COVID-19 Vaccine (inactivated, adjuvanted) Valneva:
Periodic safety update report assessment
28t August 2022 to 27% February 2023

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 28t Augus to

27t February 2023, 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 PSUR(s) 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

The marketing authorisation holder (MAH) submitted the 2" periodic safety update report (PSUR) for
COVID-19 vaccine (inactivated, adjuvanted, adsorbed), covering the period from 28 August 202627
February 2023.

Coronavirus disease 2019 (COVID-19) vaccine (inactivated, adjuvanted, adsorbed) is a pufifiad,
inactivated, and adjuvanted whole virus severe acute respiratory syndrome coronaviru ARS-CoV-2)
vaccine grown on Vero cells (African green monkey cells). It is indicated for the acti munisation to
prevent COVID-19 caused by SARS-CoV-2 in individuals 18 to 50 years of age.@accine is supplied in
a multi-dose vial with 10 doses of 0.5 mL each. One dose (0.5 mL) contains gen units of
inactivated SARS-CoV-2 virus as suspension for injection. The basic immu@ consists of two vaccine
doses administered intramuscularly at an interval of 28 days.

@luvanted, adsorbed) is 28
Kingdom of Bahrain. Approval has
ited Arab Emirates (12 May 2022),
ine (inactivated, adjuvanted, adsorbed) is

The international birth date (IBD) of COVID-19 vaccine (inactivat
February 2022, when it was first authorised for emergency use,
been granted also in the United Kingdom (13 April 2022), i
and in the European Union (EU, 24 June 2022). COVID-I\
marketed in the Kingdom of Bahrain and in the EU.

During the reporting interval, direct healthcare pr ional communication letters (DHPC) were
distributed in Austria, Germany, Denmark an &{I’garia to inform about the extension of the shelf life of
the vaccine.

The reference safety information in eff ing the reporting interval were the EU summaries of product
characteristics (SmPCs) dated 25 JL@ 2, 21 September 2022, 22 November 2022 and 17 February
2023. According to the MAH, no nges to the safety sections were made during the reporting interval.

The MAH states that a cumNgtjv total of 4,094 subjects received COVID-19 vaccine (inactivated,
adjuvanted, adsorbed) in@ ngoing clinical trials. Cumulatively, 1,171,700 vaccine doses were
distributed in the Kingdo f Bahrain and in the EU, and of these, 2,109 were administered in Austria
and 7,087 in Gey!

During the re ing interval and cumulatively, the MAH states having received spontaneously reported
i adverse events, thereof three serious, in 12 patients. The MAH'’s review of the reports
ide significant new information on the safety profile of COVID-19 vaccine (inactivated,

, adsorbed).

According to the MAH, no signals were identified that warranted an update to the product safety
specification for COVID-19 vaccine (inactivated, adjuvanted, adsorbed). Also, no data are presented that
may alter the assessment regarding the efficacy of the vaccine.

It can be concluded from the information in this PSUR that the benefit-risk profile of COVID-19 vaccine
(inactivated, adjuvanted, adsorbed) remains unchanged.
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3. Recommendations

Based on the PRAC Rapporteur’s review of data on safety and efficacy, the PRAC considers that the risk-
benefit balance of medicinal products containing SARS-CoV-2 virus, strain wuhan hCoV-19/Italy/INMI1-
isl/2020, inactivated (Valneva) remains unchanged and therefore recommends the maintenance of the
marketing authorisation(s).

4. Issues to be addressed in the next PSUR or as a post-
authorisation measure (PAM) or as part of a subsequent IgP

update
The MAH should address the following issues in the next PSURs: . 62

+ In subsequent reports, the MAH is kindly asked to adhere to the common te&rlogy on the
one hand and the requirements of the GVP Module VII on the other.

avoid queries. If the
for accuracy and up-to-
ividual sections.

+ Inconsistencies in successive reports should be addressed and explai
preceding PSUR is used as a template, the information must be ¢
datedness. For more details, see the assessor’'s comments in

« The MAH is kindly asked to indicate its approach to litera @earch and the criteria used to
select the articles discussed.

e The MAH is kindly requested to recheck the nur@SRs in its database (see section 5).

5. PSUR frequency QO

Xl No changes to the PSUR frequency \
The current 6-month frequency for theeu®sion of PSURs should remain unchanged.
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Annex: PRAC Rapporteur assessment comments on PSUR
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1. PSUR Data

1.1. Introduction

This second periodic safety update report (PSUR) for Coronavirus disease 2019 (COVID-19) vaccine
(inactivated, adjuvanted, adsorbed) covers the period from 28 August 2022 to 27 February 2023. 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 le
severe acute respiratory syndrome coronavirus 2 (SARS-CoV-2) vaccine grown on Vero cel can
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
immune responses directed against SARS-CoV-2 antigens other than spike protei

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. ghe

ccine 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.

The MAH does not propose any changes to the product infori i part of the submission of this

PSUR. \O

1.2. Worldwide marketing authorisaQQtatus

COVID-19 vaccine (inactivated, adjuvanted, @med) was first authorised in the Kingdom of Bahrain on
28 February 2022 (emergency use aut o@ ). In the EU, it was authorised on 24 June 2022
(centralised marketing authorisation). % s, approval has been granted in the United Arab Emirates
(12 May 2022, emergency use auth@ on) and in the United Kingdom (13 April 2022, conditional
marketing authorisation). The vaceine'is marketed in the Kingdom of Bahrain and in the EU.

1.3. Overview of e@sure and safety data
L 2

o

1.3.1. Acti&@ken in the reporting interval for safety reasons

The MAH,st at, during the reporting interval, direct healthcare professional communication letters
(DHP prepared and submitted to authorities and healthcare professionals in Austria, Germany,
Denma nd Bulgaria to inform them about the extension of the shelf life of the vaccine.

Rapporteur assessment comment:

Safety reasons were not the trigger for the DHPC.

1.3.2. Changes to reference safety information

The MAH refers to updates of the summary of product characteristics (SmPC) during the interval. The
SmPCs in effect were dated 25 July 2022, 21 September 2022, 22 November 2022 and 17 February
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2023. The shelf life was extended from 15 to 18 and finally to 21 months for the finished product.
Besides, the in-use shelf life has been updated to 6 hours when stored below 25°C or up to 48 hours
when stored at 2-8°C.

Rapporteur assessment comment:

The MAH states that no changes have been made to the safety sections during the reporting interval.
Proposals in terms of new safety information and key risk minimisation recommendations are not made.

1.3.3. Estimated exposure and use patterns

Clinical trial exposure. According to the MAH, a cumulative total of 4,094 subjects received

vaccine (inactivated, adjuvanted, adsorbed) in five ongoing clinical trials. The studies mglu 34
male, 1,855 female, and 5 diverse adult participants. In addition, the vaccine was adm d to 10
male and 11 female adolescents (= 12 and < 18 years old). A ‘O
trial male female diversa(\\' total
VLA2001-201 (completed) | 83 70 0 ) |1s3
VLA2001-301 (adult part) 1,690 1,322 5 - 3,017
VLA2001-304 146 160 Py 306
VLA2001-307 87 91 o 178
COV-BOOST 228 212 (\Q 0 440
total 2,234 1855 ) |s 4,094

Table 1: Cumulative number of adult clinical trial parti a\s by trial and gender. Summary of data from
the tables in section 5.1 of the PSUR by the assessar6

Post-authorisation exposure. The MAH notﬁ& total of 1,171,700 COVID-19 vaccine (inactivated,
adjuvanted, adsorbed) doses were distribu e@ e Kingdom of Bahrain (n = 300,500) and the EU (n =
871,200; Austria, n = 76,800; Denma é43,200; Germany, n = 751,200). 2,109 vaccine doses were
administered in Austria, and 7,087 dosréw Germany. No information on the number of doses
administered is available for the t{ , Denmark, and the Kingdom of Bahrain.

Rapporteur assessment co

According to the tables, ,xf the study participants were/are white/white European. The gender ratio
appears to be quite b

It remains unc @ the 21 adolescents (= 12 and < 18 years of age) exposed in the VLA2001-301

study (adoles rt, PSUR p. 16) are not included in the cumulative number of subjects treated. 4,094
adults a lescents equal 4,115 individuals exposed, not 4,094. Besides, not all of the studies
listed are\still'ongoing, so the total number of subjects is likely to have been exposed in completed and

ongoin dies rather than in ongoing studies (PSUR pp. 15-16). The totals of male and female study
participants in Table 9 (PSUR p. 18, trial VLA2001-307, columns "male" and "female") are obviously not
correct. The figures should be corrected in subsequent reports.

Compared to the last PSUR, the number of vaccine doses distributed, especially in Germany and the
Kingdom of Bahrain, has increased: 1,171,700 doses in the present PSUR versus 562,400 doses in the
last PSUR, of which in Germany 751,200 now versus 249,600 six months ago and in the Kingdom of
Bahrain 300,500 now versus 200,000 six months ago. It is appreciated that figures of administered
vaccine doses are now given at least for two EU countries — Austria and Germany. The disproportion
between distributed and administered doses is substantial.

PRAC PEUR assessment report
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Note: The statement “during the reporting interval [and cumulatively]” in section 5.2 of the PSUR (PSUR
pp. 19-20, text and Table 12), as well as in the executive summary (PSUR p. 5), cannot be correct.
Already in the reporting interval of the first PSUR, 572,400 vaccine doses were distributed, so that now
not all distributed vaccine doses can fall within the reporting interval of the second PSUR. In the next
report, care should be taken to present the post-marketing exposure data as clearly as possible.

1.3.4. Data in summary tabulations

Appendix 3 (PSUR p. 75) lists serious adverse events from clinical trials up to the data cut-off date of 27
February 2023. According to the MAH, during the reporting period (28 August 2022 to 27 Febru%OB),
no serious adverse reactions were reported for the trials VLA2001-201, VLA2001-301, VLA2004: and
VLA2001-307. In September 2021, one study participant experienced atrial fibrillation fglloé%the 1st
vaccine dose and recovered. For the COV-BOOST trial, two serious adverse reactions ar ed - liver
injury (grade 4) and myocardial infarction (grade 3). All three events were considereé@ibly related to
the administration of COVID-19 vaccine (inactivated, adjuvanted, adsorbed).

No individual case safety reports (ICSRs) had been received in the reporting jn | of the first PSUR,
covering the period between 28 February 2022 and 27 August 2022. Apperidi (PSUR pp. 76-81) now
lists a total of 31 adverse events reported for 12 patients during the reporting period, three of which were
serious and affected one patient. The Medical Dictionary for Regulat&tivities (MedDRA) preferred
terms (PTs) of the serious adverse events were anaphylactic rea ydyspnoea, and off label use. The

most common MedDRA PT among non-serious adverse event label use (n = 8).
N
Rapporteur assessment comment: \\.)

Appendix 3, PSUR p. 75: When compared to the prev@ PSUR, the eight serious adverse events with a
causality rating of “not related” or “unlikely” have‘heén removed from the line listing. All these events
occurred in the VLA2001-304 study. An ambi s terminology had already been noticed in the last PSUR
(covering the period between 28 February and 27 August 2022). In its response to the request for
supplementary information in the prece 'ﬁbSUR assessment report, dated 14 February 2023, the MAH
defined a “serious adverse reaction” erious adverse event considered at least as possibly related to
the medicinal product”. This com used terminology should be followed when preparing reports.
Unfortunately, the title of App now again mentions serious adverse events, whereas section 6 of
the PSUR (except for the h d&f section 6.2) and Tables 17-19 address serious adverse reactions. It
should be noted that Mo I of the Guidelines on Good Pharmacovigilance Practices (GVP, section
VII.B.5.6) refers to ¢ ary tabulations of serious adverse events from clinical trials”
(https://www.ema pa.eu/documents/scientific-guideline/guideline-good-pharmacovigilance-
practices-gvp- -vii-periodic-safety-update-report_en.pdf). The MAH is kindly asked to consider this
in subsequ rts.

The i@lon on the study participants who had serious adverse reactions (Appendix 3, PSUR p. 75)
includes\protected personal data (for example, one subject ID and two study sites are specified). This is
acceptable provided that the PSUR or such parts of it are not published.

Appendix 4, PSUR pp. 76-81: In contrast to the reporting interval of the first PSUR, ICSRs were now
received. However, in the 6th monthly summary safety report (SSR), covering the period from 01
December 2022 to 31 December 2022, the MAH had stated that it had received a cumulative total of 23
ICSRs with three serious and 58 non-serious adverse events in 23 patients. In the present (2nd) PSUR,
covering the period from 28 August 2022 to 27 February 2023, Appendix 4 lists a cumulative total of 31
spontaneously reported adverse events in 12 patients, thereof three serious. These figures are obviously
inconsistent.

PRAC PEUR assessment report
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Note: A MedDRA PT should not actually be designated as serious or non-serious, only the event, reaction,
or report.

Overall, 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 no safety concerns were identified in the phase 1/2 trial
VLA2001-201 by an independent Data Safety Monitoring Board (DSMB). The majority of adverse events
were mild or moderate. Two participants reported severe solicited adverse events (headache and
fatigue), and 18.3% of the participants reported unsolicited adverse events up to day 208 that
considered related to the vaccine, none of which were severe or serious. Two participants ha ere
unsolicited adverse events (increased blood bilirubin and vaccination complications aften%t -19
vaccination outside the study) which were considered not related to VLA2001. One non ed serious
adverse event (event term: chilblains, also considered an adverse event of special ins [AESI]) was
reported. In the booster part of the study, one participant reported a severe u ited adverse event
(periarthritis). A synopsis of the final clinical study report is provided in Appe .1 (PSUR pp. 89-105).

Ongoing clinical trials. Trial VLA2001-301: The MAH states that, in an n@n analysis of the main part

of the trial with data up to day 208 in 4,012 participants treated (ther 3 017 in the VLA2001 dose

group), no safety concerns were identified by the DSMB. More tha of the participants reported any
n%

adverse event, 1.0% had any serious adverse event, and 13 r an AESI. In the booster part, an
interim analysis with data up to day/study visit B2 in 958 p s treated (712 primed with VLA2001
and 246 primed with AZD1222) showed similar |nC|denc verse events in both groups (78.7% and
77.6%, respectively; three serious adverse events in m 1222 primed group and four serious adverse
events in the VLA2001 primed group; one AESI). , serious adverse events reported by more than
one participant who had received VLA2001 were a ndicitis (four participants in the main part),
appendicitis perforated (two participants in t sgﬁin part), seizure (two participants [one participant in
the main part and one participant in the ad oster part]), and spontaneous abortion (two participants
in the main part). None of the 73 serio erse events in the VLA2001 group was considered to be
treatment related. With regard to t escent part of the study, the MAH notes that recruitment of
adolescent participants was stop e to low enrolment after recruitment of 16 sentinel participants
followed by six randomlsed&r’%ants (three randomised to VLA2001 and three randomised to placebo).

Up to the cut-off date for (27 February 2023), no serious adverse event and no AESI has been
reported in the adoles of the study. Trial VLA2001-304: 306 participants were enrolled in a non-

randomised manner e|ve VLA2001 on days 1 and 29. In 17 subjects, a total of 18 serious adverse
events were r d ne participant with a medical history of intermittent atrial fibrillation experienced
atrial fibrillati h was considered possibly related and classified as suspected unexpected serious
adverse e SUSAR). Up to the cut-off date for this PSUR, no AESI has been reported. Trial

. As of the cut-off date for this PSUR, no serious adverse event and no AESI has been

this study. Trial COV-BOOST: 219 participants received VLA2001 and 220 participants
received a half-dose of VLA2001 as a booster after two vaccinations with Vaxzevria or Comirnaty. As of
the cut-off date for this PSUR, five serious adverse events in the VLA2001 group (two of which were
considered possibly related to VLA2001 by the investigator) and one in the half-dose VLA2001 group were
reported.

In summary, 91 serious adverse events have been described in participants who received VLA2001 in the
MAH’s ongoing trials for COVID-19 vaccine (inactivated, adjuvanted, adsorbed). According to the MAH,
the majority of these serious adverse events were mild to moderate in intensity, and no participants died
as a result of serious adverse events reported in clinical trials during the reporting period.

PRAC PEUR assessment report
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Pregnancy and breastfeeding. The MAH notes that no preghancy cases have been reported from post-
marketing experience. In study VLA2001-201, there were two pregnancies among participants who
received VLA2001. Both resulted in full-term healthy live births. No congenital anomalies and no post-
natal medical problems were reported for either baby. In trial VLA2001-301, there were 29 participant
pregnancies and 10 partner pregnancies among participants who received VLA2001. Among the 29
participant pregnancies, 11 had a normal outcome; seven had a negative outcome, including one foetal
death, one premature birth, one emergency caesarean section at 39 weeks gestation, and four
miscarriages (two in the first trimester and two for which the gestation period was not specified); two
pregnancies were ongoing as of the cut-off date for this report (27 February 2023); and the outcome had
not been reported for nine pregnancies. Of the 10 partner preghancies of participants who recei%

VLA2001, seven had a normal outcome; two pregnancies were ongoing as of the cut-off date fo

report; and the outcome had not been reported for one pregnancy (the participant’s partner @uot

consent to follow up). In study VLA2001-307, one pregnancy was reported on 25 Janua% .
long-term

Long-term follow-up. According to the MAH, during the reporting interval, there w
follow-up trials for COVID-19 vaccine (inactivated, adjuvanted, adsorbed). Q

Other therapeutic use of medicinal product. The MAH states that during¢h porting interval,
COVID-19 vaccine (inactivated, adjuvanted, adsorbed) has not been inves@t d for any other

therapeutic use(s). K
New safety data related to fixed combination therapies. Th notes that no safety data related
to combination therapies with COVID-19 vaccine (inactivated, ted, adsorbed) became available

during the reporting interval.

Non-interventional studies. The MAH states that durirm'le reporting interval, no non-interventional

studies for COVID-19 vaccine (inactivated, adjuvante sorbed) were initiated, conducted, completed,
or reported.

Other clinical trials. The MAH notes that duyfi he reporting interval, no other studies have been
conducted with COVID-19 vaccine (inacti , adjuvanted, adsorbed).

Vaccination errors. During the rep. nterval and cumulatively, one non-serious ICSR involved a
vaccination error (wrong vaccine stered). From all available data, the MAH did not identify any
pattern of (potential) vaccinati rs.

Non-clinical data. Acco@o the MAH, no non-clinical studies were initiated or ongoing involving
COVID-19 vaccine (ina i d, adjuvanted, adsorbed) during the reporting interval.

Literature. Durj@reporting interval of this PSUR, the MAH identified five literature articles for
discussion and bkl summarises them.
— E. Hildt] iew of COVID-19 vaccines licensed in the EU describes the compositional

char istics of the six different COVID-19 vaccines licensed in the EU, their efficacy, and the
of various factors on efficacy (Hildt E. Bundesgesundheitsblatt Gesundheitsforschung
Gesundheitsschutz 2022;65(12):1237-43, doi: 10.1007/s00103-022-03600-4). PRAC assessor's
addendum: One of the vaccines discussed is COVID-19 vaccine (inactivated, adjuvanted, adsorbed).

— The questionnaire survey by Lv et al. showed that an inactivated COVID-19 vaccine had a good safety
profile in patients with chronic liver disease, and that there is a correlation between self-reported
adverse reactions and vaccine anxiety (Lv L et al. Hum Vaccin Immunother 2022;18(6):2136435,
doi: 10.1080/21645515.2022.2136435). The study was conducted in patients with chronic liver
disease attending a tertiary care hospital in Taizhou, China. PRAC assessor's addendum: Although the
trade name of the vaccine is not clearly indicated in the article, it was not COVID-19 vaccine
(inactivated, adjuvanted, adsorbed). The overall incidence of adverse reactions after COVID-19
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vaccination was 44.4% (71/160), and the most common adverse reaction was local injection site
reaction, accounting for 80.3% of adverse reactions (57/71).

— The retrospective study by Fei et al. found a mean onset of inactivated COVID-19 vaccine-associated
ocular complications of 13.2 + 11.9 days (range, 3-30 days; Fei et al. Hum Vaccin Immunother
2022;18(6):2138051, doi: 10.1080/21645515.2022.2138051). PRAC assessor's addendum: The
study included eight eyes of five patients, and the cases reported were three anterior uveitis, one
herpetic keratitis and iridocyclitis, and one posterior uveitis. The patients had received CoronaVac
(Sinovac) and/or BBIBP-CorV (Beijing Institute of Biological Products, Sinopharm).

— The multicenter retrospective cohort study by Li et al. investigated the safety and immunogenicity of
two doses of CoronaVac in subjects = 40 years old. The authors conclude that the safety,
immunogenicity and cellular immunity memory of CoronaVac in the elderly (= 60 years ol g
with chronic diseases are comparable to that of healthy individuals (Li et al. Commun é}md)
2022;2(1):151, doi: 10.1038/s43856-022-00216-2). PRAC assessor's addendum: Y;
participants recruited, 969 could be evaluated - 740 individuals with underlying
and 229 as healthy controls. The authors note that the higher incidence of a
(40-59 years old) comorbidities population was the main driving factor for ifference between the
comorbidities cohort and healthy control in the overall incidence of adv ents. More specifically,
the major inter-group difference was contributed by the systemic adv vents, mainly fatigue. In
the elderly (= 60 years old), comorbidities and healthy group did nat show significant difference in
the overall (15.6% versus 11.1%, P =0.290), the first dose (9.71%) versus 6.48%, P = 0.354) or the
second dose (9.93% versus 6.48%, P = 0.354) vaccination. vere adverse events were reported.

subjects of which 48,123 had
received two doses of COVID-19 inactivated vaccine 31,211 two doses of placebo (Li X et al.
Front Med (Lausanne) 2022;9:1015184, doi: 10. /fmed.2022.1015184). The authors sum up that
short-term, mild to moderate adverse reaction red, but serious adverse events were rare and
no placebo or vaccine-related deaths wereyrepotted. PRAC assessor's addendum: The vaccines used
in the studies were CoronaVac (Sinovac) P-CorV (Sinopharm), inactivated SARS-CoV-2 vaccine
(Vero cell) (Shenzhen Kangtai Biolagi ducts), BBV152 vaccine (Bharat Biotech International),
and SARS-CoV-2 vaccine (Vero cel stitute of Medical Biology, Chinese Academy of Medical
Sciences). Q

The MAH states that its review blished peer-reviewed scientific literature and available unpublished

manuscripts did not identify an w and/or significant safety findings that would impact the overall

benefit-risk balance of C 9 vaccine (inactivated, adjuvanted, adsorbed).

al conditions

Other periodic rep\the MAH refers to its monthly submitted summary safety reports (SSRs), five
of them during thefreporting interval. The reporting intervals of all five SSRs cover the period from 01
August 2022 t ecember 2022.

Rapporti @ssment comment:

Study 001-301: In addition to the study visit (B2), it would have been helpful to indicate the period
after booster vaccination in which this study visit occurred.

In the first PSUR, two cases each of osteoarthritis and tibial fracture were mentioned. It is unclear why
these cases are now no longer listed in the section on serious adverse events reported by more than one
participant. Also, the current PSUR no longer indicates that the SUSAR included three episodes of atrial
fibrillation. This had been described in the first PSUR. The MAH should clarify these discrepancies.

The presentation of data on pregnancies is appreciated. However, without further details, it is difficult to
interpret the negative outcomes described.

The MAH does not specify how many published and unpublished manuscripts it reviewed. The criteria
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EMA/PRAC/411013/2023 Page 12/17




used to select the five literature articles “identified for discussion” are not specified. The MAH is kindly
asked to specify in subsequent reports the literature search and the criteria used to select the article(s)
discussed.

1.3.6. Lack of efficacy in controlled clinical trials

According to the MAH, from interventional, non-interventional, retrospective studies and from the review
of published literature no new safety data emerged that indicated a lack of efficacy with COVID-19
vaccine (inactivated, adjuvanted, adsorbed).

1.3.7. Late-breaking information @6

efficacy/effectiveness findings arose for COVID-19 vaccine (inactivated, adjuvanted,

)
~

>
The MAH states that during the preparation of this PSUR, no potentially important new §®and

2. Signal and risk evaluation

2.1. Summary of safety concerns é

Important identified risks No important risks have bee@@fied.

Important potential risks Vaccine-associated enx@\isease (VAED) including Vaccine-

associated enhanceg.r‘es iratory disease (VAERD)

Missing information Use in pregnanc@d)/hile breast feeding
Use in imm compromised patient

Use in patients with autoimmune or inflammatory disorders

atients with unstable health conditions and comorbidities,
tes, chronic neurological disease, cardiovascular disorders,
¢ obstructive pulmonary disease (COPD)

ong-term safety data

,x\ anteraction with other vaccines

Table 2: Summary of spfetigconcerns, EU risk management plan v1.0 dated 21 June 2022 (PSUR p. 37,

Table 14). ¢
O
N\

2.2. Sig aluation

The es 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 during the reporting interval.

Concerning the use in patients with autoimmune or inflammatory disorders, one ICSR was received
during the reporting interval. A 72-year-old male reported vaccination site warmth (outcome recovered)
after the first vaccination with COVID-19 vaccine (inactivated, adjuvanted, adsorbed). Regarding the use
in frail patients with unstable health conditions and comorbidities, one ICSR was received during the
reporting interval from a 64-year-old male patient with a medical history of diabetes mellitus,
hypertension and COPD, reporting an anaphylactic reaction and dyspnoea (outcome recovered) following
the first vaccination with COVID-19 vaccine (inactivated, adjuvanted, adsorbed). The MAH’s review of the
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two ICSRs did not reveal any trends for the adverse event profile compared with the adverse event profile
defined in the SmPC.

The MAH notes that it did not receive any ICSRs on the important potential risks or the other missing
information. Further assessment of these safety concerns was therefore not possible.

Rapporteur assessment comment:

No data is presented that alters the classification of risks or missing information. No signals have been
raised.

2.3. Evaluation of risks and safety topics under monitoring 6

As already in the first PSUR, the MAH notes that, during the reporting interval, health an@es
requested an evaluation of the safety topics hypersensitivity, angioedema, autoimmu isorders,
cardiomyopathy, peripheral neuropathy, and menstrual disorders involving COVID- ccine
(inactivated, adjuvanted, adsorbed). Besides, the MAH lists fatal reports and t ience in special
patient populations as additional safety topics under monitoring.

Safety topics fatal reports, angioedema, autoimmune disorders, cardiomy«@vy, peripheral neuropathy,
and menstrual disorders: No ICSRs were received during the reporti terval and cumulatively.
Therefore, these safety topics could not be further evaluated. @

Safety topic experience in special patient populations: In the p < 18 years, the case of a 17-
year-old male was received, reporting an injection site rei‘ fter vaccination (outcome recovered). In
the age group = 65 years, three ICSRs described mild genegal symptoms like temperature elevation,
vaccination site warmth and unevaluable event (outcé recovered).

Safety topic hypersensitivity: During the repor'%ga erval, one ICSR was received, reporting an
anaphylactic reaction and dyspnoea (outcom@ vered) following the first vaccination with COVID-19
vaccine (inactivated, adjuvanted, adsor; %

The MAH queried its global vaccine s atabase for AESIs including those considered for adjuvant
CpG1018. During the reporting in{ and cumulatively, it identified one ICSR related to the AESI

anaphylaxis.
N

Rapporteur assessment ¢ nt:

The MAH's stateme séction 15.2 is exactly the same as in the last PSUR. It is unclear whether a new
request was receiv m the health authorities or whether this section of the PSUR was not updated.

The MAH’s sta t “the Pharmacovigilance Risk Assessment Committee concluded that there is no
evidenc f@usal relationship of menstrual disorders with vaccines against COVID-19” (PSUR p. 36) is
not qt@wect. The following can be taken from the Pharmacovigilance Risk Assessment Committee
(PRAC) 24-27 October 2022 meeting highlights: “After reviewing the data, the Committee concluded that
there is at least a reasonable possibility that the occurrence of heavy menstrual bleeding is causally
associated with these vaccines [Comirnaty and Spikevax] and therefore recommended the update of the
product information”. The MAH should take care to ensure that its statements in subsequent reports are
accurate.

Apart from this, in view of the virtually unchanged data situation, no further action is considered
warranted at this stage.

PRAC PEUR assessment report
EMA/PRAC/411013/2023 Page 14/17




2.4. Characterisation of risks

The MAH refers to the presentation of important potential risks and missing information in the EU risk
management plan approved on 21 June 2022. It notes that during the reporting interval, there were no
additional risk minimisation measures in place for COVID-19 vaccine (inactivated, adjuvanted, adsorbed),
and confirms that the effectiveness of routine risk minimisation measures will be monitored through the
routine pharmacovigilance activities.

Rapporteur assessment comment:

The safety concerns remain unchanged. E

3. Benefit evaluation (b@

The MAH summarises results of the ongoing study VLA2001-301. Immunogenicity of@ D 19 vaccine
(inactivated, adjuvanted, adsorbed) was at least similar to the comparator AZD e vaccine
demonstrated non-inferiority in terms of seroconversion rates at day 43 and i broad T-cell
responses with antigen-specific interferon-gamma producing T-cells. In the mised participants = 30
years of age, COVID-19 cases occurred at a similar frequency and time aﬁ@accination in the VLA2001
and AZD1222 groups. After the second vaccine dose, 7.0% of the partitipants in the VLA2001 group
tested COVID-19 positive, with a median of 63.0 days after the s accination. In the AZD1222
group, 6.0% of the participants tested positive, with a median days after the second vaccination.
The MAH notes that in the group of participants aged 18-29 s'and treated with VLA2001, a higher
number of COVID-19 cases was observed (8.4% of partibS after the second vaccine dose, median
65.0 days from the second vaccination). All COVID-1 ses were assessed as mild or moderate by the
investigator, none as severe. During the reporting j I, the MAH did not identify new safety
information that could have an impact on the ﬁic;] and effectiveness of COVID-19 vaccine (inactivated,
adjuvanted, adsorbed). Besides, no new info@ ion on efficacy and effectiveness of the vaccine became

available. N

Rapporteur assessment comment: \
; a

There are no new data on effic@a

Iters previous assessments, and which are described in the
approved product information.

Note to reference 13: Th should indicate when it accessed the website. At the time of writing this
assessment report, s@ing to the WHO Coronavirus (COVID-19) Dashboard, the numbers of confirmed
COVID-19 caseswgﬁ nsiderably higher (specifically, over 767 million) than the *more than 609
million” reportA th the first and second PSURs.

@%t-rlsk balance

The data presented in the current PSUR do not reveal any new safety issues. The benefit-risk profile of
COVID-19 vaccine (inactivated, adjuvanted, adsorbed) for the approved indication therefore remains
positive.

5. Rapporteur Request for supplementary information

1. In the 6th monthly summary safety report (SSR), covering the period from 01 December 2022 to
31 December 2022, the MAH had stated that it had received a cumulative total of 23 ICSRs with
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three serious and 58 non-serious adverse events in 23 patients. In the present (2nd) PSUR,
covering the period from 28 August 2022 to 27 February 2023, Appendix 4 lists a cumulative total
of 31 spontaneously reported adverse events in 12 patients, thereof three serious. The MAH is
kindly asked to briefly address these apparent discrepancies (12 versus 23 patients).

2. In the first PSUR, two cases each of osteoarthritis and tibial fracture were mentioned. It is unclear
why these cases are now no longer listed in the section on serious adverse events reported by
more than one participant. Also, the current PSUR no longer indicates that the SUSAR included
three episodes of atrial fibrillation. This had been described in the first PSUR. The MAH should
clarify these discrepancies.

6. MAH responses to Request for supplementary infor on

*

0\ December
f 23 ICSRs with

Question 1: In the 6th monthly summary safety report (SSR), covering the period fr
2022 to 31 December 2022, the MAH had stated that it had received a cumulative
three serious and 58 non-serious adverse events in 23 patients. In the present SUR, coavering the
period from 28 August 2022 to 27 February 2023, Appendix 4 lists a cumulativ al of 31 spontaneously
reported adverse events in 12 patients, thereof three serious. The MAH is Ki, asked to briefly address
these apparent discrepancies (12 versus 23 patients).

MAH’s response: During the preparation of the 6th monthly su @safety report (SSR), the MAH was

in the process of transitioning to a new safety database and a e processing team. To ensure
timely submission of SSR 06 to EMA, the report had to be ¢ iled right after completion of data
migration. Although the migrated data was complete, th had included case tabulations covering

also cases of medication errors by mistake.
This error led to the incorrect sum of 23 ICSRs ind@d and discussed in this SSR.

The MAH ensures that the information providér}'Appendix 4 of PSUR #2 (reporting period: 28-Aug-
2022 to 27-Feb-2023) is accurate and o% t with the information in Valneva’s global safety database,
i.e. a total of 12 ICSRs have been rep r COVID-19 Vaccine (inactivated, adjuvanted) Valneva to

date. (O

Rapporteur assessment comm \
Cases of medication error, Id be summarised and discussed in the PSUR. In section 9.2 on vaccination
errors, the MAH states uring the reporting interval and cumulatively, there was one non-serious

ICSR report involvm accination error (Wrong vaccine administered) received”. Therefore, the MAH's
response is not & comprehensible. Also, a search in EudraVigilance yielded more than 12 ICSRs
even consideri @ e data lock point of the PSUR. {Confidential information removed}

The MAI-M indly requested to recheck the number of ICSRs in its database. Issue not resolved.
A J

Question 2 (1): In the first PSUR, two cases each of osteoarthritis and tibial fracture were mentioned. It
is unclear why these cases are now no longer listed in the section on serious adverse events reported by
more than one participant.

MAH’s response: This is due to the SAEs reported by more than one participant being presented in a
slightly different way in the two PSURs:

PSUR #1 for period 2022Feb28 to 2022Aug27 -> Section “Ongoing Clinical Trials” starts with a summary
and in the 4th paragraph lists SAEs reported by more than one participants across all ongoing trials.
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PSUR #2 for period 2022Aug28 to 2023Feb27 was oriented to the DSUR finalized shortly prior to the
PSUR, and presents SAE reported by more than one participant per study.

Tibia fracture and osteoarthritis occurred in one participant each for VLA2001-301 and VLA2001-304
studies, so they are only comprised when listing SAE in SAEs reported by more than one participants
across all ongoing trials, and not when listing SAE reported by more than one participant per study.

We ask the rapporteur to clarify what type of presentation is preferred for the next PSUR.

Question 2 (2): Also, the current PSUR no longer indicates that the SUSAR included three episades of
atrial fibrillation. This had been described in the first PSUR. The MAH should clarify these discre jes.

MAH’s response: It is still correct that the respective participant had three episodes of a ibrillation,
as described in PSUR #1. The second episode was classified as SAE based on hospitaliz nd was
later classified as SUSAR. We apologize for not having described the event with the evel of detail in
PSUR #2.

Rapporteur assessment comment:

&
N}

The MAH asks which presentation of serious adverse events in trials is re&d by the PRAC rapporteur.
The PRAC rapporteur considers a cumulative presentation of events more meaningful and
informative than a presentation by individual trial, as this allows quent events to be better
captured. In addition, the adverse events per study should be , so that an increased incidence in

a particular study in eventually a specific population canm

The MAH's answers to Question 2 are acceptable. Issue r

O
7. Comments from Member{f@és

No comments from member states were re Ca‘i
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COVID-19 Vaccine (inactivated, adjuvanted) Valneva PSUR No. 02

EXECUTIVE SUMMARY
Introduction

This is the second 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 Benefit-Risk
Evaluation Report; EMA E2C guideline on periodic benefit-risk evaluation report; theaEMA
Module VII Guideline on Good Pharmacovigilance Practices — Periodic safety update re d
EMA Guideline on the Conduct of Pharmacovigilance for Vaccines for Pre- and Post osure
Prophylaxis Against Infectious Diseases. This report summarizes the safety data t%ved and
processed by Valneva Austria GmbH (herein referred to as Valneva) from Worlde ources for
the reporting interval covering 28-Aug-2022 to 27-Feb-2023.

Bahrain, which is considered to be the International Birth Date (I COVID-19 vaccine
(inactivated, adjuvanted, adsorbed), which is 28-Feb-2022. &

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

COVID-19 vaccine (inactivated, adjuvanted, @d) induces severe acute respiratory syndrome
r

The periodicity of this PSUR is based on the Emergency Use Authoriz;& the Kingdom of

Medicinal Product

coronavirus 2 (SARS-CoV-2) neutralizing anti s, as well as cellular immune responses (Th1)
directed against the spike and other surfaa\ps eins, which may contribute to protection against
Coronavirus Disease (COVID-19). Usingtjy vaccine, the cellular immune response is thus not
limited to the S-protein but also dir: ainst other SARS-CoV-2 surface antigens. No data on
induction of humoral immune re s directed against SARS-CoV-2 antigens other than S-
protein are available in humanso

COVID-19 vaccine (inacti , adjuvanted, adsorbed) is indicated for active immunization to
prevent COVID-19 caused ARS-CoV-2 in individuals 18 to 50 years of age.

COVID-19 vaccine @tlvated, adjuvanted, adsorbed) is supplied in a multi-dose vial which
contains 10 dose\@i mL, 1 dose (0.5 mL) contains 33 Antigen Units (AU) of inactivated SARS-
CoV-2 virus.aviilable in as suspension for injection (injection). The injection is white to off-white
suspension .5 = 0.5) and is administered intramuscularly as a course of 2 doses of 0.5 mL
each. T d dose should be administered 28 days after the first dose. The preferred site is the
delto le of the upper arm (preferably the non-dominant arm).

F 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: 17-Feb-2023.

Worldwide Marketing Authorisation Status

The first Emergency Use Authorization 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.
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28-Feb-2022. COVID-19 vaccine (inactivated, adjuvanted, adsorbed) is currently authorized in 4
countries and marketed in 1 country (the Kingdom of Bahrain) and 1 region (European Union
[EU]). Approval has been granted in the following countries: Kingdom of Bahrain (Emergency
Use Authorization), EU (Centralized), United Arab Emirates (Emergency Use Authorization), and
United Kingdom (Conditional Marketing Authorization).

Update of Regulatory Authority or Marketing Authorisation Holder Actions Taken for

Safety Reasons 6

During the reporting interval, Direct Healthcare Professional Communication lette{s
were prepared and submitted to authorities and Healthcare professionals in Austri
Denmark and Bulgaria to inform them about the extension of the shelf life for

vaccine (inactivated, adjuvanted). Q

Changes to Reference Safety Information 0

Several updates were made to the Summary of Product CharacteristieS (SmPC) for COVID-19
vaccine (inactivated, adjuvanted) during the interval, the SmPC@ ffect were dated 25 Jul 2022,
dated 21 Sep 2022, dated 22 Nov 2022 and dated 17 Feb 20

During the reporting interval, the shelf life was exten m 15 to 18 and finally to 21 months
for the finished product. Furthermore, the in-use shel as been updated to 6 hours when stored
below 25 °C or up to 48 hours when stored at 2-86.

No changes to the safety sections were ma{@ng the reporting interval.
Summary of Clinical Trials 00

During the reporting interval, ti&re 4 ongoing clinical trials with VLA2001, 1, 1 Phase 2/3
trial (VLA2001-307), 2 Phas& als (VLA2001-301 and VLA2001-304), and 1 Phase 2 trial

(COV BOOST). Q
idl (Phase 1/2 trial (VLA2001-201)) was completed with VLA 2001

Furthermore, 1 clinic
during the reporti od.

Further det: ’)s%e completed and ongoing clinical trials are presented in Section 7.2.

Cl@@ﬁal Exposure
Cumulatively, a total of 4.094 subjects received COVID-19 vaccine (inactivated, adjuvanted,
adsorbed) in 5 ongoing clinical trials.

Post-Authorisation Exposure

During the reporting interval, a total of 1.171.700 COVID-19 vaccine (inactivated, adjuvanted,
adsorbed) doses were distributed in Kingdom of Bahrain and EU region.
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Overview of Individual Case Safety Reports (ICSRs)

Cumulative and interval summary tabulations of adverse drug reactions (serious and non-serious)
received during the reporting interval is provided in Appendix 4.

Overview Summary of the Adverse Events of Special Interest (AESIs)

were queried for AESIs. One ICSR with MedDRA preferred terms related to the list of

During this reporting interval and cumulatively, all ICSRs in the global Vaccine safety dataase
was identified but did not suggest any trends for the AE profile compared to the AE pro®1 the

current SmPC. (refer to Appendix 8). N \%
Overview of Signals: New, Ongoing, or Closed é

During the reporting interval, there were no signals identified that w an update to the
product safety specification for COVID-19 vaccine (inactivated, adjuy, y adsorbed).

Summary Evaluation of Important Risks and New Informatio&

During the reporting interval and cumulatively, no new info@on pertaining to important risks
was identified.

Safety Topics for Routine monitoring \O

During this reporting interval and cumulativel&CSRs in the global Vaccine safety database
were queried for the following safety topi&\'

Fatal reports
Experience in Special Pati opulations

Hypersensitivity
Angioedema K
Autoimmune dls%ig
Cardiomyopa

Peripheral u€ athy

Mens}r@ orders

Further ev@t\wn of these safety topics were discussed in Section 15.2.2.

O nefit-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.

The risk associated with inactivated virus vaccines are considered low, further several inactivated
whole virus vaccines have also shown a good safety profile in the past. Additionally, the
technological platform for developing inactivated vaccines has the advantage of rapidly scaling up
production in pandemic situation using well-established infrastructure and methods.
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The benefit-risk profile of COVID-19 vaccine (inactivated, adjuvanted, adsorbed) which has been
established across the clinical development program remains unchanged and positive from the date
of first marketing authorisation. No new information has become available with regards to AESIs,
serious AEs, fatal cases, new/ongoing/closed signals or safety concerns, both from cumulative and
interval data that has a major impact on the benefit risk evaluation.

Conclusion

In conclusion, the overall evaluation of the safety data from the use of COVID-19 ine
(inactivated, adjuvanted, adsorbed) during the reporting interval, and cumulatively, co@ms the
product’s good safety and tolerability. ‘\

The benefit-risk profile of COVID 19 Vaccine (inactivated, adjuvanted, a@ ed) remains
positive and has not changed since its first marketing approval on 28-Feb .
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1 INTRODUCTION

This is the second periodic safety update report (PSUR) for Coronavirus Disease (COVID-19)
vaccine (inactivated, adjuvanted, adsorbed) compiled for regulatory authorities which follows the
International Conference on Harmonization E2C (R2) Harmonized Tripartite Guideline Periodic
Benefit-Risk Evaluation Report ; European Medicines Agency (EMA) E2C guideline on periodic
benefit-risk evaluation report; the EMA Module VII Guideline on Good Pharmacovigilance
Practices — Periodic safety update report; and EMA Guideline on the Condugt of
Pharmacovigilance for Vaccines for Pre- and Post-Exposure Prophylaxis Against Inféctious
Diseases. This PSUR summaries the safety data received and processed by Valneva Aust@}mbH
(herein referred to as Valneva) from worldwide sources for the reporting mt&@covering
28-Aug-2022 to 27-Feb-2023.

The periodicity of this PSUR is based on the Emergency Use Authonzag@qe Kingdom of
Bahrain, which is considered to be the International Birth Date (IBD) OVID-19 vaccine
(inactivated, adjuvanted, adsorbed), which is 28-Feb-2022. @

COVID-19 vaccine (inactivated, adjuvanted, adsorbed) is a p i inactivated, and adjuvanted
whole virus SARS-CoV-2 vaccine grown on Vero cells (A een monkey cells).

COVID-19 vaccine (inactivated, adjuvanted, adsorbed) i c s severe acute respiratory syndrome
coronavirus 2 (SARS-CoV-2) neutralising ant1bod1 ell as cellular immune responses (Th1)
directed against the spike and other surface prot thh may contribute to protectlon against
Coronavirus Disease (COVID-19). Using thiﬁne the cellular immune response is thus not
limited to the S-protein but also directed again$t other SARS-CoV-2 surface antigens. No data on
induction of humoral immune responseéwcted against SARS-CoV-2 antigens other than S-
protein are available in humans. 0

COVID-19 vaccine (inactivated&anted, adsorbed) is indicated for active immunisation to
prevent COVID-19 caused by. -CoV-2 in individuals 18 to 50 years of age.

Pharmacotherapeutic g@Qﬂ‘al vaccines, other viral vaccines.

COVID-19 vaccin tivated, adjuvanted, adsorbed) is supplied in a multi-dose vial which
contains 10 dos .SmL, 1 dose (0.5 mL) contains 33 Antigen Units (AU) of inactivated SARS-
CoV-2 vi »&& le as suspension for injection (injection). The injection is white to off-white
suspensio::@vj + 0.5) and is administered intramuscularly as a course of 2 doses of 0.5 mL
each. ond dose should be administered 28 days after the first dose. The preferred site is the
deltoi scle 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: 17 Feb 2023 (refer to Appendix 1).
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2  WORLDWIDE MARKETING AUTHORISATION STATUS

COVID-19 vaccine (inactivated, adjuvanted, adsorbed) is currently authorized in various regions
for the active immunization to prevent COVID-19 caused by SARS-CoV-2 in individuals 18 to
50 years of age. The first Emergency Use Authorization for COVID-19 vaccine (inactivated,
adjuvanted, adsorbed) was granted in the Kingdom of Bahrain, which is considered to be the IBD
i.e. 28-Feb-2022. COVID-19 vaccine (inactivated, adjuvanted, adsorbed) is currently authorized
in 4 countries/regions and marketed in 1 country (the Kingdom of Bahrain) and 1 region (E ean
Union [EU]). Approval has been granted in the following countries: Kingdom o ain
(Emergency Use Authorization), EU (Centralized), United Arab Emirates (Em Use
Authorization), and United Kingdom (UK) (Conditional Marketing Authorization&\

Cumulative information on the market authorisation in all countries/regio(@e name(s), are

presented in Appendix 2. \
3 ACTIONS TAKEN IN THE REPORTING INTERVAL FO %TY REASONS

During the reporting interval, Direct Healthcare Professional C¢ o ication letters (DHPC)
were prepared and submitted to authorities and Healthcare pfofgssionals in Austria, Germany,
Denmark and Bulgaria to inform them about the extensio A shelf life for COVID-19

vaccine (inactivated, adjuvanted). O

4 CHANGES TO REFERENCE SAFETY I@ORMATION

Several updates were made to the Summ &roduct Characteristics (SmPC) for COVID-19
vaccine (inactivated, adjuvanted) durin terval, the SmPCs in effect were dated 25 Jul 2022,
dated 21 Sep 2022, dated 22 Nov Z& dated 17 Feb 2023.

f life was extended from 15 to 18 and finally to 21 months
re, the in-use shelf life has been updated to 6 hours when stored
en stored at 2-8 °C.

During the reporting interval,
for the finished product . Furt
below 25 °C or up to 48 h

No changes to the safi \ctions were made during the reporting interval.
*

5 ESTIMA XPOSURE AND USE PATTERNS

5.1 Cunéhve Subject Exposure in Clinical Trials

A@\aﬁvc total number of 4.094 subjects were treated with VLA2001 in 5 ongoing clinical
trialsS\(CTs).
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Table 1: Summary of Estimated Cumulative Exposure in Adult Subjects up to and including August
27,2022

; Estimated Total Number of Participants

VLA2001-201 VLA2001 153
VLA2001-301 (Adult Part) VLA2001 3.017
VLA2001-304 VLA2001 306 .
VLA2001-307 VLA2001 178 6;
COV-BOOST VLA2001 440 @
TOTAL VLA2001 YEX
—

Table 2: Estimated Cumulative Exposure in Adolescent Subjects by Gender .

VLA2001-301

(Adolescent Part) VLA2001

Trial VLLA2001-201 Qg

Table 3: Cumulative Participant Exposure to VLA2M@ Age and Gender - Trial VLA2001-201

(completed) ()
— Number of Participants
Age Range vars) e
18-29 \
30-55 37 93
Total 70 153

Table 4: Cumulative Pa ﬁcf@t Exposure to VLLA2001 by Race and Gender - Trial VL.A2001-201
(completed)

Q Number of Participants
meecrop N v ] vew [

Total 83 70 153
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Table 5: Cumulative Participant Exposure to VLLA2001 by Age and Gender - Trial VLA2001-301

Adult Trial

Number of Participants
Age Range (years)

18-29 555 483 2 1.040
30-55 1.121 834 3 1.958 bﬁ
>56 14 5 0 19
Total 1.690 1.322 5 .
Adolescent Trial
Age Range (years) Number of Participants
Male Female Diverse Total
>12to< 18 10 11 0 21
Total 10 11 21

Table 6: Cumulative Participant Exposure to VLA2001 by Race
301

(N

@%ender Trial VLA2001-

et

White/White European 1.577 G 2.800
Mixed 32 N 45 0 77
Asian 1 (4 30 0 77
Black 18NN\ ) 9 0 27
Other ,9\6 10 0 19
Chinese L 8 0 13
Hispanic ] 2 2 0 4
Total N 1.690 1.322 5 3.017
e
,\v Number of Participants
Rac Male Female Diverse Total
" 9 10 0 19
“@xed 1 1 0 2
[\ Total 10 1 0 21
$
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Trial VLA2001-304

Table 7: Cumulative Participant Exposure to VLLA2001 by Age and Gender - Trial VLA2001-304

Number of Participants
spRugegeary | Ml [ Femse [ T |

>56 146 160 306
Total 146 160 306

Table 8: Cumulative Participant Exposure to VLA2001 by Race and Gender - Trial VLA2001 ;;:

Number of Participants ’-

o | Mae | Female | NPl |
@

European 132 139 . \> 271
Maori 8 {1 @ 19
)

Other 4 _\g 6 10
Asian 1 \O 4 5

o

\J
Native Hawaiian or Other Pacific Islander Q 0 1

n\'.
146 160 306
Total E xb
Trial VLA2001-307 K

Table 9: Cumulative Participant Exposure to VLA2001 by Age and Gender — Trial
VLA209%:30

Number of Partlclpants ,

Female .

Total 64 65 178

Table 10: Cumulative Participant Exposure to VLA2001 by Race and Gender - Trial
VLA2001-307
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Number of Participants

'RaCe‘Gfoﬁp . | Female

White

Latin American 0 1

Asian 3 3 6

Maori 0 1

Other 5 4 9

Total 87 91 178 @e ;

L

COV-BOOST Trial %

Table 11: Cumulative Subject Exposure to COVID-19 Vaccine (inactivated, ad'@l ed adsorbed)
in the COV-BOOST Trial by Age and Gender

Prime with Oxford-AstraZeneca Prime w lzer-BioNtech

Half-dose Half-dose
VLA2001 : VLA2001
Characteristics n=111 -~ n=110
Age (years)
Mean (SD) 64.4 (15.3) 64.0 (149) _ANNS50.9 (18.1) 62.4 (16.7)
Median 71.8 710, N} 612 62.0
<70 years, n (%) 51 (46.8) 51459\ 63 (57.3) 61 (55.5)
>70 years, n (%) 58 (53.2) 60 (84D 47 (42.7) 49 (44.5)
e T
Female 50 (45.9) £~ \54(48.6) 59 (53.6) 49 (44.5)
Male 59 (54.1) N~ 57(51.4) 51 (46.4) 61 (55.5)
Ethnicity :
White 100 @ 107 (96.4) 99 (90.0) 102 (92.7)
Black 2 1(0.9) 2(1.8) 0
Asian N o) 2 (1.8) 7 (6.4) 6 (5.5)
Mixed O o 0 1(0.9) 2(1.8)
oter + N7 109 0 1(0.9) 0
Not given (3% 1(0.9) 0 0 0

5.2 and Cumulative Estimated Exposure Data from Post-Authorisation

erience

During the reporting interval and cumulatively, a total of 1.171.700 COVID-19 vaccine
(inactivated, adjuvanted, adsorbed) doses were distributed in Kingdom of Bahrain and EU region.
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Table 12: Interval Actual Exposure Data (Administered and Distributed) from Post-Authorisation
Experience Presented by Region / Country

Region / Country Total Doses Administered® Total Doses Distributed

Interval
Kingdom of Bahrain | Not available | 300.500
EU
Austria 2.109 76.800
Denmark Not available 43.200 Ab
Germany 7.087 751.200,, g )
Total (EU Countries) Not available 871:
Total Not available %700
@ https://www.data.gv.at/en/data/austrian-covid-19-open-data-information-portal/ Q\"
6 DATA IN SUMMARY TABULATIONS 0\’
Lo
6.1 Reference Information &

ion 25.1 was the coding
drug reactions. The summary

The Medical Dictionary for Regulatory activities (MedD
dictionary utilised for the presentation of adverse events/
tabulation report is organised by System Organ Cla eferred Term (PT) in internationally
agreed order which summarises each adverse event coii€ident with COVID-19 vaccine
(inactivated, adjuvanted, adsorbed) rather than w ach individual case safety report(s) (ICSR).
The summary tabulation is generated from a d@mc global safety database which changes over
time as ICSRs are updated and reflects the current data available at the time that it was
generated. As a single ICSR may contai bath serious and nonserious and / or both listed and
unlisted adverse events, an ICSR resented in more than 1 category under each source.
Therefore, the sum of the total n of adverse events across sources may exceed the number
of unique ICSRs that exist ove

Follow-up attempts (define phone calls, letters, questionnaires) have been made by Valneva to
request follow-up inf tioft and / or medical confirmation of the ICSRs. The data included
within this report T t the most complete ICSR information available at the time of analysis.
6.2 Cumula(;Summary Tabulations of Serious Adverse Events from Clinical Trials

A cum summary tabulation of all serious adverse reactions from Company-sponsored

1nte§ al CTs is provided in Appendix 3
6.3 umulative and Interval Summary Tabulations from Post-Authorisation Data

Cumulative and interval summary tabulations of adverse drug reactions (serious and nonserious)
received during the reporting interval is provided in Appendix 4.
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7 SUMMARIES OF SIGNIFICANT SAFETY FINDINGS FROM CLINICAL TRIALS
DURING THE REPORTING INTERVAL

A list of any Marketing Authorisation Holder (MAH) sponsored post-marketing interventional
trials with the primary aim of identifying, characterising, or quantifying a safety hazard, or
confirming 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 6

%,

Protocol VI.A2001-201 A Phase I/II Randomised, Two Parts, Dose-Finding Stg%
ante

Evaluate the Safety, Tolerability and Immunogenicity of an Inactivated, Adj d
SARS-CoV-2 Virus Vaccine Candidate (VL.LA2001), Against COVID-19 In thy

Subjects: "
S

e Study period: 16 Dec 2020 to 06 Apr 2022 @»

Trial VLA2001-201 (Phase 1/2) was the first-in-human trial of 2001. The trial was a
randomised, dose-escalation and dose-finding, multicentre tri 3 dose groups (low, medium
and high). The primary objective of this trial was to evalu %‘olerability, safety, and
immunogenicity of VLA2001 in a 2-dose primary immugiizatiofi schedule (Day 1; Day 22) in
healthy adults aged 18 to 55 years. The trial was co in 3 parts: Part A (covering the
follow-up from Day | to Day 36) and Part B (cov: ‘?rbﬁhe follow-up from Day 37 to Day 208).
A Booster Part (Part C, covering the follow-up Visit 7 to Visit 10) was also added to the
trial. Trial participants who have completed t initial vaccinations and have been followed for
8-9 months, were offered 1 dose of VLA&'(high dose) as a booster vaccination. Electronic
diaries were used to solicit local and s c adverse events (AEs) within 7 days after each
vaccination. 6

In this trial, VLA2001 was fo@ be generally safe and well tolerated across all dose groups
tested, with no safety conc identified by an independent Data Safety Monitoring Board
(DSMB). The majorityQf adu€rse events (AEs) were mild or moderate and only 2 participants
reported severe solici s (headache and fatigue). The majority of solicited AEs resolved
quickly. Only 18.3 ial participants reported unsolicited AEs up to Day 208 which were
considered rela the vaccine; no related severe unsolicited AEs were reported. There were
no serious rel Es. One non-related serious adverse event (SAE; event term: chilblains, also
se event of special interest [AESI]) was reported. The Investigator reported the
in severity. No action was taken with regard to the trial vaccine and the event

€VEnias
e

The high dose was selected for Phase 3 trials.

For information on the Synopsis of the final Clinical Study Report please refer to Appendix
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7.2 Ongoing Clinical Trials

Overall, 2 Phase 3 Valneva-sponsored clinical trials (VLA2001-301 and VLA2001-304) and 1
Phase 2/3 trial (VLA2001-307) were ongoing during the reporting period. The Phase 3 VLA2001-
301 trial includes an Adult Part, an Adult Booster Part, and an Adolescent Part.

In addition, 1 Phase 2 non-Valneva-sponsored clinical trial (Phase 2 COV-BOOST Trial)
included VLA2001 as booster vaccination in 1 of 3 groups in the trial. Analysis of the study part
concerning VLA2001 is completed; study is ongoing for further sub-studies. 8

Phase 3 Trial - VLA2001-301 @
o2

e Study period: 28-Apr-2021 to 13-Mar-2023 (Data analysis ongoing) é

e Summary: s&

VLA2001-301 is a Phase 3, randomized, observer-blind, controlled, Qrity trial to compare
the immunogenicity of VLA2001 to AZD1222 in terms of GMT of SARS-CoV-2-specific
neutralizing antibodies. AZD1222 is a recombinant replication- tive chimpanzee adenovirus
expressing the SARS-CoV-2 Spike surface glycoprotein. De ent of AZD1222, previously
referred to as ChAdOx1 nCoV-19, was initiated by the U of Oxford with subsequent
transfer of development activities to AstraZeneca. (&

Main Part (Adult Population): O

Participants in VLA2001-301 are adults aged
have a stable medical condition. Approxi y, 3,000 participants 30 years of age and older
have been randomized in a 2:1 ratio to ¢ 2 IM doses of either VLA2001 (n=2,000) or
AZDI1222 (n=1,000) at the reco dose level (33 AU), 28 days apart, on Days 1 and 29.
Approximately 1,000 participan are under 30 years of age have been placed in a non-
randomized treatment group a&_{ eive VLA2001, 28 days apart. The primary objectives of this
trial are to demonstrate the iority of VLA2001 compared with AZD1222, in terms of GMT

of neutralizing antibodi®s, at'2 weeks after the second vaccination in adults aged 30 years and
older and to evaluate %s fety and tolerability of VLA2001 at 2 weeks after the second

vaccination. . Q

The last pa@%ﬂl’s last visit took place on Oct 10, 2022. Data analysis was ongoing at the cut-

ears older who are either generally healthy or

off date fo SUR.

analysis with data up to Day 208 in 4,012 participants treated (3,017 in the VLA2001
dos up and 995 in the AZD1222 dose group) is available. In this analysis, VLA2001 was
found to be generally safe and well tolerated, with no safety concerns identified by the DSMB.
Overall, 94.1% of participants reported any AE up to Day 208. The incidences of AEs were
similar in the VLA2001 (age 18-29 years) group, and the VLA2001 (age >30 years) group
(94.4% and 91.7%, respectively) compared with the AZD1222 group (98.5%). The majority of
AEs were mild in severity. There were no deaths in this study as of up to Day 208. Overall, 1.0%
of participants had any SAEs up to Day 208. The incidences of SAEs were similar between
treatment groups. Up to Day 208 91.1% of participants reported any treatment-related AE. The
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incidences were 91.8% and 87.2% in the VLA2001 (age 18-29 years) group, and the VLA2001
(age >30 years) group, respectively, compared with the AZD1222 group (98.1%). No serious
solicited AEs were reported up to Day 208. 13 participants reported an AESI up to Day 208.

Adult Booster Part:

In the Booster Part, all participants, except those who already received a licensed COVID-19
vaccine outside of the trial, were offered a booster dose with VLA2001. 6

An interim analysis with data up to Day B2 in 958 participants treated (712 primed witb@
VLA2001 and 246 primed with AZD1222) is available. Overall, in this analysis 78,4
participants reported any AE. The incidences of AEs were similar in the VLA200 &d and
the AZD1222 primed groups (78.7% and 77.6%, respectively). The majority of] eported
were mild in severity, and 73.9% of participants had AEs that were treatmg ed. The
incidences of treatment-related AEs were similar in the VLA2001 prime and the
AZD1222 primed group (74.2% and 73.2%, respectively). There wer ths in this study up
to Day B2. Overall, 0.7% of participants had SAEs. The number of S was similar between
both study groups (3 events in the AZD1222 primed group and &ents in the VLA2001 primed
group). None of the SAEs was considered to be treatment rel éﬂne AESI was reported up to
visit B2.

In total in the adult part of the study (including adul@%d booster part), 94 SAEs in 82
participants have been reported (73 in the VLA2001 group and 21 in the AZD1222 group). There
were no deaths in this study up to the cut-off dat this PSUR.

The majority of these SAEs were mild to ﬂQd; te in intensity. The only SAEs reported by more
than 1 participant who received VLA2Q01 in Trial VLA2001-301 were appendicitis (4
participants in the Main Part), appendicitis perforated (2 participants in the Main Part), seizure (2
participants [1 participant in the M art and 1 participant in the Adult Booster Part]),
spontaneous abortion (2 partici in the Main Part). None of the SAEs was considered to be
treatment related.

Adolescent Part: \Q
o

This protocol wa: @nded on 10 August 2021 to include adolescent participants >12 to <18
years old, to«defermiine the safety and tolerability of VLA2001 in this age group. For safety

6 adolescents were enrolled in an open-label, non-randomized manner. A

of the accrued safety data after all 16 sentinel participants completed the 7-day e-
after vaccination was favourable. Randomization of the remaining participants

sites was initiated and is ongoing.

At least 660 participants were planned to be recruited and randomized in a 1:1 ratio to receive 2
IM doses of either VLA2001 (n=330) or placebo (n=330). It was planned for adolescents who
initially received placebo in this trial to subsequently receive 2 doses of VLA2001. However, the
protocol was amended on 06 September 2022 and recruitment of adolescent participants was
stopped due to low enrolment after recruitment of 16 sentinel participants followed by 6
randomized participants (3 randomized to VLA2001 and 3 randomized to placebo). The study
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design ensures a safety follow-up of 6 months after the last VLA2001 vaccination/booster for all
enrolled study participants.

The sentinel adolescent participants received a booster vaccination with VLA2001 at Visit V5ab
and will have follow-up visits 14 days after the booster dose (i.e., Visit V6ab) and 6 months after
the booster dose (i.e., Visit V7ab). None of the randomized participants will receive a booster
dose. Participants in the placebo group will receive a 2-dose primary immunization (28 days
apart) with VLA2001 at Visit V4p and Visit V5p. 6

adolescent participants will be unblinded at this point in time. Visit V5p, V6p, V7p a p will

Due to the fact that the placebo group will receive a dose of VLA2001 at Visit V4p, a@
only be performed by the participants initially randomized to the placebo group. K

The adolescent study was ongoing at the cut-off date for this PSUR. No S o AESI has
occurred in the adolescent study part up to the cut-off date for this PSUR.Q

Phase 3 Trial - VLA2001-304 @»

e Study period: 09-Aug-2021 to 18-Nov-2022 (Data anal@ going)
e Summary:

VLA2001-304 is a Phase 3, multicenter, open-label, @ arm study to assess the safety,
tolerability, and immunogenicity of VLA2001 in glder adults. Participants aged >56 years and
older who are either generally healthy or are wj ble medical condition were enrolled. A
total of 306 participants were enrolled in a no domized manner to receive VLA2001 at the
recommended dose level, 28 days apart, ésﬁays 1 and 29. The study protocol was amended in
order to investigate a booster dose of 01 in older adults. All participants except those who
had already received a licensed CO 9 vaccine outside of the study have been offered a
booster dose with VLA2001. Al le and willing participants have received a booster
VLA2001 vaccination at Visi d have been followed up 14 days and 6 months after the
booster vaccination.

In study VLA2001-3(% tal of 18 SAEs were reported in 17 subjects.

medical history of intermittent atrial fibrillation since 2011 had an SAE
(reported i R covering the interval 28 Feb 2022 to 27 Aug 2022), which was initially
reported b nvestigator as unrelated. Upon further review, the Investigator changed the

even§o 51 ly related during the reporting period for the current DSUR and this event was

suspected unexpected serious adverse reaction (SUSAR). The event was considered
nd it resolved within 16 days.

One participant (Trial VLA2001-304) withdrew consent due to a non-VLA2001 related SAE
(oesophageal adenocarcinoma) in March 2022.

No death and no AESI has occurred in study VLA2001-304 up to the cut-off date for this PSUR.
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Phase 2/3 Trial — VLA2001-307
e Study period: 09-May-2022 to ongoing

e Summary:

VLA2001-307 is a Phase 2/3 multicenter, open-label clinical trial investigating the safety,
tolerability, and immunogenicity of a VLA2001 booster vaccination (standard dose of 0.5 mL in
participants >18 years to <50 years of age, or a double dose of 1.0 mL in participants aged >50
years). Approximately 275 participants, either generally healthy or with a stable medical condition,
are planned to be enrolled in the trial, with approximately 25% of participants who MC&IS
of age enrolled into the cohorts with participants >50 years of age.

The VLA2001 booster is given to adults at least 6 months after vaccination wi mRNA
COVID-19 vaccine, with or without confirmed SARS-CoV-2 infection, or to inated adults
at least 4 months after confirmation of natural SARS-CoV-2 infection. Q

Immunogenicity will be assessed at Visit 1 (pre-booster, Day 1) and at YisSit 2 (14 days after
booster, Day 15). Safety will be assessed for at least 6 months after ster vaccination. This

trial was initiated during the reporting period and remains ongoin&

No SAE, no AESI and no death have been reported in study 001-307 up to the cut-off date
for this PSUR.

COV-BOOST Trial \OQ

The COV-BOOST trial is a multicenter, rando Q controlled, Phase 2 trial of a third dose
booster vaccination against COVID-19. P§ic ts were aged 30 years and older and were at

least 70 days post 2 doses of the Oxford- eneca vaccine or at least 84 days post 2 doses of
the Pfizer-BioNTech vaccine, with no ?j of laboratory-confirmed SARS-CoV-2 infection

(Munro et al, 2021). The study consi f 3 groups, one of them including VLA2001 as a
booster shot. In that group, part@ were randomised to receive either Pfizer-BioNTech,
VLA2001, half-dose of VLA anssen Ad26, or control (a quadrivalent meningococcal
conjugate vaccine) in a 1: 1474} manner.

In the COV-BOOST total of 219 participants received VLA2001 and 220 participants
received a half-do LA2001 as a booster after 2 vaccinations of Oxford-AstraZeneca or
Pfizer-BioNTe of the cut-off date for this PSUR and per the report in Munro 2021, 5 SAEs
in the VL t}oup (2 of which were considered possibly related to VLA2001 by the
Investigat 1 in the half-dose VLLA2001 group were reported. All vaccines showed no

safe c@ms.

Ap ix 3:Table 19: Serious Adverse Reactions from the COV-BOOST TrialTable 19 shows
Serious Adverse Reactions from the COV-BOOST Trial.

Summary Valneva’s VLA2001 clinical program

Cumulatively, in the ongoing trials in Valneva’s VLA2001 clinical program up to the cut-off
date for this PSUR, 91 SAEs have been reported in participants who received VLA2001. The
majority of these SAEs were mild to moderate in intensity. The only SAEs reported by more
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than 1 participant who received VLA2001 in Trial VLA2001-301 were appendicitis (4
participants in the Adult Part), appendicitis perforated (2 participants in the Adult Part), seizure
(2 participants [1 participant in the Adult Part and 1 participant in the Booster Part]),
spontaneous abortion (2 participants in the Adult Part); and atrial fibrillation (2 participants) in
Trial VLA2001-304.

In the ongoing trials in Valneva’s VLA2001 clinical program, 1 suspected unexpected serious
adverse reaction (SUSAR) has been reported in the VLA2001 trials as of the cut-off date for this
PSUR. One participant in Trial VLA2001-304 had an SAE of atrial fibrillation during the
previous reporting period (28 Feb 2022 to 27 Aug 2022), which was initially reported b
Investigator as unrelated. Upon further review, the Investigator changed the event ca
possibly related during the reporting period for the current DSUR and this event V\{R
a SUSAR. The event was considered severe, and it resolved within 16 days.

One participant (Trial VLA2001-304) withdrew consent during the repc@od due to a

non-VLA2001 related SAE (oesophageal adenocarcinoma). One partici rial
VLA2001-201) withdrew consent due to a non-serious AE not relate% A2001 (COVID-19).
Two participants in Trial VLA2001-301 withdrew consent due to non‘serious AEs
(hypercalcaemia and worsening of anxiety) not related to VL

No SARs (related SAEs) were reported in clinical trials of Vi 01 during the reporting period
(28 Aug 2022 - 27 Feb 2023).

Appendix 3:Table 18 presents a cumulative table o @mber of SARs that have been reported
during clinical trials of VLA2001, from its im'tiat@to he data lock point (27 Feb 2023) for this

reporting period, organized by SOC.

Cases with a Fatal Qutcome Q

No participants died as the result of S orted in clinical trials during the reporting period.
Pregnancy and Lactation 6

In study VLA2001-201, the e 2 pregnancies during the study among participants who
received VLA2001. A p t in the Main Part of the study had a pos1t1ve serum pregnancy

test on 25 January 202\ _Sh&received her first and only VLA2001 vaccine dose on 18 January
2021. The pregnancy ed in a full-term healthy live birth by caesarean section. A participant
in the Booster Pa of\tie study received her VLA2001 booster dose on 29 September 2021 and
had a posmve regnancy test on 20 December 2021. The pregnancy resulted in a full-term
healthy liv at 39 weeks gestation. No congenital anomalies and no post-natal medical
problems reported for either baby.

InT A2001-301, there have been 29 participant pregnancies and 10 partner pregnancies
duti e study as of the cut-off date for this PSUR (27 Feb 2023) among participants who
received VLA2001. Among the 29 participant pregnancies, 11 had a normal outcome; 7 had a
negative outcome, including 1 foetal death, 1 premature birth, 1 emergency caesarean section at
39 weeks gestation, and 4 miscarriages (2 in the first trimester and 2 for which the gestation period
was not specified); 2 pregnancies were ongoing as of the cut-off date for this report; and the
outcome had not been reported for 9 pregnancies.

Of the 10 partner pregnancies of participants who received VLA2001, 7 had a normal outcome; 2
pregnancies were ongoing as of the cut-off date for this report; and the outcome had not been
reported for 1 pregnancy (the participant’s partner did not consent to follow up).
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In study VLA2001-307, one pregnancy was reported on 25 Jan 2023.

No pregnancies were reported in study VLA2001-304 (all participants were >56 years of age).
No pregnancy cases have been reported from post-marketing experience.

7.3 Long-Term Follow-Up

During the reporting interval, there were no long-term follow-up CTs for COVID-19 vaccine
(inactivated, adjuvanted, adsorbed). 6
7.4 Other Therapeutic Use of Medicinal Product o %Q

During the reporting interval, COVID-19 vaccine (inactivated, adjuvanted, adso@} has not been
investigated for any other therapeutic use(s). 5&

7.5 New Safety Data Related to Fixed Combination Therapies 0

No safety data related to combination therapies with COVID-19 V@ine (inactivated, adjuvanted,
adsorbed) became available during the reporting interval. @

8 FINDINGS FROM NON-INTERVENTIONAL S

During the reporting interval, no non-interventional es for COVID-19 vaccine (inactivated,
adjuvanted, adsorbed) were initiated, conducted@-npleted, or reported. Hence, Appendix 7: is

not applicable. Q

9 INFORMATION FROM OTHEI@!NICAL TRIALS AND SOURCES

9.1 Other Clinical Trials 60’

During the reporting interva ther studies have been conducted with COVID-19 vaccine

(inactivated, adjuvanted, a d).
9.2 Vaccination E

*
During the rep &terval and cumulatively, there was one non-serious ICSR report involving
a vaccinati (Wrong vaccine administered) received. No patterns of vaccination errors or
potential v. ation errors were identified for COVID-19 vaccine (inactivated, adjuvanted,

adso @om all available data.

10 N-CLINICAL 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, 5 literature articles were identified for discussion which are
summarised below:

1. Eberhard Hildt, Overview of COVID-19 vaccines licensed in the EU-from technology
via clinical trial to registration!

As of July 2022, six different COVID-19 vaccines are licensed in the EU including two m@-
based vaccines, two adenoviral vector-based vaccines, one subunit vaccine and the inac@ed
virus vaccine VLA2001. Although these vaccines are based on different technologi %y all
share the use of the spike protein of SARS-CoV-2 as antigen. This overview desc& e
characteristics of their composition, their efficacy, and the impact of various fa on efficacy.
Another aspect of this overview is the description of the approval process the identification
of factors that have contributed to the unprecedented speed in the devel(@ and approval of

vaccines against a pandemic pathogen. @

2. LiLy, et. al., Adverse reactions to inactivated COVID-I%(cination in patients with
chronic liver disease: The effect of anxiety? %

The aim of this study was to evaluate the safety of the wa d COVID-19 vaccine in patients
with chronic liver disease, and the effect of anxiety erse reactions. A questionnaire survey
for self-administered post-vaccination adverse reaetion'monitoring was conducted from June 17,
2021, to August 11, 2021, in patients with chr '@'er disease attending a tertiary care hospital
in Taizhou, China. This study showed tha the%étivated COVID-19 vaccine had a good safety
profile in patients with chronic liver dise d that there is a strong correlation between
reported adverse reactions and vaccine anxicty.

3. Ping Fei et al., Inflammato Qlar events after inactivated COVID-19 vaccination®

The purpose of this retrosp:. & study was to report potential vaccine-induced inflammatory
ocular adverse events follo inactivated COVID-19 vaccination. In previous investigations
COVID-19 vaccine-a ted uveitis has been reported with onset ranging from 1 to 30 days
following vaccine istration while in this study the mean time between vaccination and
ocular complic@&nset was 13.2 £+ 11.9 days (range 3— 30 days).

4. Chun et. al., Retrospective study of the immunogenicity and safety of the
@ ac SARS-CoV-2 vaccine in people with underlying medical conditions*
ThisNarg

e cohort study investigated the safety and immunogenicity of CoronaVac in participants
> 40 years old who received two does of CoronaVac inactivated vaccines. The results of this
study highlighted the comparable safety, immunogenicity, and cellular immunity memory of
CoronaVac in seniors and people living with chronic diseases.

5. Xiaoming Li et al., Efficacy and safety of COVID-19 inactivated vaccine: A meta-
analysis®
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The authors of the study screened several databases for randomized controlled trials related to
COVID-19 inactivated vaccines. In this analysis eight studies with 79,334 subjects were included
of which 48,123 had received two doses of COVID-19 inactivated vaccines, and 31,211 had
received two doses of placebo. Two doses of inactivated COVID-19 vaccines in people over 18
years of age effectively prevented SARS-CoV-2 infection and its associated hospitalizations.
Short-term, mild to moderate adverse reactions had occurred, but serious adverse events were
rare and no placebo or vaccine-related deaths had been reported.

Review of published peer-reviewed scientific literature and available unpublished manuscripts
not identify any new and/or significant safety findings that would impact the overall benefi

balance of COVID-19 vaccine (inactivated, adjuvanted, adsorbed). * \%

12 OTHER PERIODIC REPORTS OK

Periodic reports as summary safety reports (SSR) submitted monthly to r t health authorities

by Valneva during the reporting interval are detailed in Table 13 belo%

Table 13: Periodic SSRs submitted to Health Authorities &
SSR No. Reporting Interval QQ’ Pl?:ittho‘:k ifl%llll(l::'ti(t)yr/)iR

- N B/EC

nggﬁ)\%ﬁ:ﬁggﬁfg’ 01-Aug-2022 to'S3Ank-2022 | 31-Aug-2022 EMA
ngﬁ;g)\%;?:af‘ggiﬁfg’ Ol-Sep-%(K@O-Sep-ZOZZ 30-Sep-2022 EMA
ngﬁ;g)‘(,Z“i‘;li:fafigg‘;{il‘?fj’ 01%&2}) 31-0ct:2022 | 31-Oct-2022 EMA
nggﬁ)\\]Iﬁfli::afi}slg‘;{il?fg’ 2022 10 30-Nov-2022 | 30-Nov-2022 EMA
ngﬁ;g)‘\’,Z“i‘l’li:fafigg‘;{il‘?;f’g’ A \J01-Dec2022 t0 31-Dec-2022 | 31-Dec-2022 EMA

Abbreviations: Refer to Abbreviation&w
13 LACK OF EFFIO\C CONTROLLED CLINICAL TRIALS

During the repoxti@ erval and cumulatively, no new safety data emerged that indicated a lack
of efficacy wit ID-19 vaccine (inactivated, adjuvanted, adsorbed) from interventional, non-
interventiofalztetfospective CTs and from the review of published literature.

14§®BREAKING INFORMATION

Durihg the preparation of this report, there were no potentially important new safety and
efficacy/effectiveness findings that arose for COVID-19 vaccine (inactivated, adjuvanted,
adsorbed).

CONFIDENTIAL
Page 29 0of 118



COVID-19 Vaccine (inactivated, adjuvanted) Valneva PSUR No. 02

1S OVERVIEW 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 i 1 ade
on the basis of the nature and quality of the new information whether further 1nvest1
warranted, at which point those safety topics that are referred for further investi n are
considered “validated signals”. Potential signal detection data sources include s ta from
Valneva sponsored studies, spontaneous adverse events reports, pubhshed ature, and
communications from external sources, including regulatory agencies.

product safety specification for COVID-19 vaccine (inactivated, adju adsorbed).

During the reporting interval, there were no signals identified that warr an:&pdate to the

During the reporting interval, no signals were closed. &

15.2 Request for Evaluation of Safety Topic(s) from a R@atory Authority(ies)

During the reporting interval, the Health Authoritie ed an evaluation of following safety
topics involving COVID-19 vaccine (inactivated, adj ted, adsorbed):

e Hypersensitivity Q

e Angioedema \'

e Autoimmune disorders 0

e Cardiomyopathy 0

e Peripheral neuropathy 6

e Menstrual Disorders KO

Further evaluation of theQ ty topics were discussed in Section 15.2.2.
15.2.1 Adverse E %f Special Interest (AESI)

The globa G}e safety database was queried for AESI for the cumulative period up to
27-Feb-20 ordmg to prespecified search strategies (refer to [Table 23] or [Appendix 8] for

search s es).
ist of AESI

e Acute disseminated encephalomyelitis Multiple sclerosis

e Multisystem inflammatory
e Amniotic cavity infection syndrome in children

e Anaphylaxis e Myasthenia gravis
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Appendicitis

Autoimmune thyroiditis

Bell's palsy

Cerebral venous sinus thrombosis
Chronic fatigue syndrome
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

Ischemic stroke

Kawasaki's disease
Major congenital anomalies
Maternal death

Microcephaly
XN
O

Monoclonal gammopathy

AESIs considered for adjuvants @18

Crohn’s disease
Ulcerative proc t1s
Psoriatic arthr
Spondylo
spondylo

unt syndrome

Transverse Myelitis
Erythema nodosum
Lichen planus
Rosacea

Sweet’s syndrome

PSUR No. 02

Myocardial infarction
Myocarditis, Pericarditis
Narcolepsy

Neonatal death

Optic neuritis

Placenta praevia

Postural orthostatic tachycardia
syndrome

Preeclampsia @
Preterm birth . %
Renal failure neonatal K\
Rheumatoid arthriti

Spontaneous a@@u
Stillbirth

Sudden dea?Q
Thromﬁec openia

osis with
bocytopenia syndrome
olosa-Hunt syndrome

Transverse myelitis
Uterine Rupture
Vaccine-associated enhanced
disease
Venous thromboembolism

1nc1ud1ng reactive arthritis (Reiter’s Syndrome) and undifferentiated

efve d1sorders including paralyses/paresis (e.g. Bell’s palsy)
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e Large vessels vasculitis including giant cell arteritis such as Takayasu’s arteritis and
temporal arteritis

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, leukocytoclastic

vasculitis
e Idiopathic pulmonary fibrosis 6
e Raynaud’s phenomenon . @
e Sarcoidosis \%
e Steven-Johnson syndrome O&
[ ]

Uveitis Q
During the reporting interval and cumulatively, one ICSR with Me@ PT related to the
following AESIs were identified.

¢ Anaphylaxis é
For more details on the case please refer to section Hype;@ity 15.2.2.3.
15.2.2 Additional safety topics for monitoring O

During the reporting interval, the 8 additional (@topics for monitoring were considered
which are discussed below:

XN
Fatal reports C)
Experience in Special Patieé\%ulations
Hypersensitivity O
Angioedema

Autoimmune di ord@K
Cardiomyopat \
Peripheral thy
MenstruahDisorders

*
15.2.2. c{Reports
Back d

Fatal Yeports is a safety topic under surveillance due to insufficient information obtained from
clinical studies.

Method 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).

CONFIDENTIAL
Page 32 0f 118



COVID-19 Vaccine (inactivated, adjuvanted) Valneva PSUR No. 02

Conclusion

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 E

Background @

<
As per the SmPC, the safety and immunogenicity COVID-19 vaccine (inactivat&uvanted,
adsorbed) in children and adolescents less than 18 years of age have not yet be@ ablished. No

data are available. 5&

Method of evaluation 0

A search was conducted in the global safety database for the imQraZand cumulative ICSRs in
individuals less than 18 years of age (refer to Appendix 9). @

Results and Discussion Q

During the reporting interval one case of a 17 year o Qe from -was received, reporting an
injection site reaction after the vaccination with accine. The outcome of the reaction was
reported as recovered. Q

Conclusion C’)\,

The review of the ICSR did not su@ y trends for the AE profile compared to the AE profile
as defined in the SmPC.

15.2.2.2.2 Age group: EldQ&o
Background @\

Elderly age gro X safety topic under surveillance due to insufficient information obtained
from clinical’studies. However, as per the SmPC, the safety and immunogenicity of COVID-19
vaccine (ingctivated, adjuvanted, adsorbed) in individuals > 65 years of age have not yet been
estab 'sl@ ery limited data are currently available on subjects over 50 years of age.

Me of evaluation

A search was conducted in the global safety database for the interval and cumulative ICSRs in
individuals greater than 65 years of age i.e. the elderly age group category (refer to Appendix 9).

Results and Discussion

During the reporting interval three ICSRs were received from patients over 65 years of age. The
reports were received from patients 69-, 72- and 74-years of age and described only mild general
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symptoms like temperature elevation (1), vaccination site warmth (1) and unevaluable event (1).
The outcome of the reaction was reported as recovered. All patients had received several doses
from other vaccines in the past, therefore all cases were also coded as Off label use.

Conclusion

The review of the ICSR did not suggest any trends for the AE profile compared to the AE profile

as defined in the SmPC.
15.2.2.3 Hypersensitivity @b
*

Background \6
Hypersensitivity is a safety topic under surveillance due to insufficient inft obtained from
clinical studies. However, COVID-19 vaccine (inactivated, adj , adsorbed) is
contraindicated as per the SmPC, if there is hypersensitivity to the acti stance or to any of
the excipients listed, or yeast-derived residues (i.e. yeast deoxyribonu acid, yeast antigens and

mannosylated recombinant human albumin) of the manufacturi% process of the recombinant
human albumin.

Method of evaluation Qg

The global vaccine safety database was queried for tk erval and cumulative [CSRs using the
prespecified search strategy for hypersensitivity @r to Appendix 9).

Results and Discussion \Q

received from a 64-year old male patient with a
ertension and COPD from- The patient

nd dyspnea (1) after the first vaccination with COVID-19
e reaction was reported as recovered without treatment.

During the reporting interval one ICS
medical history of Diabetes melli
reported an anaphylactic reactio
vaccine Valneva. The outcom&

Conclusion \Q

The review of the did not suggest any trends for the AE profile compared to the AE profile
as defined in‘t C.

15.2.2.®i0edema
B d

Angioedema is a safety topic under surveillance due to insufficient information obtained from
clinical studies.

Method of evaluation

The global vaccine safety database was queried for the interval and cumulative I[CSRs using the
prespecified search strategy for angioedema (refer to Appendix 9).
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Conclusion

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

15.2.2.5 Autoimmune disorders

Background
Autoimmune disorders are a safety topic under surveillance due to insufficient in&om
obtained from clinical studies. %

L 2
Method of evaluation é
The global vaccine safety database was queried for the interval and cumu ﬁ& SRs using the
prespecified search strategy for autoimmune disorders (refer to Appendsi
Conclusion K @

During the reporting interval and cumulatively, there were s received. Hence, further
assessment of this safety topic could not be evaluated. Q

15.2.2.6 Cardiomyopathy \
Background

Cardiomyopathy is a safety topic under s@gﬂlance due to insufficient information obtained
from clinical studies.

Method of evaluation 6

The global vaccine safety se was queried for the interval and cumulative ICSRs using the
prespecified search strategyfeor cardiomyopathy (refer to Appendix 9).

Conclusion

During the \e@g interval and cumulatively, there were no ICSRs received. Hence, further
assessmen 1s safety topic could not be evaluated.

1 @ Peripheral neuropathy
Background

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

Method of evaluation

CONFIDENTIAL
Page 35 0f 118



COVID-19 Vaccine (inactivated, adjuvanted) Valneva PSUR No. 02

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

Conclusion

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

15.2.2.8 Menstrual disorders 6

Background N %Q

from clinical studies. However as per European public assessment report 695/2022,
Procedure no EMEA/H/C/006019/0000) dated 23-June-2022 adopted by mmittee for
Medicinal Products for Human Use, stated that the incidence of mens isorders during study
VLA2001-301 was similar to the comparator vaccine. There are rece lications suggesting
that changes to the menstrual cycle do occur following vaccination, but they are small compared
with natural variation and quickly reverse. Therefore, the PharmiaCpvigilance Risk Assessment
Committee concluded that there is no evidence of a causal rélationship of menstrual disorders
with vaccines against COVID-19 but the MAH will monifofhand report menstrual disorders as

AESI in aggregate reporting. \O

Menstrual Disorders is a safety topic under surveillance due to insufficient E’@&on obtained

Method of evaluation O

The global vaccine safety database was qL%i:Qr the interval and cumulative ICSRs using the
prespecified search strategy for menstru@ rders (refer to Appendix 9).

Conclusion 60

During the reporting interval ulatively, there were no ICSRs received. Hence, further
assessment of this safe to@c uld not be evaluated.

16 SIGNAL AND EVALUATION

L 4
16.1 Summ;u@&fety Concerns

A summa \1mportant safety concerns during the reporting interval are provided in Table 14
ref@ EU RMP v1.0, dated 21-Jun-2022.
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Table 14: Summary of Safety Concerns

Risk Criteria Description
Important identified risk(s) e No important risks have been identified.
s, e Vaccine-associated enhanced disease (VAED) including Vaccine-
Tmportant potential risks associated enhanced respiratory disease (VAERD)
e Use in pregnancy and while breast feeding
e Use in immunocompromised patient
e Use in patients with autoimmune or inflammatory disorders
Missing information e Use in frail patlents. with unstaple he.alth COHdlthnS and como .
e.g. diabetes, chronic neurological disease, cardiovascular S,
chronic obstructive pulmonary disease (COPD) .
e Long-term safety data \
e Interaction with other vaccines
Source: EU-RMP V1.0 dated 21-Jun-2022. \
16.2 Signal Evaluation @

During the reporting interval, there were no signals identifi @a warranted an update to the
product safety specification for the COVID-19 vaccine (mac@ed, adjuvanted, adsorbed).

16.3 Evaluation of Risks and New Information \O

The following subsections are as follows: O

e New information on important potenti&i's — Subsection 16.3.1

¢ New information on important identified risks — Subsection 16.3.2

e New information on other pote risks not categorised as important — Subsection 16.3.3.
e New information on othe ified risks not categorised as important — Subsection 16.3.4.
e Update on 1mport g information — Subsection 16.3.5

16.3.1 New Infor Q& on Important Potential Risks

During the B@hg interval, the following safety concern was considered as important potential
risk:

o ccine-associated enhanced disease (VAED) including Vaccine-associated enhanced
respiratory disease (VAERD)

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

Background
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VAED including VAERD was identified as an important potential risk in the COVID-19 vaccine
(inactivated, adjuvanted, adsorbed) EU RMP v1.0 dated 21-Jun-2022.

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

Method of Evaluation 6

<G
ing the

The global vaccine safety database was queried for the interval and cumulative IC @
pre-specified search strategy for VAED including VAERD (refer to Appendix 9

Conclusion 5&

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

16.3.2 New Information on Important Identified Risks @
'gportant identified risks associated

During the reporting interval and cumulatively, there w.
with the COVID-19 vaccine (inactivated, adjuvan\ dsorbed) as per EU RMP v1.0 dated
21-Jun-2022. O

16.3.3 New Information on Other Potentia ks Not Categorised as Important:

During the reporting interval and cum g«lly, there were no other potential risks not categorised
as important associated with the C 9 vaccine (inactivated, adjuvanted, adsorbed).

16.3.4 New Information on {@‘ Identified Risks Not Categorised as Important:

During the reporting in&q‘a d cumulatively, there were no other identified risks not categorised
as important associate(U‘ h the COVID-19 vaccine (inactivated, adjuvanted, adsorbed).

16.3.5 Update 0 issing Information
*

During the@'ting interval, the following 6 safety concerns were considered as missing

info a@
&se in pregnancy and while breastfeeding.
®

Use in immunocompromised patients.
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).

e Long-term safety data.
Interaction with other vaccines.
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Further evaluation regarding updates on missing information is discussed in the following
sections.

16.3.5.1 Use in Pregnancy and While Breastfeeding
Background
The use in pregnancy and while breastfeeding was identified as missing information in the
COVID-19 vaccine (inactivated, adjuvanted, adsorbed) EU RMP v1.0 dated 21-Jun-2022. 6

As per the SmPC, the following information regarding Pregnancy and Breastfeeding i@ ioned:

Pregnancy OK\

There is no experience with use of COVID-19 vaccine (inactivated, a@%\@ed, adsorbed) in
pregnant women. Animal studies do not indicate direct or indirect h: ects with respect to
pregnancy, embryo/foetal development, parturition or post-natal dev nt.

Administration of COVID-19 vaccine (inactivated, adjuvante <&sorbed) in pregnancy should
only be considered when the potential benefits outweigh a ential risks for the mother and

foetus. Q
Breast-feeding \O
It is unknown whether COVID-19 vaccine Q@vated, adjuvanted, adsorbed) is excreted in

human milk. \'
O

Method of Evaluation 0

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

Conclusion \

During the reporti ierval and cumulatively, there were no ICSRs received involving
pregnancies or ing breastfeeding. Hence, further assessment of this safety concern could
not be eval :

1 @ Use in Inmunocompromised Patients
Background

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

As per the SmPC, the efficacy, safety and immunogenicity of the vaccine has not been assessed in
immunocompromised individuals, including those receiving immunosuppressant therapy. The
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efficacy of COVID-19 vaccine (inactivated, adjuvanted, adsorbed) may be lower in
immunosuppressed individuals.

Method of Evaluation

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

Conclusion 6

During the reporting interval and cumulatively, there were no ICSRs received invo‘lg%
immunocompromised patients. Hence, further assessment of this safety concern couldnot be
evaluated.

16.3.5.3 Use in patients with autoimmune or inflammatory disor&

Background K @

The use in patients with autoimmune or inflammatory disor s identified as missing
information in the COVID-19 vaccine (inactivated, adjuv. dsorbed) EU RMP v1.0 dated
21-Jun-2022.

adjuvanted, adsorbed) in patients with autoi inflammatory disorders. This is a theoretical

As per EU RMP, there is no information on the }eﬁr of the COVID-19 vaccine (inactivated,
concern that the vaccine may exacerbate tlge\ir'ﬁgrlying disease.

Method of Evaluation

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

Results and Discussi@Q

During the repoﬁ@mrval one ICSR was received from a 72-year old male patient with a
medical histo@ creatitis from - The patient reported vaccination site warmth after
the first vagéination with COVID-19 vaccine Valneva. The outcome of the reaction was reported
as recov ithout treatment.

C on

The review of the ICSR did not suggest any trends for the AE profile compared to the AE profile
as defined in the SmPC.
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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)

Background

The use in frail patients with comorbidities (e.g., COPD, diabetes, chronic neurological disease,
cardiovascular disorders) was identified as missing information in the COVID-19 cine
(inactivated, adjuvanted, adsorbed) EU RMP v1.0 dated 21-Jun-2022.

As per EU RMP, there is limited information on the safety of the vaccine in frail p '%with co-
morbidities who are potentially at higher risk of severe COVID-19. The CO 9 vaccine
(inactivated, adjuvanted, adsorbed) has been studied in individuals with sta @Ionic diseases
(e.g. hypertension, obesity), however it has not been studied in frail mdi& with severe co-
morbidities that may compromise immune function due to the clinical @ ition or treatment of

the clinical condition. @
Method of Evaluation é
The global vaccine safety database was queried for the i d cumulative ICSRs using the

prespecified search strategy for use in frail patie unstable health conditions and
comorbidities (e.g., COPD, diabetes, chronic neuroldg@hsease, cardiovascular disorders) (refer
to Appendix 9).

Results and Discussion Q

During the reporting interval one ICS @received from a 64-year old male patient with a
medical history of Diabetes melli rtension and COPD from - The patient
reported an anaphylactic reaction%d dyspnea (1) after the first vaccination with COVID-19
vaccine Valneva. The outcom&@e reaction was reported as recovered without treatment.

Conclusion \Q

The review of the 1 id not suggest any trends for the AE profile compared to the AE profile
as defined in the’

*
16.3.5.®%Term Safety
Back d

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, adjuvanted,
adsorbed) is not available currently. However further safety data are being collected from ongoing
clinical studies for up to 1 year following administration of dose 2 of COVID-19 vaccine
(inactivated, adjuvanted, adsorbed) and in parallel from post-authorisation / post-marketing
studies.
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Method of Evaluation

Long-term safety is evaluated by routine monitoring of post-authorisation safety studies (refer to
Appendix 9).

Conclusion

During the reporting interval and cumulatively, there were no ICSRs received from, post-
authorisation safety studies. Hence, further assessment of this safety concern couldbe

evaluated.
)

16.3.5.6 Interaction with Other Vaccines é\

Background 5&

The interaction with other vaccines was identified as missing infi n in the COVID-19
vaccine (inactivated, adjuvanted, adsorbed) EU RMP v1.0 dated 21- 022.

As per EU RMP, COVID-19 vaccine (inactivated, adjuv. , adsorbed) will be used in
individuals who also may receive other vaccines. Stud o determine the effect of co-
administration of COVID-19 Vaccine (inactivated, Valneva with other vaccines on
efficacy and safety of either vaccine have not been r@ued

Method of Evaluation

The global vaccine safety database was rigfor the interval and cumulative ICSRs using the
prespecified search strategy for reports oberaction with other vaccines (refer to Appendix 9).

All the reports retrieved based on earch strategy were further filtered manually for vaccines
from the non-company CO-SI{@ field and concomitant drugs field for further review and

assessment. Q
Conclusion @\

During the repo terval and cumulatively, there were no ICSRs received reporting any
interaction K er vaccines. Hence, further assessment of this safety concern could not be
evaluated

acterlsatlon of Risks

Risk characterisation for important potential risks and missing information are discussed in EU
RMP Part II, module SVII, based on latest version of EU RMP,v1.0 approved on 21-Jun-2022.

16.5 Effectiveness of Risk Minimisation (if applicable)

During the reporting interval, there were no additional risk minimisation measures in place for
COVID-19 vaccine (inactivated, adjuvanted, adsorbed). The effectiveness of routine risk
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minimisation measures will be monitored through the routine pharmacovigilance activities. Any
signals detected during the reporting interval will be evaluated and described in the PSUR
(Section 15.1) including if a product label update is warranted.

17 BENEFIT EVALUATION
17.1 Important Baseline Efficacy/Effectiveness Information

The efficacy of VLA2001 study is assessed in the currently ongoing Phase 3 trial VLA20 01
using an immune-bridging approach.

Study VLA2001-301 is a multicentre, randomised, observer-blind, active- contr y stratified
superiority study to compare the immunogenicity of VLA2001 to the already red vaccine
AZD1222 in terms of GMT of SARS-CoV-2-specific neutralising antlbo

Furthermore, comparative immunogenicity results from trial VLA2 0001 are supported by
immunogenicity results from study VLA2001-201, especially fro high dose group (33
AU/dose).

This section on efficacy gives a short summary of resulty reélevant for efficacy evaluation of

VLA2001 in study VLA2001-301. This includes i enicity results from the trial
VLA2001-301 and discusses the relevance of those,r for the evaluation of the efficacy of
VLA2001. Furthermore, as an exploratory analysis, o ence of COVID-19 cases was analysed,
to evaluate the protective effect of vaccination.

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

Please note, that due to the fact t VLA2001-301 is still ongoing, this section contains
results with different data cut off p

Immunogenicity results @

In the first interim anaigis, dy VLA2001-301, confirmed results of study VLA2001-201 that

VLA2001 at the high (33 AU/dose), is highly immunogenic. This high immunogenicity was
higher or similar, ecks after the second vaccination (Day 43) compared to the immune
response prod the already licensed comparator COVID-19 vaccine AZD1222 for which
efficacy ha roven.

d ted superiority against the already licensed COVID-19 vaccine AZD1222 in terms of
GM NMor fifty percent neutralising dilution (ND50) (GMT ratio=1.39, p<0.0001). The GMT of the
VLA2001 group was 803.5 (95% CI: 748.5, 862.6) and in AZD1222 group 576.6 (95% CI: 543.6,
611.7) (immunogenicity population). Results in the per-protocol population were similar.

Two g@ after the second vaccination in adults aged 30 years and above, VLA2001

Furthermore, VLA2001 demonstrated non-inferiority in terms of seroconversion rates at Day 43.
In the per-protocol population, 97.4% (95% CI: 0.954, 0.986) of participants in the VLA2001
group were seroconverted and 98.9% (95% CI: 0.974, 0.996) in the AZD1222 group confirming
non-inferiority of seroconversion rates between the 2 treatment groups with a lower bound of the
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95%CI for the difference between the 2 treatment groups of -3.3%. Results in the immunogenicity
population were similar.

GMT- fold increases for neutralising antibodies (ND50) at Day 43 compared to baseline were 25.9
in the VLA2001 group and 18.6 in the AZD1222 group (p<0.0001) (immunogenicity population).
Results in the per-protocol population were similar.

Similar to the neutralising antibodies, for the S-protein binding antibodies as measured by IgG
ELISA a higher GMT at Day 43 was observed in the VLA2001 group (GMT 2,361.7) th: he
AZD1222 group (GMT 2,126.4). At Day 43, 98.0% of participants in the VLA2001 g]@ ere
seroconverted and 98.8% in the AZD1222 group. N \%

a producing
-3%. Of note, no
M-protein which

VLA2001 induced broad T-cell responses with antigen-specific interferon-
T-cells against the S-protein in 74.3%, against N in 45.9% and against M 4
T-cell response was induced by the licensed comparator AZD1222 against
could be expected due to the type of active substance in AZD1222. @

Occurrence of COVID-19 cases &

ants who received at least 1
endpoint. The data cut for the

The occurrence of COVID-19 cases was assessed in p
vaccination (= safety population) as an exploratory effi
presented analysis is 14 October 2021.

AZD1222 group in the randomised participant§ 30"years and above (Table 15). The occurrence of
COVID-19 cases in the VLA2001 group
All COVID-19 cases up to the data cut
moderate by the investigator and naene o

COVID-19 cases occurred at a similar frequ time after vaccination in the VLA2001 and

articipants aged 18-29 years was numerically higher.
tober 2021 (entire study) were assessed as mild or
e COVID-19 cases were severe.5

Table 15: Positive reported COV,
of occurrence (safety populatiof

cases after vaccination by treatment and age group and time
dy VLA2001-301)

VLA2001

AZD1222

Age 30 and above | Age 30 and above (;)::1")&11;)
(N=1977) (N=995) . (,’% )
n (%)
7(0.49) 2(0.2) 11 (0.3)
1st dose nation
st vaccination to COVID-19 positive test
2 7 2 11
22.5(6.36) 15.3(11.58) 20.0 (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 18.0,22.0 1.0, 28.0
Participants tested
COVID-19 positive after 87 (8.4) 139 (7.0) 60 (6.0) 286 (7.1)
2nd dose of vaccination
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VL A2001
Age 18 to <30
years

VLA2001
Age 30 and above

AZD1222
Age 30 and above

Treatment and age group
/

Statistics of COVID-19
cases

(N=1040)

N=1977)
n (%)

(N=995)
n (%)

Days from 2nd vaccination
to COVID-19 positive test
e  All participants
positive N
N 87 139 60 28@
Mean (SD) 57.9 (30.19) 63.0 (34.09) 70.1 (31.89) 63. )
Median 65.0 63.0 76.5 '66.0
Min, Max 3,130 7,126 15,124 130
Days from 2nd vaccination
to COVID-19 positive test
e Participants  positive 82(7.9) 131 (6.6) 60 (6@ 273 (6.8)
14 or more days after
2nd dose \
N 8 131 (&’ 273
Mean (SD) 61.0 (28.35) 66.2 (32.47) L 70.T(31.89) 65.5 (31.22)
Median 66.0 69.0 >N 765 67.0
Min, Max 15,130 14, 126 & 15,124 14, 130

safety population: received at least one dose of vaccine.
SD: standard deviation, Max: maximum, Min: minimum

Source: VLA2001-301, extended safety CSR addendum to the interi @ 1.0, 25 February 2022,

Overall, VLA200]1 demonstrated statistical sup ity in inducing neutralising antibodies and
non-inferiority for seroconversion rates of ne g antibodies compared to the already licensed
comparator AZD1222.

and efficacy in preventing COVID-19 infection is

t1v1ra1 T and B cell memory also contribute to the

tive role for neutralising serum antibodies exists.”-8.%10,11,12

se by both vaccines may provide protection against COVID-19

tlon is based on factors which include 1.) the high immunogenicity

icensed COVID-19 vaccine AZD1222 and VLA2001, 2.) the low

OVID-19 cases in both treatment groups and 3.) the mild to moderate

19 cases and the complete absence of severe COVID-19 cases during the
estmg that both vaccines prevent severe COVID-19 and hospitalisation.

A relationship between high imm
known from the literature. Alth
protection, strong ev1dence of a
Therefore, the immunogeni

to a similar degree This as

of both vaccines, the \q
and similar freque
severity of all
trial until now

In concl LA2001 shows a similar efficacy from the data available to date as the AZD1222,
for whi ficacy is already established. Additionally, VLA2001 being an inactivated whole-virus
va ad advantage of eliciting immune response not only against the spike protein but also

againSt other SARS-CoV-2 surface antigens compared to AZD1222 that only presents the
S-protein as antigen to the immune system.

17.2 Newly Identified Information on Efficacy/Effectiveness

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

CONFIDENTIAL
Page 45 0of 118



COVID-19 Vaccine (inactivated, adjuvanted) Valneva PSUR No. 02

17.3 Characterisation of Benefits

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

Evidence from interim analysis of 2 CTs VLA2001-201 and VLA2001-301 suggested that
VLA2001 has very good immunogenicity and efficacy as described above in ~ Section 417.1.
Another benefit available from the study VLA2001-301, was the safety profile of VLA2001(which
was found to be more favourable than the safety profile of the already licensed cc@arator
COVID-19 vaccine AZD1222. . \@

18 INTEGRATED BENEFIT-RISK ANALYSIS FOR AUTHORIZED I 'ATIONS
18.1 Benefit-Risk Context-Medical Need and Important Alternativ%s&
The disease COVID-19 was first detected in late 2019 and shortly a@zards, in March 2020, it

was declared a global pandemic. This has caused high morbidity mortality globally. Given the
global impact of the pandemic there was an urgent need for sa effective COVID-19 vaccines

and therapeutic treatment. As per World Health Organisati ore than 609 million confirmed
cases of COVID-19 and 6 million deaths have been repo ally since January 2020.13
Significant health risks are associated with COVI infection, including a higher rate of

mortality among patients with chronic medical c@tions and weakened immune systems.

The management of COVID-19 cases has ige ped since the start of the pandemic, and includes
supportive care, which may include flui @' Py, oxygen support, and supporting of other affected
vital organs. Treatment of hospitali atients encompass anti-inflammatory agents such as
dexamethasone, targeted immun ulatory agents, anticoagulants, antiviral therapy and
monoclonal antibodies.

the only alternative with“ vated whole virus compositions. As the vaccine is made of whole
virus particles, it p a wide range of native viral antigens. Hence, it is expected that the
immune responselicited by COVID-19 vaccine (inactivated, adjuvanted, adsorbed) will not be
limited to the @ein but also be directed against other SARS-CoV-2 antigen. 614151617

N\

that COVID-19 vaccine (inactivated, adjuvanted, adsorbed) is stable at 2°C to 8°C
manufactured by traditional well-established methods. It can prove to be an effective
for achieving vaccine equity worldwide even where vaccine manufacturing and cold
chain*technologies are not that established.

Of all the vaccine Wpe@e, the COVID-19 vaccine (inactivated, adjuvanted, adsorbed) is
acti

18.2 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.
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The risk associated with inactivated virus vaccines are considered low and several inactivated
whole virus vaccines, have been shown to have a good safety profile in the past.1%1920 The
technological platform for developing inactivated vaccines has the advantage of rapidly scaling up
production in pandemic situation using well-established infrastructure and methods.

The benefit-risk profile of COVID-19 vaccine (inactivated, adjuvanted, adsorbed) which has been
established across the clinical development program remains unchanged and positive from the date
of first marketing authorisation. No new information has become available with regards to AESIs,
serious AEs, fatal cases, new/ongoing/closed signals or safety concerns, both from cumulatnd

interval data. . %Q
N\

19 CONCLUSION

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

The benefit-risk profile of COVID-19 vaccine (inactivated, adjuvanited, adsorbed) remains positive
and has not changed since its first marketing approval on 28- e@) 2.

o)
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