutralising responses after ChAdOx1 nCov-19/ChAdOx1 nCov-19 initial ¢ e and

all except one [namely COVID-19 vaccine (inactivated, adjuvanted, adsorbed)] after @
BNT162b2/BNT162b2, with no safety concerns.” . %
The remaining six articles focus on other inactivated whole-virus COVID-19 vaccines x

immunogenicity, safety, efficacy, and use in special populations (children and a S W|th underlying
medical conditions, individuals infected with human immunodeficiency virus). ﬁ

Other periodic reports. The MAH refers to its monthly submitted summa y reports (SSRs).
During the reporting interval, this was SSR number 1, with the data Iock p 31 July 2022.

Rapporteur assessment comment: @

The information on serious adverse events should be coheren e the comment on section 1.3.4).
The MAH is therefore kindly invited to revise this section wi ard to the number and the assessment
of serious adverse events.

The follow-up of pregnancies in participants of cIin:é@ls is endorsed.

1.3.6. Lack of efficacy in controlé&linical trials

The MAH states that no new safety da rged that indicated a lack of efficacy with COVID-19 vaccine
(inactivated, adjuvanted, adsorbe{ clinical trials and from the review of published literature.

2. Signal and rﬁKQaluatlon

2.1. Summqr@&fety concerns

Importan;n\é(nﬁed risks No important risks have been identified.

Impo %‘)tential risks Vaccine-associated enhanced disease (VAED) including Vaccine-
associated enhanced respiratory disease (VAERD)

A 2
Missing information Use in pregnancy and while breast feeding
Use in immunocompromised patient
Use in patients with autoimmune or inflammatory disorders

Use in frail patients with unstable health conditions and comorbidities,
e.g. diabetes, chronic neurological disease, cardiovascular disorders,
chronic obstructive pulmonary disease (COPD)

Long-term safety data

Interaction with other vaccines

PRAC PEUR assessment report
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Table 1: Summary of safety concerns, EU risk management plan dated 21 June 2022 (PSUR p. 36, Table
12).

2.2, Signal evaluation

The MAH did not receive any new data relating to the above risks or missing information. It states that
during the reporting interval, no signals were identified that warranted an update to the product safety
specification for COVID-19 vaccine (inactivated, adjuvanted, adsorbed). Also, no signals were closed.

Rapporteur assessment comment:

No new data on potential risks or missing information is presented, no signals have been raised.

2.3. Evaluation of risks and safety topics under monitoring K\

The MAH notes that health authorities requested an evaluation of the safety to
angioedema, autoimmune disorders, cardiomyopathy, peripheral neuropathy, enstrual disorders
involving COVID-19 vaccine (inactivated, adjuvanted, adsorbed). Besides, H mentions fatal reports
and the experience in special patient populations as additional safety to ic%der monitoring. As no
ICSRs were received, these safety topics could not be further evalua

Further, the MAH queried its global vaccine safety database for A%:cluding those considered for
adjuvant CpG1018. However, it did not identify any ICSRs wi&Q!e preferred terms related to these

AESIs. \O

Rapporteur assessment comment: O

In consideration of the unchanged data situation a@he lack of new information, no further action is
considered warranted at this stage. o~

2.4. Characterisation of riské.0

management plan approved on June 2022. It notes that during the reporting interval, there were no
additional risk minimisati asures in place for COVID-19 vaccine (inactivated, adjuvanted, adsorbed),
and confirms that the eness of routine risk minimisation measures will be monitored through the

*

routine pharmacovie,K e activities.
* 3

The MAH refers to the presentag &);lmportant potential risks and missing information in the EU risk

Rapporteur as. wént comment:

The safe igerns remain unchanged.

3. Benefit evaluation

The MAH briefly summarises the results of the ongoing study VLA2001-301. In the first interim analysis,
immunogenicity of COVID-19 vaccine (inactivated, adjuvanted, adsorbed) was at least similar to the
comparator AZD1222. COVID-19 vaccine (inactivated, adjuvanted, adsorbed) demonstrated non-
inferiority in terms of seroconversion rates at day 43 and induced broad T-cell responses with antigen-
specific interferon-gamma producing T-cells. In the randomised participants = 30 years of age, COVID-19
cases occurred at a similar frequency and time after vaccination in the VLA2001 and AZD1222 groups.
After the second vaccine dose, 7.0% of the participants in the VLA2001 group tested COVID-19 positive,

PRAC PEUR assessment report
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with a median of 63.0 days after the second vaccination. In the AZD1222 group, 6.0% of the participants
tested positive, with a median of 76.5 days after the second vaccination. The MAH notes that in the group
of participants aged 18-29 years and treated with VLA2001, a higher humber of COVID-19 cases was
observed (8.4% of participants after the second vaccine dose, median 65.0 days from the second
vaccination). All COVID-19 cases were assessed as mild or moderate by the investigator, none as severe.
The MAH did not identify new safety information that could have an impact on the efficacy and
effectiveness of COVID-19 vaccine (inactivated, adjuvanted, adsorbed).

Rapporteur assessment comment:

There are no new data on efficacy that alters previous assessments, and which are described in the

approved product information. |

4. Benefit-risk balance O{\%

The present PSUR does not contain any new safety-relevant information. The b@lsk profile of
COVID-19 vaccine (inactivated, adjuvanted, adsorbed) for the approved mdu@ erefore remains

positive. (b'

5. Rapporteur request for supplementa @ formation

1. The data from Appendix 3 (PSUR pp. 80-81, Table 15 ings of all serious adverse events
from clinical trials, and PSUR pp. 82-85, Tables )%. summary tabulations of all serious adverse
reactions from clinical trials) are partially inco t, as is the description of serious adverse
events in PSUR section 1.3.5. The MAH is t e kindly asked for a clear and comprehensible
presentation of serious adverse events ob%@éd in clinical studies (see comments in the
respective sections).

6. MAH response to Re&st for supplementary information

We assume the Rapporteur re Q PSUR section 7.2 Ongoing clinical trials:

“Cumulatively, in Valneva 1 clinical program, 50 serious adverse events have been reported in
participants who receive 001 1 in study VLA2001-201, 32 in study VLA2001-301, and 17 in study
VLA2001-304. The rity of these serious adverse events were mild to moderate in intensity, and only
1 was considered possibly related to VLA2001.” “"With the exception of 1 case of “atrial fibrillation”, all
serious advers s are considered not “related” or “unlikely related” to the study vaccine.

The only: e@s adverse events that was “possibly related” to the study vaccine was a case of “atrial
fibrillatign{ reported in study VLA2001-304."

— Section 7.2. summarizes all SAE from start of clinical program, therefore differs from data shown
in Table 15, which shows SAE only for the reporting period (28-Feb-2022 to 27-Aug-2022).

— In table 15, we show SAE only for the reporting period. Please refer to tables 16-20 for summary
tabulations of SAE from Clinical Trials since start of the clinical program.

— Tables 16-20 were supposed to show “"Cumulative Summary Tabulations of All Serious Adverse
Reactions from Clinical Trials”, instead we have shown Serious Adverse Events. We apologize for
the misconception. Under the definition of “Serious Adverse Reactions = SAE considered at least

PRAC PEUR assessment report
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as possibly related to the medicinal product.” we have only 1 Serious Adverse Reaction (=SUSAR;
atrial fibrillation), see Table 21 below.

— Please find on the following pages corrected tables for Appendix 3: Line Listings and Cumulative
summary tabulations of all Serious Adverse Events from Clinical Trials. All data shown in the
following tables are cumulative data since start of the clinical program until data cut (27-Aug-
2022)

PRAC PEUR assessment report
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Table 16 Cumulative Summary Tabulation of All Serious Adverse Events from Clinical
Trial VLA2001-201.

System Organ Class
VLAZ001
Preferred Term
Injury; poisoning and procedural complications 1
Chilblains 1

Table 17 Cumnulative Summary Tabulation of All Serions Adverse Events from Clindeal
Trial VLAZ001-301.

Systam OGrgan Llass

Preferred Term

Blinded Brug Unknawn

Infections and infestations

&nal abhsoess

Snorectal infectiom 1 K
Appendicitis 2 O
Appandicitis perforatad 1 Q
Encephalitis viral 1 \

Mesentaric abscass

Post-acute DOWID-19 syndrome

Sulbcutanous abscess
“iral infection

[ I I )

Blood and lymphatic system disorders

Lymphadenitis

Mervous system disorders

Canda equing syadnome

Headadhe

Merve compression

Gla | o|la(ala|lapE| RS DR | Q)| Q) @ R

Seizure:
harachngid b hage
Thurnderciap headadhe o~
Cardiac disordars
Tachycardia 1
Eastrointectinal disorders &
y o] dis _ ] 1
imtestinal ostruction (vﬁ 1
Irritable howel syndrome n‘ o 1
Large intestine pobyp \ Y 1 1
FPancreatitis i 1
Pusculoskeletal and 1] 2
imtervertebral disc pmtl:us‘inf A il 1
Ostecarthritis N 1
Pregnancy, puerperium andypatinatal o 4
onditions
Abortion 5“@_ o L
Foe%‘ h%\ g 1
Fostal g restrbctiom ] 1
Premature delery [} i

=
¢

Injury; poisoning and procedural complications

FPost-procedural hemorrhage [} i

Tibka fracture e} i
Tral VEAZOOE 20 - Bddodescent Tnal

ot I

TOTAL i 301 Study a2
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Table 15 Cwnulative Suminary Tabulation of All Serions Adverse Events from Clnical

Trial- VLAZ001-304.

Juncoded)

Breast Cancer {uncoded)

Diveerticulitis funcoded)

Facial Celulitis funcoded}

Parotitis {uncoded)

Poorly differertiated sdenocarcinema
oesephagus (uncoded}

Senali bowe! ohetrwotion {uncoded}

Atrial fibrillation {uncoded}

Merwous system disonders

2

Lerebrovasoular accident

Hemiplegic migraine

Tramsient schaemic sttack

Infections and infestations:

Freumonia legioneliz

Urogepsis

Cardiae diserders

Agrial fibrillation

Gastrointestinal disorders

inguinal hermia

Injury, poisoning and procedural complications

[t I = I e I

Tibia fracture

s

Musculoskeletal and connective tissue disorders

Dstecarthritiz

Penal and urinary disordars

=

Ureterclithiasis

Table 19 Cumulative Summary Tabulation of All Serious Adv

from Clinical

Trial- VLA2001-207.

Trial MLAIODT 300

Mz BAEs reported

1

Table 20 Cumulative Summary Tabulation of S¢

BOOST Trial

ersr Ewents in the COV-

System Organ Class
Preferred Term

Lo BOOsT

VN
g

WLAZDOL

Half WA 2001

Heparobiliary disorders o &
Liver injury i

Cardiac disorders » )

.
Myocardial infarction

Simus msde dysug

revos oell carcimomma

=1 51 - o ]

= I ) I o Y o ) e

Reproductiv am and breast disorders

[

Breast cancer

Ranal and urinary disorders

Pyelocaliectasis

TOTAL

W e P e

[ ced I =T ]
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Cumulative Summary Tabulations of All Serious Adverse Reactions from
Clinical Trials for the entire clinical program until cut-off date 27-Ang-2022

Table 21: Berious Adverse Reactions from Valneva-Spensored Clinical Trials

Treatment Doze Diate of End Date T Duteome
Cronp Chuzet
VLAIOOT  |Past Ist 12-Sep- 13-Sep- Airial Recenvered!
dose 2021 2g21 fibrillahion | resolved

adverse event Sep 2022 Conmdered possibly related and classified s Suspected
Unexperted Senons Adverse Beaction in Tune 3022,

Table 21: Berious Adverse Reactions from the OOV -BOOST Trial
Study arm Site Dhayz to hledDFA | MledDBA Severity Serious Camsality 6
guset fromn | Preferved | Srstem adverse  |assessament
boast Term trder Class event fype @
VLA Unidwversity 28 Liver mpury | Hepeichilia Graded An Possible . 6
Heapital 5 impartant
Sonthiampt disorders medical \
on MHS FT event
Leads 19 Idyoeardial Cardiac Graded Haspitalisa | Possible O
Teaching mfaretion diserders fem
Haozpitals Q
NHS Trust \

Rapporteur assessment comment: Q\,)
It would be helpful if information on the time periods covered could &und in the headings or labels of
the respective tables. Table 15 (PSUR pp. 80-81) is titled "Line Li lé)of all Serious Adverse Events from
Clinical Trials" without any reference to the fact that only the r interval of the present PSUR is
covered. In contrast, the captions of Tables 16-20 contain %d cumulative". The MAH is kindly
asked to label the data in subsequent reports as clearly ambiguously as possible in order to avoid
misunderstandings and follow-up questions.

The headings of Tables 16-20 have now been revi?o reflect serious adverse events and not serious
adverse reactions from clinical trials. The codin@and numbers remained unchanged.

Issue resolved. N \\

7. Comments from I\Qﬁber States

No comments were receive&&‘nember states.
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Preduct: COVID-19 vaccine (inactivated,

adjuvanted, adsorbed) Period: 28-Feb-2022 to 27-Aug-2022

EXECUTIVE SUMMARY
Introduction

This is the first Periodic Safety Update Report (PSUR) for COVID-19 vaccine (inactivated,
adjuvanted, adsorbed) compiled for regulatory authorities which follows the International
Conference on Harmonisation E2C Harmonized Tripartite Guideline Periodic Be sk
Evaluation Report; EMA E2C guideline on periodic benefit-risk evaluation rf:Ro!%p EMA
Module VII Guideline on Good Pharmacovigilance Practices — Periodic safety up. ort; and
EMA Guideline on the Conduct of Pharmacovigilance for Vaccines for Pre- st-Exposure
Prophylaxis Against Infectious Diseases. This report summarises the safs received and
processed by Valneva Austria GmbH (herein referred to as Valneva) fr()& wide sources for

the reporting interval covering 28-Feb-2022 to 27-Aug-2022.

Bahrain, which is consider to be the International Birth D D) of COVID-19 vaccine

The periodicity of this PSUR is based on the Emergency Use gh(@;tion in the Kingdom of
(inactivated, adjuvanted, adsorbed), which is 28-Feb-2022. g

Medicinal Product OQ

COVID-19 vaccine (inactivated, adjuvanted, adserhed) is a purified, inactivated, and adjuvanted
whole virus SARS-CoV-2 vaccine grown on ells (African green monkey cells).

COVID-19 vaccine (inactivated, adjuvan dsorbed) induces severe acute respiratory syndrome
coronavirus 2 (SARS-CoV-2) neutralisi tibodies, as well as cellular immune responses (Th1)
directed against the spike and othe e proteins, which may contribute to protection against
Coronavirus Disease (COVID-19)\Uging this vaccine, the cellular immune response is thus not
limited to the S-protein but al cted against other SARS-CoV-2 surface antigens. No data on
induction of humoral i Kesponses directed against SARS-CoV-2 antigens other than S-
protein are available in umg

COVID-19 vaccine @tlva‘ced, adjuvanted, adsorbed) is indicated for active immunisation to
prevent COVID* sed by SARS-CoV-2 in individuals 18 to 50 years of age.

COVID-19 \’/ng'ﬁe (inactivated, adjuvanted, adsorbed) is supplied in a multi-dose vial which
%v

contains 1 of 0.5 mL, 1 dose (0.5 mL) contains 33 Antigen Units (AU) of inactivated SARS-
CoV-, ailable in as suspension for injection (injection). The injection is white to off-white
sugpension (pH 7.5 + 0.5) and is administered intramuscularly as a course of 2 doses of 0.5 mL
eac e second dose should be administered 28 days after the first dose. The preferred site is the

deltoid muscle of the upper arm (preferably the non-dominant arm).

Further details on the therapeutic class(es), mechanism of action, indications, pharmaceutical
form(s), route(s) of administration and instructions for use are presented in the SmPC, effective
date: 25-Jul-2022.

CONFIDENTIAL
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Preduct: COVID-19 vaccine (inactivated,
adjuvanted, adsorbed)

Period: 28-Feb-2022 to 27-Aug-2022

Worldwide Marketing Authorisation Status

The first Emergency Use Authorisation for COVID-19 vaccine (inactivated, adjuvanted, adsorbed)
was granted in the Kingdom of Bahrain, which is considered to be the international birth date i.e.
28-Feb-2022. COVID-19 vaccine (inactivated, adjuvanted, adsorbed) is currently authorised in 4
countries and marketed in 1 country (the Kingdom of Bahrain) and 1 region (European {nion
[EU]). Approval has been granted in the following countries: Kingdom of Bahrain (E ncy

Use Authorisation), EU (Centralised), United Arab Emirates (Emergency Use Auth@ n), and
United Kingdom (Conditional Marketing Authorisation). K

Update of Regulatory Authority or Marketing Authorisation Holder @ : aken for
Safety Reasons 0

During the reporting interval, there were no actions taken for safe{r&ns.

Changes to Reference Safety Information @
The COVID-19 vaccine (inactivated, adjuvanted, adsor grence Safety Information in effect
during the reporting interval was the Summary of t Characteristics (SmPC), dated 25 Jul

2022.
O

During the reporting interval, an update relat@b a shelf life extension of 3 months was made.
However, this change has no effect on sa

Therefore, no safety related chang N@e SmPC were made during the reporting interval.
Summary of Clinical Trials KO

During the reporting interv: ere were 5 ongoing clinical trials with VLA2001, 1 Phase 1/2 trial
(VLA2001-201), 1 2/3 trial (VLA2001-307), 2 Phase 3 trials (VLA2001-301 and
VLA2001-304), ‘aQ ase 2 trial (COV BOOST). Further details of the ongoing clinical trials

are presented ir@g ion 7.2.
>

During the @fﬁng interval, there were no completed clinical trials.
Clini rial Exposure

Cumulatively, a total of 3.969 subjects received COVID-19 vaccine (inactivated, adjuvanted,
adsorbed) in 5 ongoing clinical trials.

CONFIDENTIAL
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Prpduct: COVID-19 vaccine (inactivated, Period: 28-Feb-2022 to 27-Aug-2022
adjuvanted, adsorbed)

Post-Authorisation Exposure

During the reporting interval, a total of 562.400 COVID-19 vaccine (inactivated, adjuvanted,
adsorbed) doses were distributed in Kingdom of Bahrain and EU region.

Overview of Individual Case Safety Reports (ICSRs) 6

During the reporting interval and cumulatively, there were no ICSRs received. | %Q
Overview Summary of the Adverse Events of Special Interest (AESIs) é\

During this reporting interval and cumulatively, all ICSRs in the global V@safety database
were queried for AESIs. However, no ICSRs with MedDRA preferred tg@ elated to the list of
AESIs were identified (refer to Appendix 8).

Overview of Signals: New, Ongoing, or Closed é

During the reporting interval, there were no signals idﬁ@nhat warranted an update to the
product safety specification for COVID-19 vaccine m@ ted, adjuvanted, adsorbed).

Summary Evaluation of Important Risks and Bv Information

During the reporting interval and cumulat'gQIEI,Qo new information pertaining to important risks
was identified.

Safety Topics for Routine monit@

During this reporting interval umulatively, all ICSRs in the global Vaccine safety database
were queried for the follo safety topics:

Fatal reports
Experiencg¥in Special Patients Populations

Hypars@ vity
ma

eripheral neuropathy
e Menstrual Disorders

Further evaluation of these safety topics were discussed in Section 15.2.2.

CONFIDENTIAL
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Preduct: COVID-19 vaccine (inactivated,

adjuvanted, adsorbed) Period: 28-Feb-2022 to 27-Aug-2022

Overall Benefit-Risk Analysis Evaluation

The benefit of the COVID-19 Vaccine (inactivated, adjuvanted, adsorbed) Valneva have been seen
in VLA2001-201 and VLA2001-301 clinical studies, which are summarised in section 17.1.

whole virus vaccines have also shown excellent safety profile in the past. Additio he
technological platform for developing inactivated vaccines has the advantage of rapjd ng up
production in pandemic situation using well-established infrastructure and method. \

The risk associated with inactivated virus vaccines are considered low, further several inactivated

The benefit-risk profile of COVID-19 vaccine (inactivated, adjuvanted, adsor] @vhich has been
established across the clinical development program remains unchanged a itive from the date
of first marketing authorisation. No new information has become availahle regards to AESISs,
serious AFEs, fatal cases, new/ongoing/closed signals or safety concen% from cumulative and
interval data.

S
Conclusion @

In conclusion, the overall evaluation of the safe om the use of COVID-19 vaccine
(inactivated, adjuvanted, adsorbed) during the repo terval, and cumulatively, confirms the

product’s safety and tolerability. O

The benefit-risk profile of COVID 19 ¥accine (inactivated, adjuvanted, adsorbed) remains
positive and has not changed since its fir, keting approval on 28-Feb-2022.

CONFIDENTIAL
Page 7 of 107



PSUR [Valneva]

Preduct: COVID-19 vaccine (inactivated,
adjuvanted, adsorbed)

Period: 28-Feb-2022 to 27-Aug-2022

TABLE OF CONTENTS
Executive Summary 4
Table of Contents 8
List of Abbreviations 612
1  Introduction LR 14
J
2 Worldwide Marketing Authorisation Status M G,_.) 15
3  Actions Taken in the Reporting Interval for Safety Reasons C\} 15
4  Changes to Reference Safety Information 5& 15
S  Estimated Exposure and use patterns 0 15
5.1  Cumulative Subject Exposure in Clinical Trials.........,... @ .................................. 15
5.2  Interval and Cumulative Estimated Exposure Dat@ Post-Authorisation
EXPErience. .....coueeeeieeeeeeeeeeeee e ceeeneeeeneaanas Q ................................................ 19
6  Data in Summary Tabulations Q 20
6.1  Reference Informafion ..........ceeveeeeenn O ........................................................... 20
6.2 S(I)Jmulative Summary Tabulations c@riaus Adverse Events from Clinical Trials
6.3  Cumulative and Interval S ary Tabulations from Post-Authorisation Data.......20
7  Summaries of Significant SafetywNismdings from Clinical Trials During the Reporting
Interval 20
7.1 Completed Clinic 21 ST PUSUURSUSP 20
7.2 Ongoing Clini TALS .. creeererer e er e rctn e te e cner s n e n et e en e n e s ne s a e ene e 21
7.3 Long—Ten\i) .............................................................................................. 23
7.4  Other T}%p utic Use of Medicinal Product ........ccoceveeerriiniesinnesneecceencnene s 23
7.5 Ne @ty Data Related to Fixed Combination Therapies .......cc.coccevervreercincrcccnne. 23
Findix} Gﬁm Noo-Interventional Studies 2
In@on from Other Clinical Trials and Sources 23
& Other Clinical TTials.......voiiiiiciiercecece et ae s 23
. VaccINation BITOTS ..c.ciiiciieirresreineiacsesesennesneseneeaesesesennenmneseneneasseseneassensnessnsnensns 23
16  Non-clinical data 23
11 Literature 24
12 Other Periodic Reports 28
13 Lack of Efficacy in Controlled Clinical Trials 28
14 Late-Breaking Information 28

CONFIDENTIAL
Page 8 of 107




PSUR

[Valneva]

Preduct: COVID-19 vaccine (inactivated,
adjuvanted, adsorbed)

Period: 28-Feb-2022 to 27-Aug-2022

15  Overview of Signals: New, Ongoing, or Closed 28

15.1 Validated Signals During the Reporting Interval.......c.ccoccvevvivcecirnrccninrenceccrinncnnen 28

15.2 Request for Evaluation of Safety Topic(s) from a Regulatory Authority(ies).......... 29
15.2.1 Adverse Events of Special Interest (AESI) and Observed to Expected

(O/E) ADALYSIS cv.vorveoeereieeiseereseesesesasesraseesssssssssassssssssasssesasssasens 629

15.2.2  Additional safety topics for MONItOrINg......cccvevveevecrerrensrcorsercvernnes @ ..... 31

15.2.2.1  Fatal REPOILS «...cevvereeeerieneresvessesrsssessssrsasenns 9.% ......... 31

15.2.2.2 Experience in Special Patients Populations....... {‘\ ............. 32

15.2.2.3  Hypersensitivity ...coeeveecerveeoreenseeseeesersenns . O ................... 33

15224  Angioedema.......coeveereeivenerneenrenreennns 5& ....................... 33

15.2.2.5 Autoimmune disorders........ccoeeueuene, 0 .............................. 33

15.2.2.6 Cardiomyopathy.......ccoervvvnnrcvegenn @ .................................. 34

15.2.2.7 Peripheral neuropathy ........... @K .......................................... 34

15.2.2.8 Menstrual disorders.......... % ................................................ 35

16 Signal and Risk Evaluation (‘\ 35

16.1  Summary of Safety CONCEINS ...oivvviveeee e AT ettt eres s esiecsaesseessseesrnesraeess 35

16.2  Signal Evaluation .......cceevnrenvoe B eeniriieneiienienienrecoesensesiesssessresssmsosneses 36

16.3  Evaluation of Risks and New Lni@ation ................................................................ 36

@Q)

16.3.1.1 Vagc ssociated enhanced disease (VAED) including
% e-associated enhanced respiratory disease (VAERD) ..37
0

n on Important Identified Risks......cccocoevvvvrvecvecncencncnnnnn. 37

16.3.1 New foormat@poﬁant Potential RisKS.......ccocevveivvenvencrennennernnnns 37

16.3.4 % Information on Other Identified Risks Not Categorised as Important:

................................................................................................................... 38
A .’.QU 38

pdate on Missing Information .........c.eeeeeveiiiiinccnsiceeeereenr e
\ 16.3.5.1 Use in Pregnancy and While Breastfeeding.........c.cccceveerennene. 38
16.3.5.2 Use in Immunocompromised Patients ......c...ccoecevvenirecineiennens 39

16.3.5.3  Use in patients with autoimmune or inflammatory disorders..39

16.3.5.4 Use in frail patients with unstable health conditions and
comorbidities, e.g. diabetes, chronic neurological disease,
cardiovascular disorders, chronic obstructive pulmonary

disease (COPD)....eoiviiviiicie et cee s stn s en e 40

16.3.5.5 Long-Term Safety.....ccccccvvvivririmrninrereiceneneneseceseeseeseseseseeess 41

16.3.5.6 Interaction with Other VacCines ...cocvvvevevererereveveveeeeeeereeeeeeone 41

16.4 Characterisation OT RUSKS ...viviiiiiiiieiiieiiiiiereeeteteeeteeetesetesesesesesesesesesesesosesesesosesososososone 42
CONFIDENTIAL

Page 9 of 107




PSUR [Valneva]

Prpduct: COVID-19 vaccine (inactivated, Period: 28-Feb-2022 to 27-Aug-2022
adjuvanted, adsorbed)

16.5 Effectiveness of Risk Minimisation (if applicable) .......cocevrevvervvervveneerernrerssceveeneens 42
17 Benefit Evaluation 42
17.1  Important Baseline Efficacy/Effectiveness Information.........cccevvevuevreecmerercrenerenens 42
17.2  Newly Identified Information on Efficacy/Effectiveness ..........ccceverererercrencrcuensgonans 45
17.3  Characterisation of Benefits.......ccocveverereverurrerreseroresererereneresarssesneserasesesesesaseses 645
18 Integrated Benefit-Risk Analysis for Authorized Indications - Q) ..... 45
18.1 Benefit-Risk Context-Medical Need and Important Alternatives........ K\% .......... 45
18.2 Benefit-Risk Analysis Evaluation..........coeccvveevrvereerersrcrnercvenneruenes Q ................... 46
19 Conclusion 5@ 46
Appendix 1:  COVID-19 vaccine (inactivated, adjuvanted, a ) SmPC; Effective
Date: 25-Jul-2022.....ocooiiiiiiircinirinircnnnrcncrenceencrcnencnsgeres fghorenarereneneneerenercsenancnanenes 48
Appendix 2: Worldwide Marketing Authorisation Sta K .......................................... 78
Appendix 3: Line Listings and Cumulative Summ ulations of all Serious
Adverse Events from Clinical Trials............ NG o orververienvenenineiieieeienseniessennes 80
Appendix 4:  Cumulative and Interval S bulation of serious and non-serious
PT from Post-Authorisation Data SOurceL\, .............................................................. 86
Appendix 5: Summary of Safety Si @aw, Ongoing, or Closed During the
Reporting INterval .....c.ooveveieeee s e ettt sn e s s s s sessssn e ssne s nasennnes 87

Appendix 6: Listing of all Inte sfiq'pnal Trials with the Primary Aim of Identifying,
Characterising, or Quanﬁé@a Safety Hazard or Confirming the Safety Profile of

COVID-19 vaccine (ipaghivated, adjuvanted, adsorbed) .....cccvecvvvevrvrvvvnvcivnienvecnnns 88
Appendix 7: Listing o H-Sponsored Non-Interventional Trials with the Primary
Aim of Identifyh%f aracterising, or Quantifying a Safety Hazard or Confirming
the Safety Pr of COVID-19 vaccine (inactivated, adjuvanted, adsorbed); or
Measurin \&e ectiveness of Risk Management Measures .........cocceveereereeenennnen. 95
Appendix 8: @mh Strategy for AESI....ooooiiriiieeee et 96
Appendix 9 %earch Strategy/Methodology for Safety Topics for Monitoring............ 101
Appe @ List of Sources of Information Used to Prepare the PSUR .......ccccoevvvinnen. 103

List es
Tab¥ ¥ Summary of Estimated Cumulative Exposure in Adult Subjects up to and including

ANGUSE 27, 2022 c.oeeesieeeietectentectenene sttt st sn ettt b e srn e nnnens 15
Table 2: Estimated Cumulative Exposure in Adolescent Subjects by Gender.........covvvevevcrvnennnen 16
Table 3: Cumulative Participant Exposure to VILA2001 by Age and Gender - Trial VLA2001-
201 ettt st et r e b et ekt sn e e s nere s s eansesanenanarens 16
Table 4: Cumulative Participant Exposure to VLAZ2001 by Race and Gender - Trial VLA2001-
201t rteeneteenenesoee e st st et ettt as et e s e s eneren s esannsnanenananens 16
CONFIDENTIAL

Page 10 of 107



PSUR [Valneva]

Preduct: COVID-19 vaccine (inactivated,
adjuvanted, adsorbed)

Period: 28-Feb-2022 to 27-Aug-2022

Table 5: Cumulative Participant Exposure to VLA2001 by Age and Gender - Trial VLA2001-

5 L) OO OO OO UT SO STORRTOO 17
Table 6: Cumulative Participant Exposure to VLA2001 by Race and Gender - Trial VLA2001-

5 L) OO OO OO UT SO STORRTOO 17
Table 7: Cumulative Participant Exposure to VLA2001 by Age and Gender - Trial VLA200%

B0ttt ettt en et a e et e s s e sa e s e se e ennesnntanaranans 18
Table 8: Cumulative Participant Exposure to VLA2001 by Race and Gender - Trial 01-

B0 seeeeeeeeeeeeeeeeseeseeseees e eeoeeeeesssessesenee oo eeeeeeee .K\ ,,,,,,,,,,,,, 18

Table 9: Cumulative Subject Exposure to COVID-19 Vaccine (inactivated,%@\ted adsorbed)

in the COV-BOOST Trial by Age and Gender.........,.,.,.,.,.,3& .......................... 18
Table 10: Interval Actual Exposure Data (Administered and Distribut Post-

Authorisation Experience Presented by Region / Countfyl.......ccccevvevveveenrvncnennns 19
Table 11: Periodic SSRs submitted to Health Authorities ... . ccvevrereeerrrererrrererrrenunsrenunes 28
Table 12: Summary of Safety Concerns ......coccocevcncec o Rerieceinninieccrcne e 36
Table 13: Positive reported COVID-19 cases after vaccimgdtjon by treatment and age group and

time of occurrence (safety population v VLA2001-301) .oovvrvereecenevienene 44
Table 14: Worldwide Marketing Authorisat@tatus .......................................................... 78
Table 15: Line Listings of all Serious AdvgrseWgvents from Clinical Trials.....cccocovcvicecicnancnenas 80

Table 16 Cumulative Summary Tabulati@ All Serious Adverse Reactions from Clinical Trial-

VLM001-201.....,.E.0 ..................................................................................... 82

Table 17 Cumulative Summary ion of All Serious Adverse Reactions from Clinical Trial-

\/*LA?,()(H-BOIKr | £ B T2 SRR 82
Table 18 Cumulative S abulation of All Serious Adverse Reactions from Clinical Trial-
VLA20 DN e e oo e oo nene e st s e nenenenenenenenenenenenenenenene 83

Table 19 Cumulat; ary Tabulation of All Serious Adverse Reactions from Clinical Trial-

Table,2 Ongoing Clinical Trials......coevieereciiiiiriernre oo seene 88
T ’ Search Strategy for AESL.......cooiiiiiiiciiiice et seee e 96
Table 23: Search Strategy/Methodology for Safety Topics for Monitoring .......c.cceeeeererenen. 101

CONFIDENTIAL
Page 11 of 107



PSUR

[Valneva]

Preduct: COVID-19 vaccine (inactivated,

adjuvanted, adsorbed)

Period: 28-Feb-2022 to 27-Aug-2022

LIST OF ABBREVIATIONS
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Acrenym Abbreviation Definition
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adjuvanted, adsorbed)

1 INTRODUCTION

This is the first periodic safety update report (PSUR) for Coronavirus Disease (COVID-19)
vaccine (inactivated, adjuvanted, adsorbed) compiled for regulatory authorities which follows the
International Conference on Harmonisation E2C (R2) Harmonized Tripartite Guideline Perlodlc
Benefit-Risk Evaluation Report ; European Medicines Agency (EMA) E2C guideline on p
benefit-risk evaluation report; the EMA Module VII Guideline on Good Pharmac
Practices — Periodic safety update report; and EMA Guideline on the
Pharmacovigilance for Vaccines for Pre- and Post-Exposure Prophylaxis Agai fectious
Diseases. This PSUR summaries the safety data received and processed by Valn
(herein referred to as Valneva) from worldwide sources for the repo 1
28-Feb-2022 to 27-Aug-2022.

The periodicity of this PSUR is based on the Emergency Use Auth %n in the Kingdom of
Bahrain, which is consider to be the International Birth DatedIBD) of COVID-19 vaccine
(inactivated, adjuvanted, adsorbed), which is 28-Feb-2022. @

COVID-19 vaccine (inactivated, adjuvanted, adsorbed) i %ed, inactivated, and adjuvanted
whole virus SARS-CoV-2 vaccine grown on Vero ll@ ican green monkey cells).

coronavirus 2 (SARS-CoV-2) neutralising anti s, as well as cellular immune responses (Th1)
directed against the spike and other surfade proteins, which may contribute to protection against
Coronavirus Disease (COVID-19). Using thi§ vaccine, the cellular immune response is thus not
limited to the S-protein but also dire c@gainst other SARS-CoV-2 surface antigens. No data on
induction of humoral immune rees directed against SARS-CoV-2 antigens other than S-
protein are available in human;

COVID-19 vaccine (inactivated, adjuvanted, wd) induces severe acute respiratory syndrome

COVID-19 vaccine (1 ct g adjuvanted, adsorbed) is indicated for active immunisation to
prevent COVID-19 ca ARS-CoV-2 in individuals 18 to 50 years of age.

Pharmacotherapt@woup Viral vaccines, other viral vaccines.

*
COVID-19 ﬁggﬁe (inactivated, adjuvanted, adsorbed) is supplied in a multi-dose vial which
contains es of 0.5 mL, 1 dose (0.5 mL) contains 33 Antigen Units (AU) of inactivated SARS-

CoV available as suspension for injection (injection). The injection is white to off-white
su@n (pH 7.5 £ 0.5) and is administered intramuscularly as a course of 2 doses of 0.5 mL
each."The second dose should be administered 28 days after the first dose. The preferred site is the
deltoid muscle of the upper arm (preferably the non-dominant arm).

Further details on the therapeutic class(es), mechanism of action, indications, pharmaceutical
form(s), route(s) of administration and instructions for use are presented in the Summary of
Product Characteristics (SmPC), effective date: 25-Jul-2022 (refer to Appendix 1).
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2 WORLDWIDE MARKETING AUTHORISATION STATUS

COVID-19 vaccine (inactivated, adjuvanted, adsorbed) is currently authorised in various regions
for the active immunisation to prevent COVID-19 caused by SARS-CoV-2 in individuals 18 to
50 years of age. The first Emergency Use Authorisation for COVID-19 vaccine (inactivated,
adjuvanted, adsorbed) was granted in the Kingdom of Bahrain, which is considered to be t
i.e. 28-Feb-2022. COVID-19 vaccine (inactivated, adjuvanted, adsorbed) is currently
in 4 countries/regions and marketed in 1 country ((the Kingdom of Bahrain)e region
(European Union [EU]). Approval has been granted in the following countries; Kingdom of
Bahrain (Emergency Use Authorisation), EU (Centralised), United Arab E @s (Emergency
Use Authorisation), and United Kingdom (UK) (Conditional Marketing A@ation).

sed

Cumulative information on the market authorisation in all countrie@s, trade name(s), are
presented in Appendix 2.

3 ACTIONS TAKEN IN THE REPORTING INTERYV. R SAFETY REASONS

During the reporting interval, there were no actions t Qsa ety reasons.
4 CHANGES TO REFERENCE SAFETY IgO\MATION

The COVID-19 vaccine (inactivated, adjuvant@dsorbed) Reference Safety Information in effect

during the reporting interval was the ary of Product Characteristics (SmPC), dated
25-Jul-2022.
During the reporting interval, an e related to a shelf life extension of 3 months was made.

However, this change has no effecfion safety.

Therefore, no safety re teﬂ%nges to the SmPC were made during the reporting interval.
5 ESTIMAT]‘E]@ SURE AND USE PATTERNS

5.1 Cumul@ubject Exposure in Clinical Trials

A cumu@ otal number of 3.969 subjects were treated with VLA2001 in 5 ongoing clinical
trial .

)
Table'l: Summary of Estimated Cumulative Exposure in Adult Subjects up to and including August
27,2022

. Estimated Total Number of Participants
St“dY(T“a') Exposed (218 years of age)

VLA2001-201 VLA2001 153

VLA2001-301 (Adult Part) VLA2001 3.017

VLA2001-304 VLA2001 306
CONFIDENTIAL
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Period: 28-Feb-2022 to 27-Aug-2022

. Estimated Total Number of Participants
ut Exposed (218 years of age)

VLA2001-307 VLA2001 53
COV-BOOST VLA2001 440
TOTAL VLA2001 3.969 E
Table 2: Estimated Cumulative Exposure in Adolescent Subjects by Gender (/

VLA2001-301
(Adolescent Part)

18-29 27 33 60

30-55 56 ON 37 93

Total 8 % 70 153
N4

-. Number of Participants

White/White European 144
Mixed ‘( 3 1 4
( A J
Other ~ 1
Asian NV 0 1 1
T&&)‘ 83 70 153
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Trial VLA2001-3601

Table 5: Cumulative Participant Exposure to VLA2001 by Age and Gender - Trial VLA20061-301
Adult Trial

Number of Participants

18-29 1. 04@
30-55 1.121 834 3 + 1058
>56 14 5 0 R
A 2
Total 1.690 1.322 5 RO

Adolescent Trial

Age Range (years) Number of Participants _
 wwe | penme | vhendd) | tom |
10 11 21

>12t0<18

Total 10 11 g‘(@ ) 21
Table 6: Cumulative Participant Exposure to VLLA2001 @e and Gender - Trial VLLA2001-
301

Adult Trial

‘:- ber of Participants

White/White European 1.577 \ 1,218 2.800
Mixed 320\ 45 0 77
Asian AN 30 0 77
Black W 9 0 27
Other R Q‘ 9 10 0 19
Chinese N 8 0 13
Hlspamc A® 2 2 0 4
Total -\ 1.690 1.322 5 3.017
~ Number of Participants
WGroup Male Female Diverse Total
N White 9 10 0 19
7 Mixed 1 1 0 2
Total 10 11 0 21
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Trial VLA2001-304

Table 7: Cumulative Participant Exposure to VLA2001 by Age and Gender - Trial VLA2001-304

Number of Participants
Age Range (years)

e e

>56 146 160 306

Total 146 160 306 4@

Table 8: Cumulative Participant Exposure to VLLA2001 by Race and Gender - Tri h‘ | 001-304

Number of Partici ' &

European 1 39
Maori 8 Al 19
Other 4 e}c 10
Asian 1 & 4 5
Native Hawaiian or Other Pacific Islander 1 0 1
Total s ()" 160 306
N

Trial VLLA2001-307 QO

In study 307, 53 participants have re
27-Aug-2022. Since recruiting has s

a VLA2001 booster dose up to and including
nly recently, and data have not been cleaned yet, no

data for trial VLA2001-307 is pr d here. However, no serious adverse events have been
reported within the reporting pefiot
COV-BOOST Trial Q

Table 9: Cumulative ct Exposure to COVID-19 Vaccine (inactivated, adjuvanted adsorbed) in
; Age and Gender

Half-dose Half-dose
VLA2001 Vfl‘__“_‘fl‘:;“ VLA2001
n—111 =110
ean (SD) 64.4 (15.3) 64.0 (14.9) 60.9 (18.1) 62.4 (16.7)
Median 71.8 71.0 61.2 62.0
<70 years, n (%) 51 (46.8) 51 (45.9) 63 (57.3) 61 (55.5)
>70 years, n (%) 58 (53.2) 60 (54.1) 47 (42.7) 49 (44.5)
Gender
Female 50 (45.9) 54 (48.6) 59 (53.6) 49 (44.5)
CONFIDENTIAL
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Prime with Oxford-AstraZeneca Prime with Plizer-BioNtech

VLA VLAZOD! vLAZOD! vLAZOD:
Characteristics n=111
|
White 100 (91.7) 107 (96.4) 99 (90.0) 102 (@
Black 2(1.8) 1(0.9) 2(1.8) *
Asian 5 (4.6) 2(1.8) 7(6.4) PRRE
Mixed 0 0 1(0.9) \<\§J 2(1.8)
Other 1(0.9) 0 10090 AW 0
Not given 1(0.9) 0 0, N\) 0
{
o
5.2 Imterval and Cumulative Estimated Exposure Data fr@ast-Authorisation
Experience
During the reporting interval and cumulatively, a total 400 COVID-19 vaccine (inactivated,

adjuvanted, adsorbed) doses were distributed in Kin of Bahrain and EU region.

Table 10: Interval Actual Exposure Data (Admi Qed and Distributed) from Post-Authorisation
Experience Presented by Region / Country

Region / Country Totdl DoSes Administered® Total Doses Distributed”

Imterval

Kingdom of Bahrain Ab. Not available | 200.000
EU ¢

Austria Q\ Not available 74.400
Denmark N\ Not available 38.400
Germany ‘O Not available 249.600
Total (EU Counﬁ Not available 362.400
Total ’\U‘ Not available 562.400
2 Data preset@s\recorded.

Abbr ia@ efer to Abbreviations Table
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6 DATAINSUMMARY TABULATIONS
6.1 Reference Information

The Medical Dictionary for Regulatory activities (MedDRA) version 25.0 was the coding
dictionary utilised for the presentation of adverse events/adverse drug reactions. The s
tabulation report is organised by System Organ Class and Preferred Term (PT) in inte
agreed order which summarises each adverse event coincident with COVID
(inactivated, adjuvanted, adsorbed) rather than with each individual case safety re
The summary tabulation is generated from a dynamic global safety database w
time as ICSRs are updated and reflects the most current data available
generated. As a single ICSR may contain both serious and nonserious or both listed and
unlisted adverse events, an ICSR may be presented in more than 1 ca under each source.
Therefore, the sum of the total number of adverse events across som%anay exceed the number
of unique ICSRs that exist overall. &

(ICSR).
anges over
e that it was

Follow-up attempts (defined as phone calls, letters, questionrﬁ have been made by Valneva to
request follow-up information and / or medical confi i the ICSRs. The data included
within this report represent the most complete ICS tion available at the time of analysis.

6.2 Cumulative Summary Tabulations of Se@s Adverse Events from Clinical Trials

A cumulative summary tabulation of e&s adverse events from Company-sponsored
interventional CTs is provided in Appen@o

6.3 Cumulative and Interval S ry Tabulations from Post-Authorisation Data

cumulative and interval s tabulation of adverse drug reactions (serious and nonserious) i.e.
Appendix 4 is not appll%\b ;

7 SUMMA IGNIFICANT SAFETY FINDINGS FROM CLINICAL TRIALS
DURING REPORTING INTERVAL

During the reporting interva;Q cumulatively, there were no ICSRs received. Therefore, a
le

A list of arketing Authorisation Holder (MAH) sponsored post-marketing interventional

trials he primary aim of identifying, characterising, or quantifying a safety hazard, or
co@g the safety profile of the medicinal product that were completed or ongoing during the
reporting interval are summarised in Appendix 6.

7.1 Completed Clinical Trials

During the reporting interval, there were no completed CTs for COVID-19 vaccine (inactivated,
adjuvanted, adsorbed).

CONFIDENTIAL
Page 20 of 107



PSUR [Valneva]

Preduct: COVID-19 vaccine (inactivated,
adjuvanted, adsorbed)

Period: 28-Feb-2022 to 27-Aug-2022

7.2 Ongoing Clinical Trials

During the reporting interval, there were 5 ongoing CTs with VLA2001, 1 Phase 1/2 trial
(VLA2001-201), 1 Phase 2/3 trial (VLA2001-307), 2 Phase 3 trials (VLA2001-301 and
VLA2001-304), and 1 Phase 2 trial (COV-BOOST). Summary information for the trials can be
found in Table 21 or Appendix 6.

A total of 4.985healthy or medically stable participants had been enrolled in VLA2 as of
the of the cut-off date for this report (27-Aug-2022), of which 3.969 participants ha eived at
least 1 dose of VLA2001. In the COV-BOOST trial, 109 participants received () 1,and 111
participants received a half-dose of VLA2001 as a booster afte ccmatlons of
Oxford-AstraZeneca. In addition, 110 participants received VLA2001 110 participants
received a half-dose of VLLA2001 as a booster after 2 vaccinations of PfizensBioNtech.

Cumulatively, in Valneva’s VLA2001 clinical program, 50 seri us%verse events have been
reported in participants who received VLA2001: 1 in s I.1§7LA2001-201, 32 in study
VLA2001-301, and 17 in study VLA2001-304. The majori se serious adverse events were
mild to moderate in intensity, and only 1 was considered related to VLA2001.

Only few serious adverse events were reported by m@an 1 participant:

Appendicitis, reported by 3 participanﬁ@dy VLA2001-301
Atrial fibrillation, reported by 2 pacticipants in study VLA2001-304

e Osteoarthritis, reported by 1 parti t in study VLLA2001-301 and 1 participant in study
VLA2001-304,

e Tibia fracture, reported by cipant in study VLA2001-301 and 1 participant in study
VLA2001-304. O

With the exception of 1 casg atrial fibrillation”, all serious adverse events are considered not
“related” or “unlikely r\\te to the study vaccine.

The only serlous e events that was “possibly related” to the study vaccine was a case of
“atrial ﬁbnllgthJ ported in study VLA2001-304. The participant had experienced 3 episodes
of atrial fi during the study, the first on 27-28-Aug-2021 (2 days after the 1st study
Vaccinat@hlch was reported as adverse events. The second episode on 12-13-Sep-2021, led
to ovi hospital admission and was therefore reported as serious adverse events but classified
as @ved. The participant received the 2nd study vaccination on 7-Oct-2021, and experienced
worsening atrial fibrillation on 23-24-Nov-2021. This was reported to the study site only in June
2022, and the serious adverse events was then classified as suspected unexpected serious adverse
reaction considering the repeated episodes.

As of the cut-off date for this PSUR and per the report in Munro et al, 2021 !, 5 serious adverse
events in the VLA2001 group (2 of which were considered possibly related to VLA2001 by the
investigator) and 1 in the half dose VLA2001 group were reported in the COV-BOOST study.
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Appendix 3: represents a cumulative list of serious adverse events organised by System Organ
Class/PTs that have been reported during clinical trials of VLA2001, from study initiation up to
the cut-off date of 27-Aug-2022, for this reporting interval.

One participant (Trial VLA2001 201) withdrew consent due to a non-serious adverse events not
related to VLA2001 (COVID-19). Two participants in Trial VLA2001-301 withdrew conseit due
to non-serious adverse events (hypercalcaemia and worsening of anxiety) not related to 'V, 1.

Cases with a Fatal Outcome

. \%
No participants died as the result of serious adverse events reported in clini%@ during the

reporting interval. \

Pregnancy and Lactation @9

In Trial VLA2001-201, there was 1 participant pregnancy an&artner pregnancy during the
reporting period among participants who received VLA200 participants continued with
study visits. In Trial VLA2001-301, the total number of p ies reported up to 27-Aug-2022,
is 52: 39 pregnancies were observed in study partici nd 13 participants have reported a

partner pregnancy. Of the pregnancies in participan\ ccurred in the VLA2001 group and 10
in the AZD1222 group.

One woman in the VLA2001 group, 1st Vac’@tion on 26-May-2021 and 2nd vaccination on
23-Jun-2021, positive pregnancy test on s-Qe;b-2022, had a miscarriage at 8.5 weeks of gestation.
Another woman in the VLA2001 grou tt’vaccination on 24-May-2021 and 2nd vaccination on
21-Jun-2021 had a positive pregn bbest on 07-Nov-2021 and a pregnancy loss in the first
trimester, which resulted in foe . Another participant woman in the VLA2001 group had
the 1st vaccination on 5-May- he 2nd Vaccination on 02-Jun-2021, a positive pregnancy test
on 12-Feb-2022, and a mis ¢ on 18-Mar-2022.

A full-term healthy bq@vas orn in 8 women who had received VLLA2001, and 1 woman had a
delivery of a pre nfant with reduced growth, her 1st vaccination was on 16 May, the 2nd
vaccination 12- 1, and her positive pregnancy test on 9-Oct-2021.

*
Two wom@o had received AZD1222 delivered a full-term healthy baby.

Of th er pregnancies, 3 occurred in partners of participants in the AZD12222 group, and 10
in rs of participants in the VLA2001 group.

Out of the partners of pregnant women who had received 2 doses of VLA2001, 5 partners have
delivered full-term healthy babies, 1 woman had a caesarean section and the other ones are being
followed up. Out of the 3 partners of pregnant women who had received 2 doses of AZD1222, 2
have delivered a full-term healthy baby and the other 1 is being followed up.
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All other pregnancies are either still ongoing or no outcome was yet reported; all of the pregnancies
will be followed up.

7.3 Long-Term Follow-Up

During the reporting interval, there were no long-term follow-up CTs for COVID-19 V6c:ine
(inactivated, adjuvanted, adsorbed). @

7.4 Other Therapeutic Use of Medicinal Preduct ‘\%

During the reporting interval, COVID-19 vaccine (inactivated, adjuvanted, ad; @1) has not been
investigated for any other therapeutic use(s). s&

7.5 New Safety Data Related to Fixed Combination Therapies @0

No safety data related to combination therapies with COV[D-I%ine (inactivated, adjuvanted,
adsorbed) became available during the reporting interval. %
8 FINDINGS FROM NON-INTERVENTIONAL S

During the reporting interval, no non-interventio; \sf&dies for COVID-19 vaccine (inactivated,
adjuvanted, adsorbed) were initiated, conduct pleted, or reported. Hence, Appendix 7: is
not applicable.

9 INFORMATION FROM OTH INICAL TRIALS AND SOURCES

9.1 Other Clinical Trials 6

During the reporting inte o other studies have been conducted with COVID-19 vaccine
(inactivated, adjuvante ed).

92 Vaccinatlo ’t\@

During the interval and cumulatively, there were no ICSRs received. Hence, there was
no data reg&&g vaccination error for COVID-19 vaccine (inactivated, adjuvanted, adsorbed).

LINICAL DATA

During the reporting interval, no non-clinical studies were initiated or ongoing involving
COVID-19 vaccine (inactivated, adjuvanted, adsorbed).
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11 LITERATURE

During the reporting interval, 9 literature articles were identified for discussion which are
summarised below:

1. Wong et al (2022)? aimed to compare the incidence of various adverse events of special
interest (AESIs) and all-cause mortality between CoronaVac (inactivated vaccine) and B b2
(messenger ribonucleic acid [mRNA-based] vaccine). The approach included a r ctive,
population-based cohort of individuals who had received at least 1 dose of&&bZ or
CoronaVac from 23 February to 9 September 2021 in Hong Kong. Individuals w erved from
the date of vaccination (first or second dose) until mortality, second dose vacgi (for first dose
analysis), 21 days after vaccination. The results revealed that the most fr@y reported AESI
among CoronaVac and BNT162b2 recipients was thromboembolism (fi se: 431 and 290 per
100,000 person-years; second dose: 385 and 266 per 100,000 perso s). After the first dose,
incidence rates (IRs) of overall AESIs (IR = 0.98, 95% conﬁdep§ interval [CI] 0.89-1.08, p =
0.703) and mortality (IR = 0.96, 95% CI 0.63-1.48, p = 0.868 ciated with CoronaVac were
generally comparable to those for BNT162b2, except for Bel@(m =1.95,95%CI1.12-3.41,
p = 0.018), anaphylaxis (IR = 0.34, 95% CI 0.14-0.79 2), and sleeping disturbance or
disorder (IR = 0.66, 95% CI 0.49-0.89, p = 0.006). q second dose, IR of overall AESIs (IR
=0.97, 95% C1 0.87-1.08, p = 0.545) and mortalltyph\ 85,95% CI10.51-1.40, p=0.516) were
comparable between CoronaVac and BNT recipients, with no significant differences
observed for specific AESIs. The authors co@ that in this study, the incidences of AESIs
(cumulative IRs of 0.06%-0.09%) and mortality Yollowing the first and second doses of CoronaVac
and BNT162b2 vaccination were very he safety profiles of the vaccines were generally
comparable, except for a signific higher IRs of Bell palsy, but lower IRs of anaphylaxis and
sleeping disturbance or disorder, i‘%ymg first dose CoronaVac versus BNT162b2 vaccination.

whole-virus adjuvanted va against SARS-CoV-2: VLA2001. The authors conducted an open-
label, dose-escalation lowed by a double-blind randomised trial using low, medium and
high doses of VL 1:1:1). The primary safety outcome was the frequency and severity of
solicited local an mic reactions within 7 days after vaccination. The primary immunogenicity
outcome was the geometric mean titre (GMT) of neutralising antibodies against SARS-CoV-2 2

econd vaccination. The study is registered as NCT04671017. In this study 153
aged 18-55 years were recruited in the UK. Overall, 81.7% of the participants

2. Lazarus et al (2022 E3§ irfred to evaluate the safety and optimal dose of a novel inactivated

incidents were transient and non-life threatening in nature. Immunogenicity measured at 2 weeks
after completion of the 2-dose priming schedule, showed significantly higher GMTs of SARS-
CoV-2 neutralising antibody titres in the highest dose group (GMT 545.6; 95% CI: 428.1, 695.4)
which were similar to a panel of convalescent sera (GMT 526.9; 95% CI. 336.5, 825.1).
Seroconversion rates of neutralising antibodies were also significantly higher in the high-dose
group (>90%) compared to the other dose groups. In the high dose group, antigen-specific
interferon-y expressing T-cells reactive against the S, M and N proteins were observed in 76, 36
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and 49%, respectively. The authors concluded that VLA2001 was well tolerated in all tested dose
groups, and no safety signal of concern was identified. The highest dose group showed statistically
significantly stronger immunogenicity with similar tolerability and safety, and was selected for
phase 3 clinical development.

3. Lazarus et al (2022)% aimed to assess the safety and immunogenicity of p
vaccination with VLA2001 versus the chimpanzee adenovirus (ChAdOx1)-S adenoviral
vaccine. In this immunobridging phase 3 trial (COV- COMPARE) participants aged
older who were medically stable were enrolled at 26 sites in the UK. In th§ le-blind,

randomised, controlled arm of the trial, participants aged 30 years and old ¢ randomly
assigned (2:1) to receive 2 doses of VLA2001 (0-5 millilitres [mL]; wit per dose) or
ChAdOx1-S (0-5 mL; with 2-5 x 108 infectious units per dose) on days 1 . In another arm,
participants aged 18-29 years received 2 doses of VLA2001 (same dose%n label on days 1 and
29. In this study, 4181 individuals were screened and 4017 enrolled, om 2975 (74%) were
aged 30 years or older and randomly assigned to receive VLAZ001(n=1978) or ChAdOx1-S
(0=997), and 1042 (26%) were aged 18-29 years (all received o bel VLA2001). Around 4012
participants received at least 1 dose of vaccine (1040 in the -label VLA2001 group, 1977 in
the randomised VLA2001 group, and 995 in the C group). The immunogenicity
population comprised 492 participants in the ra& d VLA2001 group and 498 in the

ChAdOx1-S group. VLA2001 induced higher neutraliSing GMTs than did ChAdOx1-S (803-5

[95% CI748-5-862-6] vs 576:6 [543-6-611- 7] ratio 1-:39 [95% CI 1-25-1-56]; p<0-0001),
and non-inferior seroconversion rates (444 [ o] of 456 participants vs 444 [98-9%] of 449;
difference —1:5% [95% CI -3-3 to O 2 adverse event was reported in 963 (92:6%)

participants in the open-label VLA20 , 1755 (88-8%) in the randomised VLLA2001 group,
and 976 (98:1%) in the ChAdOx1 ép Most adverse events reported were mild or moderate
in severity. The authors concludeéa VLA2001 has a favourable tolerability profile and met
superiority criteria for neutrali ibodies and non-inferiority criterion for seroconversion rates

compared with ChAdOx1-

4. Wang et al (20 sh his review article gathered evidence regarding the safety, efficacy,
and effectiveness of P-CorV an aluminium-hydroxide-adjuvanted, inactivated whole-virus
vaccine, which h widely distributed, with more than 400 million doses administered in
more than 40 ¢ s. It was highlighted that compared to vaccines on other platforms, such as
mRNA vacei BIBP-CorV shows less immunogenicity and durability in laboratory tests.
Desplte er level of efficacy and immunology, its real-world effectiveness in preventing
peop severe diseases except infection still proved to be valuable. Complete vaccination
l%ses is the essential requirement for the protectlve effect. A heterogeneous boosting dose
P might be an effective solution to reduce vaccine efficacy against emerging variants of

concern in the future.

5. Zeng et al (2022)°. conducted a single centre study aimed to investigate the vaccine
hesitancy reasons among the parents, and to monitor the adverse events of inactivated COVID-19
vaccines in children and teenagers with underlying medical conditions in China. Children with
underlying medical conditions encountered at the Immunisation Advisory Clinic for COVID-19
vaccine counselling were enrolled. They were given immunisation recommendations and followed
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up at 72 h and 28 d after immunisation to monitor the immunisation compliance after consultation
and adverse events. A total of 324 children aged 3-17 years were included. The top 3 primary
medical conditions for counselling were allergy (33.6%), neurological diseases (31.2%), and
rheumatic diseases (8.3%). COVID-19 vaccination was promptly recommended for 242 (74.7%)
children. Seventy-one (65.7%) children who had allergy issues were recommended to take the

vaccination, which was significantly lower than that of other medical conditions (p < 0.0 he
follow-up record showed that 180 children received 340 doses of inactivated COVID-1 ine
after consultation. Overall, 39 (21.6%) children reported at least 1 adverse event withi d of

between the first dose and the second dose of vaccination except fever. P hesitancy in
COVID-19 vaccination for children with underlying medical conditions wagﬁ due to safety
concerns. It was concluded that both guidelines and healthcare provider: in cautious about
recommending COVID-19 vaccines for children with underlying medi onditions due to the
lack of published pre-and post-marketing safety surveillance data. tudy also demonstrated
the good safety of inactivated COVID-19 vaccines among chiQen with underlying medical

conditions. @

6. Zou et al (2022), planned a study with an aim t and compare the early immune
response after COVID-19 vaccination in relation to x immunodeficiency virus (HIV) with 2

either vaccination. No serious adverse reactions were observed. No difference in Ed( e effects

treatment arms i.e. people living with HIV (PLWH) IV-negative health controls (HNC). It
was conducted between March to June 2021, 48 @DWH and 40 HNC, aged 18 to 59 years, were
enrolled in the study in the Wuchang distri uhan city. All of them received inactivated
COVID-19 vaccine (Sinopharm, WIBP-CotV, Wuhan Institute of Biological Products Co. Ltd) at
day 0 and the second dose at day 28. quency of adverse reactions to the first and second
dose was not different between P % and 11%) vs. HNC (32% and 24%). Neutralising
antibodies responses among PL ed at day 70, while among HNC peaked at day 42. At day
42, the geometric mean concepfration and seroconversion rate of neutralising antibodies among
PLWH were 4.46 binding antibedy units /mL (95% CI 3.18-5.87) and 26% (95% CI 14—41), which
were lower than that a n&@ [geometric mean concentration (18.28 BAU/mL, 95% CI 10.33—
32.33), seroconversio (63%, 95% CI 44-79)] IgG responses among both PLWH and HNC
peaked at day 70. 70, the geometric mean enzyme-linked immunosorbent assay (ELISA)
units and serocoﬁ@n rate of IgG among PLWH were 0.193 ELISA units (endotoxin units)/mL
(95% CI 0,1 @ 13) and 51% (95% CI 34-69), which was lower than that among HNC
(geometﬂc% ELISA units) (0.379 endotoxin /mL, 95% CI 0.224-0.653), seroconversion rate
(86% 9% 64-97)]. There were no serious adverse events. The authors concluded that early
humo une response to the inactivated COVID-19 vaccine was weaker and delayed among
PL population than that among HNC. This observation remained consistent regardless of a
high CD4 count with effective antiretroviral therapy.

7. Jin et al (2022)8, looked at the efficacy, safety and immunogenicity of CoronaVac, also
known as the Sinovac inactivated SARS-CoV-2 vaccine, which has been widely implemented in
combating the COVID-19 pandemic. The study summarised the results of CTs and real-world
studies of CoronaVac in this review. The overall efficacy for the prevention of symptomatic
COVID-19 (before the emergence of variants of concern) using 2 doses of 3 ug CoronaVac was
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67.7% (95% CI, 35.9% to 83.7%). Effectiveness in preventing hospitalisations, ICU admissions,
and deaths was more prominent than that in preventing COVID-19. A third dose inherited the
effectiveness against non-variants of concern and increased effectiveness against severe COVID-
19 outcomes caused by omicron variants compared to 2 doses. Most adverse reactions were mild.
Few vaccine-related serious adverse reactions were reported. The authors concluded, 3-dose
regimen significantly increased the seroconversion levels of neutralising antibodies inst
omicron as compared to 2-dose regimen. @

8. Shwaky et al (2022)°, evaluated the cutaneous reactions and their time o ’B@ery after
Sinopharm vaccination. It was a prospective multicentre study, the cases invol ere over the
age of 18. The data were anonymised. On the registry's vaccine section, d vaccination
dates, skin reactions, and recovery times. All respondents who reported o cutaneous reaction
to the first vaccination dose received a follow-up contact asking about nd vaccination dose
cutancous reaction. The study included 4560 cases. The mean a all studied cases was
41.2+6.1 years. There were dermatologic complications in llé patients (26.1%). There was

induration at the injection site in 495 patients (10.9%), ia in 210 patients (4.6%),
morbilliform eruption in 375 patients (8.2%), flare of s e in 105 patients (2.3%), and
angioedema in 105 patients (2.3%). The mean reco s in all studied patients were
2.92 +0.94 days with a minimum recovery period of,%Q d a maximum of 7 days. The authors
concluded that because Sinopharm's cutaneous reactiQfis are frequently mild and self-limiting,
vaccination should not be discouraged based on e findings. If the first vaccine dose creates a

cutaneous reaction, there is no need to skip thg se¢énd dose.

9. Munro et al (2021)! investigate fety and immunogenicity of 7 different COVID-19
vaccines as a 3™ (booster) dose afte ses of ChAdOx1 nCov-19 or BNT162b2, in order to
optimise selection of booster vacci was a multicentre, randomised, controlled, phase 2 trial

on participants from 18 sites acr@ , aged older than 30 years with at least 70 days post 2 doses
of ChAdOx1 nCov-19 or east 84 days post 2 doses of BNT162b2 primary COVID-19
immunisation course and no history of laboratory-confirmed SARS-CoV-2 infection. The
participants were dividedninto"3 groups as follows: Group A who received NVX-CoV2373, a half
dose of NVX-CoV hAdOx1 nCov-19 , or quadrivalent meningococcal conjugate vaccine
(MenACWY) c 1:1:1:1); Group B who received BNT162b2, VLA2001, a half dose of
VLA2001, L£LOV2S or MenACWY (1:1:1:1:1); Group C who received mRNA1273,
CVnCov, a@ ose of BNT162b2, or MenACWY (1:1:1:1). Participants and all investigatory
staff w nded to treatment allocation. Upon analysis, 3 vaccines showed increased
react ieity: mRNA1273 after ChAdOxl nCov-19 /ChAdOx1 nCov-19 or
B 2/BNT162b2; and ChAdOx1 nCov-19 and Ad26.COV2.S after BNT162b2/BNT162b2.
For dOx1 nCov-19 /ChAdOx1 nCov-19 -primed individuals, spike IgG geometric mean ratios
(GMRs) between study vaccines and controls ranged from 1-8 (99% CI 1-5-2-3) in the half
VLA2001group to 32-3 (24:8-42-0) in the mRNA1273group. GMRs for wild-type cellular
responses compared with controls ranged from 1-1 (95% CI 0:7-1-6) for ChAdOx1 nCov-19 to
3:6 (2-4-5-5) for mRNA1273. For BNT162b2/BNT162b2-primed individuals, spike IgG GMRs
ranged from 1-3 (99% CI 1:0-1-5) in the half VLA2001lgroup to 11'5 (9:4-14-1) in the
mRNA1273group. GMRs for wild-type cellular responses compared with controls ranged from
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1-:0 (95% C10-7-1-6) for half VLA2001to 4-7 (3:1-7-1) for mRNA1273. The results were similar
between those aged 30-69 years and those aged 70 years and older. Fatigue and pain were the most
common solicited local and systemic adverse events, experienced more in people aged 30-69 years
than those aged 70 years or older. Serious adverse events were uncommon, and similar in active
vaccine and control groups. Overall, it was concluded that, all study vaccines boosted antibody
and neutralising responses after ChAdOx1 nCov-19 /ChAdOx1 nCov-19 initial course all
except 1 after BNT162b2/BNT162b2, with no safety concerns.

not identify any new and/or significant safety findings that would impact the o enefit-risk

Review of published peer-reviewed scientific literature and available unpublished npts did
balance of COVID-19 vaccine (inactivated, adjuvanted, adsorbed). é

12 OTHER PERIODIC REPORTS 0

Periodic reports as summary safety reports (SSR) submitted monthdy tofelevant health authorities
by Valneva during the reporting interval are detailed in Table 1 W.

Table 11: Periodic SSRs submitted to Health Authorities (\

Regulatory
SSR No. Reporting Int}a@ Pl?a.ta Lock |\ uthority/TR
oint
B/EC
COVID-19 Vaccine (inactivated, 24 2ENG 31 Tul2022 | 31-Tul-2022 EMA
adjuvanted) Valneva, SSR No. 1
Abbreviations: Refer to Abbreviations Table 0\'
13 LACK OF EFFICACY IN @OLLED CLINICAL TRIALS
During the reporting interval ulatively, no new safety data emerged that indicated a lack
of efficacy with COVID-1 ine (inactivated, adjuvanted, adsorbed) from interventional, non-

interventional, retrospeetive € Ts and from the review of published literature.

14 LATE-BRE@ INFORMATION

During th @ation of this report, there were no potentially important new safety and
efficacy/ef] ness findings that arose for COVID-19 vaccine (inactivated, adjuvanted,

adsor] e@

15 ERVIEW OF SIGNALS: NEW, ONGOING, OR CLOSED
15.1 Validated Signals During the Reporting Interval

Valneva has an established signal management process including signal detection, validation, and
evaluation. During the signal detection process, data sources are screened for new safety
information related to COVID-19 vaccine (inactivated, adjuvanted, adsorbed) and any new
potential signal is reviewed. Following initial review of the available data, a determination is made
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on the basis of the nature and quality of the new information whether further investigation is
warranted, at which point those safety topics that are referred for further investigation are
considered “validated signals”. Potential signal detection data sources include safety data from
Valneva sponsored studies, spontaneous adverse events reports, published literature, and
communications from external sources, including regulatory agencies. To supplement routine
Pharmacovigilance surveillance, Valneva performs daily, weekly and monthly aggregate

qualitative and quantitative signal detection review using the Global Safety Database Ar; ng
a calculated disproportionality ratio(s). . %

During the reporting interval, there were no signals identified that warranted an te to the
product safety specification for COVID-19 vaccine (inactivated, adjuvante ed).

During the reporting interval, no signals were closed. 0

15.2 Request for Evaluation of Safety Topic(s) from a Regula{r&lthority(ies)

During the reporting interval, the Health Authorities request: valuation of following safety
topics involving COVID-19 vaccine (inactivated, adjuv. orbed):

e Hypersensitivity \O

e Angioedema O

e Autoimmune disorders Q

e Cardiomyopathy \'

e Peripheral neuropathy C)

e Menstrual Disorders

Further evaluation of these safe@%s were discussed in Section 15.2.2.
15.2.1 Adverse Events of al Interest (AESI) and Observed to Expected (O/E) Analysis

The global vaccine database was queried for AESI for the cumulative period up to
27-Aug-2022 aceptding to prespecified search strategies (refer to [Table 22] or [Appendix 8] for

search strategi%

Total Lié SI

cute disseminated encephalomyelitis

Multiple sclerosis

e Amniotic cavity infection ° ls\;;lﬂ;;z};ieﬁ :ﬁgﬁamry

e Anaphylaxis e Myasthenia gravis

e Appendicitis e Mpyocardial infarction

e Autoimmune thyroiditis e Mpyocarditis, Pericarditis

e Bell's palsy e Narcolepsy

e Cerebral venous sinus thrombosis e Neonatal death
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e Chronic fatigue syndrome
e Encephalitis, Encephalomyelitis

Fetal growth restriction

Fibromyalgia

Foetal distress syndrome
Generalized convulsions
Gestational diabetes
Guillain-Barre syndrome
Hemorrhagic Stroke

Herpes viral infections
Immune-mediated/autoimmune
disorders

e Ischemic stroke

e Kawasaki's disease
Major congenital anomalies
Maternal death

e Microcephaly

e Monoclonal gammopathy

AESIs considered for adjuvants Cp&@

Crohn’s disease 6

Ulcerative proctitis @

Psoriatic arthropath
SpondyloarthritiQQl

Tolosa yndrome

° @c neuritis
ansverse Myelitis
Erythema nodosum

Lichen planus
Rosacea
Sweet’s syndrome

temporal arteritis

e Optic neuritis

Placenta praevia

Postural orthostatic tachycardia
syndrome

Preeclampsia

Preterm birth 6
Renal failure neonatal @
Rheumatoid arthritis
Spontaneous abortiobﬁ\

Stillbirth
Sudden death

e Thrombog @m
Thro

ytopenia syndrome
® -Hunt syndrome

.Q verse myelitis
terine Rupture

Vaccine-associated enhanced
disease
Q e Venous thromboembolism

ding reactive arthritis (Reiter’s Syndrome) and undifferentiated
spondyloarthr%
Cranial ne rders, including paralyses/paresis (e.g. Bell’s palsy)

Polya athies associated with monoclonal gammopathy
PSY

Large vessels vasculitis including giant cell arteritis such as Takayasu’s arteritis and
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e Medium sized and/or small vessels vasculitis including: polyarteritis nodosa, Kawasaki’s
disease, microscopic polyangiitis, Wegener’s granulomatosis, Churg-Strauss syndrome
(allergic granulomatous angiitis), Buerger’s disease (thromboangiitis obliterans),
Necrotizing vasculitis and antineutrophil cytoplasmic antibody (ANCA) positive vasculitis
(type unspecified), Henoch-Schonlein purpura, Behcet’s syndrome, leukocytogtic

vasculitis

e Idiopathic pulmonary fibrosis @

e Raynaud’s phenomenon R %

e Sarcoidosis K\

e Steven-Johnson syndrome O

e Uveitis 5&
During the reporting interval and cumulatively, no ICSRs with M’@ PTs related to the
following AESIs were identified. Hence, O/E analysis for these AESI ics were not performed.

15.2.2 Additional safety topics for monitoring

During the reporting interval, the 8 additional safety to thomtormg were considered
which are discussed below: 6

Fatal reports
Experience in Special Patients Popula@
Hypersensitivity

Angioedema C)
Autoimmune disorders 60
Cardiomyopathy

Peripheral neuropathyﬁo
Menstrual Dlsorde

15.2.2.1 Fatal R@

Background 0

Fatal repo safety topic under surveillance due to insufficient information obtained from

clini
of evaluation

The global vaccine safety database was queried for the interval and cumulative ICSRs using the
prespecified search strategy for fatal reports (refer to Appendix 9).

Conclusion
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During the reporting interval and cumulatively, there were no ICSRs received. Hence, further
assessment of this safety topic could not be evaluated.

15.2.2.2 Experience in Special Patients Populations

15.2.2.2.1 Age group: Infants, Adolescents, Paediatrics b

g

Background %Q

As per the SmPC, the safety and immunogenicity COVID-19 vaccine (inactiv; &\djuvanted,
adsorbed) in children and adolescents less than 18 years of age have not ye éstablished. No
data are available.

S
Method of evaluation @

A search was conducted in the global safety database for the %’al and cumulative ICSRs in
individuals less than 18 years of age (refer to Appendix 9). g

Conclusion OQ

During the reporting interval and cumulatively, th mre no ICSRs received. Hence, further
assessment of this safety topic could not be e%él

15.2.2.2.2 Age group: Elderly C’)\'

Background E 0

Elderly age group is a safety to @1 er surveillance due to insufficient information obtained from
clinical studies. However, a e SmPC, the safety and immunogenicity of COVID-19 vaccine
(inactivated, adjuvanted, a ed) in individuals > 65 years of age have not yet been established.
Very limited data are %ntl available on subjects over 50 years of age.

Method of e:ralﬂ\@

A search w, ducted in the global safety database for the interval and cumulative ICSRs in
individu, ter than 65 years of age i.e. the elderly age group category (refer to Appendix 9).

&
ol

During the reporting interval and cumulatively, there were no ICSRs received. Hence, further
assessment of this safety topic could not be evaluated.
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15.2.2.3 Hypersensitivity
Background

Hypersensitivity is a safety topic under surveillance due to insufficient information obtained from
clinical studies. However, COVID-19 vaccine (inactivated, adjuvanted, adsorb

contraindicated as per the SmPC, if there is hypersensitivity to the active substance 0 of
the excipients listed, or yeast-derived residues (i.e. yeast deoxyribonucleic acid, yeast s and
mannosylated recombinant human albumin) of the manufacturing process of t@mbmant
human albumin. 0

Method of evaluation 5&

The global vaccine safety database was queried for the interval and cgﬁ&ve ICSRs using the
prespecified search strategy for hypersensitivity (refer to Appendi{9)

Conclusion

During the reporting interval and cumulatively, there w %SRS received. Hence, further
assessment of this safety topic could not be evaluate\

®

Background \'

Angioedema is a safety topic un @eﬂlance due to insufficient information obtained from
clinical studies. 06

The global vaccine sa %ase was queried for the interval and cumulative ICSRs using the
prespecified search for angioedema (refer to Appendix 9).
*

Conclusion , \
O

15.2.2.4 Angioedema
Method of evaluation

During rting interval and cumulatively, there were no ICSRs received. Hence, further

ass% f this safety topic could not be evaluated.

2.5 Auteimmune disorders
Background

Autoimmune disorders are a safety topic under surveillance due to insufficient information
obtained from clinical studies.

Method of evaluation
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The global vaccine safety database was queried for the interval and cumulative ICSRs using the
prespecified search strategy for autoimmune disorders (refer to Appendix 9).

Conclusion

During the reporting interval and cumulatively, there were no ICSRs received. Hence,
assessment of this safety topic could not be evaluated. @

L 2
Cardiomyopathy is a safety topic under surveillance due to insufficient i@on obtained from

clinical studies. @

Method of evaluation

15.2.2.6 Cardiomyopathy

Background

The global vaccine safety database was queried for the in %and cumulative ICSRs using the
prespecified search strategy for cardiomyopathy (refer t dix 9).

Conclusion \

During the reporting interval and cumulativ@re were no ICSRs received. Hence, further
assessment of this safety topic could not b&\ia ated.

15.2.2.7 Peripheral neuropatggc)

Background O

Peripheral neuropathy is a @y topic under surveillance due to insufficient information obtained
from clinical studies.

Method of evahl@2

The global (e safety database was queried for the interval and cumulative ICSRs using the
prespecifi ch strategy for peripheral neuropathy (refer to Appendix 9).

c@m

During the reporting interval and cumulatively, there were no ICSRs received. Hence, further
assessment of this safety topic could not be evaluated.
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15.2.2.8 Menstrual disorders
Background

Menstrual Disorders is a safety topic under surveillance due to insufficient information obtained
from clinical studies. However as per European public assessment report (EMA/62769
Procedure no EMEA/H/C/006019/0000) dated 23-June-2022 adopted by the Co
Medicinal Products for Human Use, stated that the incidence of menstrual dlsorders
VLA2001-301 was similar to the comparator vaccine. There are recent pubhcatl
that changes to the menstrual cycle do occur following vaccination, but they ar compared
with natural variation and quickly reverse. Therefore, the Pharmacovig@ k Assessment

Committee concluded that there is no evidence of a causal relationship of al disorders with
vaccines against COVID-19 but the MAH will monitor and report mens@l isorders as AESI in
aggregate reporting.

Method of evaluation é

The global vaccine safety database was queried for the in@ad cumulative ICSRs using the
prespecified search strategy for menstrual disorders (re@ Appendix 9).

Conclusion O

During the reporting interval and cumulat'vel@f:re were no ICSRs received. Hence, further
assessment of this safety topic could not eu;aluated.

16 SIGNAL AND RISK EVAL N

16.1 Summary of Safety Co&@ns

A summary of importa concerns during the reporting interval are provided in Table 12.
reflective of EU RME, dated 21-Jun-2022.

N\
6\0\

N\
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Table 12: Summary of Safety Concerns

Risk Criteria

Important identified risk(s)

Description
e No important risks have been identified.

Important potential risks

e Vaccine-associated enhanced disease (VAED) including Vaccine-
associated enhanced respiratory disease (VAERD)

«

Missing information

Use in pregnancy and while breast feeding 0
Use in immunocompromised patient

Use in patients with autoimmune or inflammatory disorde
Use in frail patients with unstable health conditions ag comiorbidities,

e.g. diabetes, chronic neurological disease, cardiov: disorders,

chronic obstructive pulmonary disease (COP
Long-term safety data \

Interaction with other vaccines 0
PV _ N

Source: EU-RMP V1.0 dated 21-Jun-2022.

16.2 Signal Evaluation

‘O

During the reporting interval, there were no signals

2

at warranted an update to the

product safety specification for the COVID-19 vacc activated, adjuvanted, adsorbed).

16.3 Evaluation of Risks and New Informati D

The following subsections are as follows*cs},

e New information on important al risks — Subsection 16.3.1

e New information on impo% entified risks — Subsection 16.3.2

e New information on ot

tential risks not categorised as important — Subsection 16.3.3.

e New information er identified risks not categorised as important — Subsection 16.3.4.

e Update on imK t missing information — Subsection 16.3.5

6\0

@Q)
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16.3.1 New Information on Important Potential Risks

During the reporting interval, the following safety concern was considered as important potential
risk:

e Vaccine-associated enhanced disease (VAED) including Vaccine-associated enhan:

respiratory disease (VAERD) @
16.3.1.1 Vaccine-associated enhanced disease (VAED) including Vaccine- wsocidted
enhanced respiratory disease (VAERD) O

Background

VAED including VAERD was identified as an important potential ri Qe COVID-19 vaccine
(inactivated, adjuvanted, adsorbed) EU RMP v1.0 dated 21-Jun—2Q2.

As per EU RMP, this safety concern is currently theore relation to administration of
COVID-19 vaccine (inactivated, adjuvanted, adsorbed A D/VAERD were to occur in
vaccinated individuals, it might manifest as a modified or more severe clinical presentation of
SARS-CoV-2 viral infection upon subsequent na81 fection.

Method of Evaluation Q

pre-specified search strategy for V cluding VAERD (refer to Appendix 9).

Conclusion
KO

During the reporting Ln% d cumulatively, there were no ICSRs received. Hence, further
f% nc

The global vaccine safety database wa; @ied for the interval and cumulative ICSRs using the

assessment of this sa rn could not be evaluated.
16.3.2 New Infb@ion on Important Identified Risks
<

During the &g interval and cumulatively, there were no important identified risks associated
with th D-19 vaccine (inactivated, adjuvanted, adsorbed) as per EU RMP v1.0 dated

16.3.3 New Information on Other Potential Risks Not Categorised as Important:

During the reporting interval and cumulatively, there were no other potential risks not categorised
as important associated with the COVID-19 vaccine (inactivated, adjuvanted, adsorbed).
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16.3.4 New Information on Other Identified Risks Not Categorised as Important:

During the reporting interval and cumulatively, there were no other identified risks not categorised
as important associated with the COVID-19 vaccine (inactivated, adjuvanted, adsorbed).

16.3.5 Update on Missing Information 6

During the reporting interval, the following 6 safety concerns were considered as mis@

information: ‘\
0&

e Use in pregnancy and while breastfeeding.

e Use in immunocompromised patients. 5&

e Use in patients with autoimmune or inflammatory disorders. Q

e Use in frail patients with unstable health conditions and comof%! ies, e.g. diabetes,
chronic neurological disease, cardiovascular disorders, chx@ic structive pulmonary
disease (COPD). @

o Long-term safety data. g

e Interaction with other vaccines. Q

Further evaluation regarding updates on missing inf&glon is discussed in the following
sections.

16.3.5.1 Use in Pregnancy and WhilQQ:e stfeeding
Background QC)

The use in pregnancy and while feeding was identified as missing information in the
COVID-19 vaccine (inactiv, & juvanted, adsorbed) EU RMP v1.0 dated 21-Jun-2022.
ig

As per the SmPC, the %w

Pregnancy ‘\
There is n%’ ence with use of COVID-19 vaccine (inactivated, adjuvanted, adsorbed) in

information regarding Pregnancy and Breastfeeding is mentioned:

pregnant . Animal studies do not indicate direct or indirect harmful effects with respect to
pre @mbryo/foetal development, parturition or post-natal development.
A tration of COVID-19 vaccine (inactivated, adjuvanted, adsorbed) in pregnancy should

only be considered when the potential benefits outweigh any potential risks for the mother and
foetus.

Breast-feeding

It is unknown whether COVID-19 vaccine (inactivated, adjuvanted, adsorbed) is excreted in
human milk.
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Method of Evaluation

The global vaccine safety database was queried for the interval and cumulative ICSRs using the
prespecified search strategy for use in pregnancy and while breastfeeding (refer to Appendix 9).

Conclusion 6

During the reporting interval and cumulatively, there were no ICSRs received. Herlce@er
assessment of this safety concern could not be evaluated. K\

16.3.5.2 Use in Immunocompromised Patients Q

Background 0

The use in immunocompromised patients was identified as missin in&]ation in the COVID-19
vaccine (inactivated, adjuvanted, adsorbed) EU RMP v1.0 date un-2022.

vaccine has not been assessed in
ing immunosuppressant therapy. The
ted, adsorbed) may be lower in

As per the SmPC, the efficacy, safety and immunogenici
immunocompromised individuals, including those recei
efficacy of COVID-19 vaccine (inactivated, adj
immunosuppressed individuals. O

Method of Evaluation \Q

The global vaccine safety database g)ried for the interval and cumulative ICSRs using the
prespecified search strategy for usd ifimmunocompromised patients (refer to Appendix 9).

Conclusion K

During the reporting i al gid cumulatively, there were no ICSRs received. Hence, further
assessment of this oncern could not be evaluated.

*
16.3.5.3 I@patients with auteimmune or inflammatory disorders
Backgr

Thi in patients with autoimmune or inflammatory disorders was identified as missing
information in the COVID-19 vaccine (inactivated, adjuvanted, adsorbed) EU RMP v1.0 dated
21-Jun-2022.

As per EU RMP, there is no information on the safety of the COVID-19 vaccine (inactivated,
adjuvanted, adsorbed) in patients with autoimmune or inflammatory disorders. This is a theoretical
concern that the vaccine may exacerbate their underlying disease.
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Method of Evaluation

The global vaccine safety database was queried for the interval and cumulative ICSRs using the
prespecified search strategy for use in patients with autoimmune or inflammatory disorders (refer
to Appendix 9).

Conclusion @6

During the reporting interval and cumulatively, there were no ICSRs received. He@ﬂher

assessment of this safety concern could not be evaluated. O
16.3.5.4 Use in frail patients with unstable health conditions and ¢ idities, e.g.
diabetes, chronic neurological disease, cardiovascular disorders, chronic
obstructive pulmonary disease (COPD) @

Background é

s, chronic neurological disease,
rmation in the COVID-19 vaccine
1-Jun-2022.

The use in frail patients with comorbidities (e.g., COPD,
cardiovascular disorders) was identified as missi
(inactivated, adjuvanted, adsorbed) EU RMP v1.0 da

As per EU RMP, there is limited information {@safety of the vaccine in frail patients with co-
morbidities who are potentially at highes,risks of severe COVID-19. The COVID-19 vaccine
(inactivated, adjuvanted, adsorbed) has tudied in individuals with stable chronic diseases
(e.g. hypertension, obesity), howevyer, i not been studied in frail individuals with severe co-
morbidities that may compromise g ¢ function due to the clinical condition or treatment of

the clinical condition. KO

Method of Evaluation Q

The global vaccine s database was queried for the interval and cumulative ICSRs using the
prespecified se ategy for use in frail patients with unstable health conditions and
comorbidities (@, OPD, diabetes, chronic neurological disease, cardiovascular disorders) (refer

to Appendi&

Con @
During the reporting interval and cumulatively, there were no ICSRs received. Hence, further
assessment of this safety concern could not be evaluated.
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16.3.5.5 Long-Term Safety
Background

The long-term safety was identified as missing information in the COVID-19 vaccine (inactivated,
adjuvanted, adsorbed) EU RMP v1.0 dated 21-Jun-2022.

As per EU RMP, the long-term safety of the COVID-19 vaccine (inactivated, nted,
adsorbed) is not available currently. However further safety data are being collecte ongoing
clinical studies for up to 1 year following administration of dose 2 of C -19 vaccine
(inactivated, adjuvanted, adsorbed) and in parallel from post-authorisati ost-marketing
studies. \t '

Method of Evaluation @0

Long-term safety is evaluated by routine monitoring of post-a u@&watlon safety studies (refer to
Appendix 9).

Conclusion OQQ

During the reporting interval and cumulatively,there were no ICSRs received. Hence, further
assessment of this safety concern could not be ted.

16.3.5.6 Interaction with Other Vaéos
Background 60

The interaction with other v g s was identified as missing information in the COVID-19
vaccine (inactivated, adjuv adsorbed) EU RMP v1.0 dated 21-Jun-2022,

As per EU RMP, @) 19 vaccine (inactivated, adjuvanted, adsorbed) will be used in
individuals whg ay receive other vaccines. Studies to determine the effect of co-
adm1n1strat10n VID-19 Vaccine (inactivated, adjuvanted) Valneva with other vaccines on

Met valuation
The al vaccine safety database was queried for the interval and cumulative ICSRs using the
prespecified search strategy for reports of interaction with other vaccines (refer to Appendix 9).

All the reports retrieved based on the search strategy were further filtered manually for vaccines
from the non-company co-suspect field and concomitant drugs field for further review and
assessment.
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Conclusion

During the reporting interval and cumulatively, there were no ICSRs received. Hence, further
assessment of this safety concern could not be evaluated.

16.4 Characterisation of Risks 6

Risk characterisation for important potential risks and missing information are di‘sc s%n EU
RMP Part II, module SVII, based on latest version of EU RMP,v1.0 approved on @2022.

16.5 Effectiveness of Risk Minimisation (if applicable) O

During the reporting interval, there were no additional risk minimisat@%asures in place for
COVID-19 vaccine (inactivated, adjuvanted, adsorbed). The ef% ness of routine risk
minimisation measures will be monitored through the routine pharmae6vigilance activities. Any
signals detected during the reporting interval will be evalu&nd described in the PSUR
(Section 15.1) including if a product label update is warrant%

17 BENEFIT EVALUATION OQ

N

17.1 Important Baseline Efficacy/Effectivene formation

The efficacy of VLA2001 study is assess%l% currently ongoing Phase 3 trial VLA2001-301
using an immune-bridging approach. 0

Qandomised, observer-blind, active-controlled, stratified
ogenicity of VLA2001 to the already registered vaccine
S-CoV-2-specific neutralising antibodies.

Study VLA2001-301 is a multice
superiority study to compare the-i
AZD1222 in terms of GMT o

immunogenicity res m study VLA2001-201, especially from the high dose group (33

AU/dose). N

This secti cacy gives a short summary of results relevant for efficacy evaluation of
VLA2001 dy VLA2001-301. This includes immunogenicity results from the trial
VLA20 and discusses the relevance of those results for the evaluation of the efficacy of

. Furthermore, as an exploratory analysis, occurrence of COVID-19 cases was analysed,
ate the protective effect of vaccination.

Furthermore, comparag’ eQnunogenicity results from trial VLA2001-301 are supported by

Summary of results relevant for efficacy evaluation of VLA2001 in study VLA2001-301:

Please note, that due to the fact that study VLA2001-301 is still ongoing, this section contains
results with different data cut off points.
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Immunogenicity results

In the first interim analysis, study VLA2001-301, confirmed results of study VLA2001-201 that
VLA2001 at the high dose (33 AU/dose), is highly immunogenic. This high immunogenicity was
higher or similar at 2 weeks after the second vaccination (Day 43) compared to the immune
response produced by the already licensed comparator COVID-19 vaccine AZD1222 for&ich

efficacy has been proven. @

Two weeks after the second vaccination in adults aged 30 years and abo) LA2001
demonstrated superiority against the already licensed COVID-19 vaccine AZ n terms of
GMT for fifty percent neutralising dilution (ND50) (GMT ratio=1.39, p<0.G0 e GMT of the

VLA2001 group was 803.5 (95% CI: 748.5, 862.6) and in AZD1222 grou .
611.7) (immunogenicity population). Results in the per-protocol populatioh,Were similar.

Furthermore, VLLA2001 demonstrated non-inferiority in terms of r&version rates at Day 43.
In the per-protocol population, 97.4% (95% CI: 0.954, 0.986 articipants in the VLA2001
group were seroconverted and 98.9% (95% CI: 0.974, 0.996nthe AZD1222 group confirming
non-inferiority of seroconversion rates between the 2 tre oups with a lower bound of the
95%CI for the difference between the 2 treatment grou@ -3.3%. Results in the immunogenicity
population were similar.

GMT- fold increases for neutralising antibodii&O) at Day 43 compared to baseline were 25.9
in the VLA2001 group and 18.6 in the AZD 1222 group (p<0.0001) (immunogenicity population).
Results in the per-protocol population w. imilar.

ELISA a higher GMT at Day 43 served in the VLA2001 group (GMT 2,361.7) than in the

Similar to the neutralising antil@?m the S-protein binding antibodies as measured by IgG
AZD1222 group (GMT 2,126<Azt Day 43, 98.0% of participants in the VLA2001 group were

seroconverted and 98.8% i D1222 group.
VLA2001 induced b, T-cell responses with antigen-specific interferon-gamma producing
T-cells against th tein in 74.3%, against N in 45.9% and against M in 20.3%. Of note, no

T-cell respornse ﬁg duced by the licensed comparator AZD 1222 against N- and M-protein which
could be exb due to the type of active substance in AZD1222.

Occ @ of COVID-19 cases

The urrence of COVID-19 cases was assessed in participants who received at least 1
vaccination (= safety population) as an exploratory efficacy endpoint. The data cut for the
presented analysis is 14 October 2021.

COVID-19 cases occurred at a similar frequency and time after vaccination in the VLA2001 and
AZD1222 group in the randomised participants 30 years and above (Table 13). The occurrence of
COVID-19 cases in the VLA2001 group of participants aged 18-29 years was numerically higher.
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All COVID-19 cases up to the data cut 14 October 2021 (entire study) were assessed as mild or
moderate by the investigator and none of the COVID-19 cases were severe.'’

Table 13: Positive reported COVID-19 cases after vaccination by treatment and age group and time
of occurrence (safety population) (study VLA2001-301)

Treatment and age group Ag‘;LII;Zth:SO VLAZ2001 AZDI1222
/ Age 30 and above | Age 30 and above
Statistics of COVID-19 Jeats =1977) (N=995)
cases N n (%) n (%)
n (%) ‘

Participants tested .'
COVID-19 positive after 2(0.2) 7(0.4) 2 (0. 11 (0.3)
15t dose of vaccination %
Days From 1st vaccination to COVID-19 positive test \V
N 2 7 N7 11
Mean (SD) 22.5 (6.36) 15.3 (11.58) . 2@2.83) 17.5 (9.04)
Median 22.5 16.0 . 20.00 18.0
Min, Max 18.0,27.0 1.0,28.0 9 18.0,22.0 1.0,28.0
Participants tested
COVID-19 pesitive after 87 (8.4) 139 (7.00 ol 60 (6.0) 286 (7.1)
2nd dese of vaccination Pa\
Days from 2nd vaccination \\}
to COVID-19 positive test
e  All participants O

positive (\
N 87 Y139 60 286
Mean (SD) 57.9.(30.19) 63.0 (34.09) 70.1 (31.89) 63.0 (32.66)
Median 650 . N\ 63.0 76.5 66.0
Min, Max 3, \6}1' 7,126 15, 124 3, 130
Days from 2nd vaccination
to COVID-19 positive test
e Participants  positive &2 (7.9) 131 (6.6) 60 (6.0) 273 (6.8)

14 or more days aft Q

2nd dose L
N A"b" 82 131 60 273
Mean (SD) T\ 61.0 (28.35) 66.2 (32.47) 70.1 (31.89) 65.5 (31.22)
Median N 66.0 69.0 76.5 67.0
Min, Max 7 15, 130 14,126 15, 124 14, 130

hd . .

eceived at least one dose of vaccine.

iation, Max: maximum, Min: minimum

Sourc 001-301, extended safety CSR addendum to the interim CSR, v1.0, 25 February 2022,

safety populatio

Overall, VLA2001 demonstrated statistical superiority in inducing neutralising antibodies and
non-inferiority for seroconversion rates of neutralising antibodies compared to the already licensed
comparator AZD1222.

A relationship between high immunogenicity and efficacy in preventing COVID-19 infection is
known from the literature. Although antiviral T and B cell memory also contribute to the
protection, strong evidence of a protective role for neutralising serum antibodies
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exists. ! 1213141516 Therefore, the immunogenic response by both vaccines may provide

protection against COVID-19 to a similar degree. This assumption is based on factors which
include 1.) the high immunogenicity of both vaccines, the already licensed COVID-19 vaccine
AZD1222 and VLA2001, 2.) the low and similar frequency of COVID-19 cases in both treatment
groups and 3.) the mild to moderate severity of all COVID-19 cases and the complete absence of
severe COVID-19 cases during the trial until now. Suggesting that both vaccines prevent%:re
COVID-19 and hospitalisation.

In conclusion, VLA2001 shows a similar efficacy from the data available to date a y %D1222,
for which efficacy is already established. Additionally, VLA2001 being an inacti whole-virus
vaccine had advantage of eliciting immune response not only against the otein but also
against other SARS-CoV-2 surface antigens compared to AZD1222 m@ only presents the
S-protein as antigen to the immune system. 0

17.2 Newly Identified Information on Efﬁcacy/Effectlveness

During the reporting interval, no new safety information that% have an impact on the efficacy
and effectiveness of COVID-19 vaccine (inactivated, adj adsorbed) was identified.

17.3 Characterisation of Benefits \

During the reporting interval, no new infom@on efficacy and effectiveness of COVID-19
vaccine (inactivated, adjuvanted, adsorbed) bécame available, the characterisation of baseline
benefits is presented in Section 17.1. 0

Evidence from interim analysis
VLA2001 has very good imm
Another benefit available fro
was found to be more fa

Ts VLA2001-201 and VLA2001-301 suggested that
city and efficacy as described above in ~ Section  17.1.
tudy VLLA2001-301, was the safety profile of VLA2001 which
le than the safety profile of the already licensed comparator

COVID-19 vaccine 22
18 INTEGRAT NEFIT-RISK ANALYSIS FOR AUTHORIZED INDICATIONS
18.1 Bene i Context-Medical Need and Important Alternatives

A/ ed a global pandemic. This has caused high morbidity and mortality globally. Given the
global impact of the pandemic there was an urgent need for safe and effective COVID-19 vaccines
and therapeutic treatment. As per World Health Organisation, more than 609 million confirmed
cases of COVID-19 and 6 million deaths have been reported globally since January 2020.!

The § @ COVID-19 was first detected in late 2019 and shortly afterwards, in March 2020, it

Significant health risks are associated with COVID-19 infection, including a higher rate of
mortality among patients with chronic medical conditions and weakened immune systems.
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The management of COVID-19 cases has developed since the start of the pandemic, and includes
supportive care, which may include fluid therapy, oxygen support, and supporting of other affected
vital organs. Treatment of hospitalised patients encompass anti-inflammatory agents such as
dexamethasone, targeted immunomodulatory agents, anticoagulants, antiviral therapy and
monoclonal antibodies.

observational studies following vaccine rollout suggested that vaccines may lead t ction
against COVID-19 infection and also reduce transmission. Numerous SARS- vaccine
candidates have been authorised for emergency use globally. These vaccine idates include
inactivated whole virus vaccine compositions, protein subunits, viral vector vaccines etc.

Despite unprecedented efforts to control the outbreak, the pandemic has been ong;)ié*@ial

Of all the vaccine types available, the COVID-19 vaccine (inactivatedsadjuivanted, adsorbed) is
the only alternative with inactivated whole virus compositions. As t cine is made of whole
virus particles, it presents a wide range of native viral antigens ¢Hen€e, it is expected that the
immune response elicited by COVID-19 vaccine (inactivated, éanted, adsorbed) will not be

10,18,19,20,21

limited to the S protein but also be directed against other S V-2 antigen.

It is noteworthy that COVID-19 vaccine (inactivated a@%ted, adsorbed) is stable at 2°C to 8°C
and is being manufactured by traditional well-establi ethods. It can prove to be an effective
resolution for achieving vaccine equity worldwideseven where vaccine manufacturing and cold
chain technologies are not that established. Q

18.2 Benefit-Risk Analysis Evaluatimé\'

The benefit of the COVID-19 Vacci \&wtivated, adjuvanted, adsorbed) Valneva have been seen
in VLA2001-201 and VLA200 inical studies, which are summarised in section 17.1.

The risk associated with i \ated virus vaccines are considered low and several inactivated
whole virus vaccines, V&ln shown to have an excellent safety profile in the past.?>?>?* The
technological platfo eveloping inactivated vaccines has the advantage of rapidly scaling up
production in pand€mic Situation using well-established infrastructure and methods.

The benefit ’@oﬁle of COVID-19 vaccine (inactivated, adjuvanted, adsorbed) which has been
establishe s the clinical development program remains unchanged and positive from the date
of fir eting authorisation. No new information has become available with regards to AESISs,
senl s, fatal cases, new/ongoing/closed signals or safety concerns, both from cumulative and
interval data.

19 CONCLUSION

In conclusion, the overall evaluation of safety data from the use of COVID-19 vaccine (inactivated,
adjuvanted, adsorbed) during the reporting interval, and cumulatively, confirms the product’s
safety and tolerability.
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