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This document consists of: 

1. The PRAC assessment report of the COVID-19 Vaccine (inactivated, adjuvant 
Valneva periodic safety update report (PSUR) covering the period 27th Febr4J 
27th August 2022, and; 

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

The PSUR is a pharmacovigilance document intended to provide an evaluat' 
benefit balance of the medicinal product during the reference period m 
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The objective of the PSUR is to present a comprehensive and critical b ysis of the risk-benefit 
balance of the product, taking into account new or emerging saf in 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 aut ation of a medicinal product. 

EMA's safety committee, the PRAC, assesses infornnatioV SUR to determine if there are 
new risks identified for a medicine and/or if its risk-berlp balance has changed. The outcome 
of this assessment is summarised in the PRAC asses nt report of the PSUR. 

The PSUR and the PRAC assessment report of the PSUR include information about suspected 
side effects, i.e. medical events that have been observed following the use of the vaccine, but 
which are not necessarily related to or caused by the vaccine itself. Information on suspected 
side effects should not be interpreted as meaning that the vaccine or the active substance 
causes the observed event or is unsaf%se. 

Only a detailed evaluation an s Titific assessment of all available data, as 
described in the PRAC asseggh. nt report of the PSUR, can determine the impact of 
new data on the benefits tkIlafisks of a medicine. 

Further information o the sikety of COVID-19 vaccines and on PSUR submission and 
assessment is availaW on tfe EMA website. 

This document may contain redactions for commercially confidential information (CCI) and 
protected pers Vete (PPD) in accordance with applicable legislation and guidance. • 6 
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1. Background information on the procedure 

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

inactivated (Valneva). 

2. Assessment conclusions and actions 

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

.‘ CO 
COVID-19 vaccine (inactivated, adjuvanted, adsorbed) Valneva's international birth da isE•8 February 

2022, when emergency use authorisation was granted in the Kingdom of Bahrain. uropean Union 
(EU), on 24 June 2022, the vaccine received a marketing authorisation for the ac e nd primary 

immunisation of individuals between 18 and 50 years of age to prevent corn virus disease 2019 

(COVID-19) caused by severe acute respiratory syndrome coronavirus 2 ( CoV-2). 

The MAH quantifies the number of individuals who received the vacci ithin the five ongoing studies at 
3,969. Post-authorisation, it estimates that 200,000 doses were dis6i dted in the Kingdom of Bahrain 

and 362,400 doses in the European Union (EU). How many do r re administered is not specified. 

The MAH states not having received any ICSRs. No new pfelk levant aspects arose during the 

ic a 
reporting interval. The safety concerns therefore remain uNhanged. New data on efficacy in the 
approved indication are also not available. 

JIZOI 

In conclusion, no alterations with regard to th en it-risk profile can be derived from the data in the 

Cigi 
present PSUR. r. 

3. Recommendatiot b
Based on the PRAC review of dattici 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) remits unchanged and therefore recommends the maintenance of the marketing 

CP . 

authorisation. 

4. Iss*to be addressed in the next PSUR or as a post-
autIr ation measure (PAM) 1

Not app ble. 

5. PSUR frequency 

®No changes to the PSUR frequency 

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

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

1.1. Introduction 

This first periodic safety update report (PSUR) for Coronavirus disease 2019 (COVID-19) vaccine 
(inactivated, adjuvanted, adsorbed) covers the period from 28 February 2022 to 27 August 2022. The 

vaccine's international birth date (IBD), as well as its European Union (EU) reference date (EURD), is 28 
February 2022, when COVID-19 vaccine (inactivated, adjuvanted, adsorbed) was first authorised for 
emergency use in the Kingdom of Bahrain. 

COVID-19 vaccine (inactivated, adjuvanted, adsorbed) is a purified, inactivated, and adjuvant-. Olt .le 
severe acute respiratory syndrome coronavirus 2 (SARS-CoV-2) vaccine grown on Vero celil can 
green monkey cells). It induces SARS-CoV-2 neutralising antibodies, as well as cellularirkinune responses 

(Th1) directed against the spike and other surface proteins. However, no data on induan of humoral 
immune responses directed against SARS-CoV-2 antigens other than spike prot are available in 
humans. 

COVID-19 vaccine (inactivated, adjuvanted, adsorbed) is indicated for theiaeabfimmunisation to prevent 
COVID-19 caused by SARS-CoV-2 in individuals 18 to 50 years of age. he vaccine is supplied in a multi-

dose vial containing 10 doses of 0.5 mL suspension for injection. A 

le.3inactivated SARS-CoV-2 is administered intramuscularly twice at lfi erval of 28 days. 

1.2. Worldwide marketing authorisation st EntS\

COVID-19 vaccine (inactivated, adjuvanted, adsorbec4 was first authorised in the Kingdom of Bahrain on 

28 February 2022, it was authorised in the EU on Ickine 2022. Besides, approval has been granted in 
the United Arab Emirates (12 May 2022, emereNpf use authorisation) and in the United Kingdom (13 
April 2022, conditional marketing authorise ehd The vaccine is marketed in the Kingdom of Bahrain and 
in the EU. 

onsisting of 33 antigen units of 

1.3. Overview of expos Ynd safety data t 

1.3.1. Actions to the reporting interval for safety reasons 

owThe MAH states np g the reporting interval, no actions were taken for safety reasons. 

1.3.2. C es to reference safety information 

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

Rapporteur assessment comment: 

The MAH neither provides new safety information nor recommends new risk minimisation measures. 
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1.3.3. Estimated exposure and use patterns 

Clinical trial exposure. According to the MAH, a total of 3,969 adults received COVID-19 vaccine 

(inactivated, adjuvanted, adsorbed) in five ongoing clinical trials - one phase 1/2 trial (VLA2001-201, n = 

153), one phase 2 trial (COV BOOST, n = 440), one phase 2/3 trial (VLA2001-307, n = 53), and two 
phase 3 trials (VLA2001-301, n = 3,017, and VLA2001-304, n = 306). With the exception of study 

VLA2001-307, for which data are not yet presented, the studies included 2,147 male, 1,764 female, and 
5 diverse adult participants. In addition, the vaccine was administered to 10 male and 11 female 
adolescents (≥ 12 and < 18 years old). 

Post-authorisation exposure. The MAH notes that a total of 562,400 COVID-19 vaccine (inactivated, 
adjuvanted, adsorbed) doses were distributed in the Kingdom of Bahrain (n = 200,000) and t EU (n = 
362,400; Austria, n = 74,400; Denmark, n = 38,400; Germany, n = 249,600). Informatio • 4, ow many 

• 
doses were administered is not available. 

Rapporteur assessment comment: 

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

1.3.4. Data in summary tabulations 

Serious adverse events from clinical trials. According to T U15 (PSUR pp. 80-81), in studies 
VLA2001-201, VLA2001-301, and VLA2001-307, no serious adverse events were reported. In trial 
VLA2001-304, nine serious adverse events were recorded in a total of eight participants between 58 and 
76 years of age with the following preferred terms: atrial fibrillation (two events), osteoarthritis, facial 
cellulitis, breast cancer, poorly differentiated adenocarcinoma oesophagus, parotitis, diverticulitis, and 
small bowel obstruction (one event each). In the COV-BOOST trial, two serious adverse events were 
listed with the preferred terms liver injury and myocardial infarction. Tables 16-20 (PSUR pp. 82-85), 
however, provide additional preferred t: n"is of serious adverse reactions for studies VLA2001-201, 
VLA2001-301, VLA2001-304, and COV I J 1ST. 

Post-authorisation data. The 
(ICSRs). 

1)bRapporteur assessment 
c17 1
 nt: 

lares not having received any individual case safety reports 

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

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

1.3.5. Findings from clinical trials and other sources 

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

Ongoing clinical trials. The MAH states that in the five ongoing clinical trials, 3,969 participants 
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received at least one dose of COVID-19 vaccine (inactivated, adjuvanted, adsorbed). Cumulatively, 50 
serious adverse events were reported, of which only one was considered possibly related to the vaccine. 
Cases of appendicitis (three participants), atrial fibrillation (two participants), osteoarthritis (two 

participants), and tibial fracture (two participants) were reported more than once. One patient 
experienced three episodes of atrial fibrillation, the first one two days after the first vaccination, the 
second one 18 days after the first vaccination, and the third one 47 days after the second vaccination. 

The reaction was classified as suspected unexpected serious adverse reaction (SUSAR) and possibly 
related to the administration of COVID-19 vaccine (inactivated, adjuvanted, adsorbed). 
In contradiction to what has just been stated, the MAH mentions another two out of five serious adverse 

events in the standard dose group of the COV-BOOST study that were assessed by the investigay as 
possibly related to COVID-19 vaccine (inactivated, adjuvanted, adsorbed) (Munro APS et al. Lan t,_ 
2021;198(10318):2258-76, doi: 10.1016/S0140-6736(21)02717-3). 

The MAH also refers to one pregnancy of a participant and one partner pregnancy in the'( J01-201 

study, as well as 39 pregnancies of study participants (29 in the VLA2001 group and lirkkAhe AZD1222 
group) and 13 partner pregnancies (10 in the VLA2001 group and 3 in the AZD1222,&up) in the 

VLA2001-301 study. Three participants in the VLA2001 group had a miscarriage least two of them in 
the first trimester. Eight women delivered a full-term healthy baby, and one kVA had a premature 
birth with reduced infant growth. The MAH confirms that all pregnancies allteftwed up. 

Long-term follow-up. According to the MAH, during the reporting in$pial, there were no long-term 

follow-up trials for COVID-19 vaccine (inactivated, adjuvanted, adsorbetl). 

Other therapeutic use of medicinal product. The MAH statfs that during the reporting interval, 

COVID-19 vaccine (inactivated, adjuvanted, adsorbed) htsO\  been investigated for any other 
therapeutic use(s). 

z 

New safety data related to fixed combination4hOpies. The MAH notes that no safety data related 
to combination therapies with COVID-19 vacciilOctivated, adjuvanted, adsorbed) became available 
during the reporting interval. 

Non-interventional studies. The MAH sta)& that during the reporting interval, no non-interventional 
studies for COVID-19 vaccine (inacticS4a, adjuvanted, adsorbed) were initiated, conducted, completed, 
or reported. 

V 

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

Non-clinical data. oIliing to the MAH, no non-clinical studies were initiated or ongoing involving 

COVID-19 vaccine tivated, adjuvanted, adsorbed) in the reporting interval. 

Literature. D \ the reporting interval of this PSUR, the MAH identified nine literature articles and 
briefly sukiew 

 

ses them. 

Lazar ) . report on the safety and immunogenicity of COVID-19 vaccine (inactivated, adjuvanted, 
adsorbeN and present results of the phase 1/2 trial VLA2001-201 (Lazarus R et al. 3 Infect 

2022;85(3):306-17, doi: 10.1016/j.jinf.2022.06.009). Here, the most frequently reported solicited 

injection site and systemic reactions were injection site tenderness (89 of 153 participants, 58.2%) and 
headache (71 of 153 participants, 46.4%). As an adverse event of special interest (AESI) and therefore 
per protocol definition serious adverse event, one participant developed chilblains four days after the first 
vaccination. 

Further, the MAH cites results of the interim analysis of the randomised phase 3 immunobridging trial 
VLA2001-301 (Lazarus R et al. Lancet Infect Dis 2022; in press, doi: 10.1016/S1473-3099(22)00502-3). 

Any adverse event was reported in 963 participants (92.6%) of the open-label VLA2001 group (n = 
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1,040; age 18-29 years), in 1,755 participants (88.8%) of the randomised VLA2001 group (n = 1,977; 

age ≥ 30 years), and in 976 participants (98.1%) of the ChAdOx1-S group (n = 995; age ≥ 30 years). In 
the safety population, up to day 43, serious adverse events were recorded in two (0.2%), six (0.3%) and 
three (0.3%) participants, respectively. Until the interim analysis cut-off date (14 October 2021), seven 
(0.7%), 14 (0.7%), and 10 (1.0%) participants experienced at least one unsolicited serious adverse 
event. 

Munro et al examined the safety and immunogenicity of different COVID-19 vaccines given as a third 
(booster) dose after two doses of ChAdOx1 nCov-19 or BNT162b2 (Munro APS et al. Lancet 
2021;198(10318):2258-76, doi: 10.1016/S0140-6736(21)02717-3). They found that "all study vaccines 
boosted antibody and neutralising responses after ChAdOx1 nCov-19/ChAdOx1 nCov-19 initial c 
all except one [namely COVID-19 vaccine (inactivated, adjuvanted, adsorbed)] after 
BNT162b2/BNT162b2, with no safety concerns." 

The remaining six articles focus on other inactivated whole-virus COVID-19 vaccinespkilq\ir 
immunogenicity, safety, efficacy, and use in special populations (children and adole kas with underlying 

\1/4medical conditions, individuals infected with human immunodeficiency virus). -t o

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

• 

e and 

Rapporteur assessment comment: 

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

The follow-up of pregnancies in participants of clini Ols is endorsed. 

1.3.6. Lack of efficacy in controll6linical trials 

The MAH states that no new safety da 4' 
(inactivated, adjuvanted, adsorbed 1. clinical trials and from the review of published literature. adsorbed,

rged that indicated a lack of efficacy with COVID-19 vaccine 

2. Signal and risikglluation 
(1) 

2.1. Summer- Safety concerns 

Important etlfied risks No important risks have been identified. 

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

Missing information Use in pregnancy and while breast feeding 

Use in immunocompromised patient 

Use in patients with autoimmune or inflammatory disorders 

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

Long-term safety data 

Interaction with other vaccines 
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Table 1: Summary of safety concerns, EU risk management plan dated 21 June 2022 (PSUR p. 36, Table 
12). 

2.2. Signal evaluation 

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

Rapporteur assessment comment: 

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

2.3. Evaluation of risks and safety topics under monitoring 

3The MAH notes that health authorities requested an evaluation of the safety topif 4 ) t rsensitivity, 
angioedema, autoimmune disorders, cardiomyopathy, peripheral neuropathy, arfOenstrual disorders 
involving COVID-19 vaccine (inactivated, adjuvanted, adsorbed). Besides, the MAH mentions fatal reports 
and the experience in special patient populations as additional safety to ics under monitoring. As no 
ICSRs were received, these safety topics could not be further evalua 

Further, the MAH queried its global vaccine safety database for 
adjuvant CpG1018. However, it did not identify any ICSRs with M 

AESIs. 
O 

hcluding those considered for 
A preferred terms related to these 

Rapporteur assessment comment: O 
In consideration of the unchanged data situati 1/4n ahe lack of new information, no further action is • . 
considered warranted at this stage. 

C.) 

406 \)*
2.4. Characterisation of risk 

The MAH refers to the presentati iv  —important potential risks and missing information in the EU risk 43> 
management plan approved on 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 effeltiveness of routine risk minimisation measures will be monitored through the 
routine pharmacovipilancebactivities. 

Rapporteur as ent comment: 

The safety c2cerns remain unchanged. 

3. Benefit evaluation 

The MAH briefly summarises the results of the ongoing study VLA2001-301. In the first interim analysis, 
immunogenicity of COVID-19 vaccine (inactivated, adjuvanted, adsorbed) was at least similar to the 
comparator AZD1222. COVID-19 vaccine (inactivated, adjuvanted, adsorbed) demonstrated non-
inferiority in terms of seroconversion rates at day 43 and induced broad T-cell responses with antigen-
specific interferon-gamma producing T-cells. In the randomised participants ≥ 30 years of age, COVID-19 
cases occurred at a similar frequency and time after vaccination in the VLA2001 and AZD1222 groups. 
After the second vaccine dose, 7.0% of the participants in the VLA2001 group tested COVID-19 positive, 
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with a median of 63.0 days after the second vaccination. In the AZD1222 group, 6.0% of the participants 
tested positive, with a median of 76.5 days after the second vaccination. The MAH notes that in the group 
of participants aged 18-29 years and treated with VLA2001, a higher number of COVID-19 cases was 

observed (8.4% of participants after the second vaccine dose, median 65.0 days from the second 
vaccination). All COVID-19 cases were assessed as mild or moderate by the investigator, none as severe. 
The MAH did not identify new safety information that could have an impact on the efficacy and 

effectiveness of COVID-19 vaccine (inactivated, adjuvanted, adsorbed). 

Rapporteur assessment comment: 

b bThere are no new data on efficacy that alters previous assessments, and which are described in t e 
approved product information. 

4. Benefit-risk balance 

The present PSUR does not contain any new safety-relevant information. The be 

COVID-19 vaccine (inactivated, adjuvanted, adsorbed) for the approved indices 
positive. 

• Co 

isk profile of 

erefore remains 

5. Rapporteur request for supplements formation 

1. The data from Appendix 3 (PSUR pp. 80-81, Table 15pkili ' ings of all serious adverse events 
from clinical trials, and PSUR pp. 82-85, Tables Osummary tabulations of all serious adverse 
reactions from clinical trials) are partially inco ist t, as is the description of serious adverse 
events in PSUR section 1.3.5. The MAH is t lUf, re kindly asked for a clear and comprehensible 

\presentation of serious adverse event ob d in clinical studies (see comments in the • 
respective sections). 

6 ‘6. MAH response to Re st for supplementary information 

We assume the Rapporteur ref  PSUR section 7.2 Ongoing clinical trials: 

"Cumulatively, in Valneva'sNLA2001 clinical program, 50 serious adverse events have been reported in 
participants who receive"2001: 1 in study VLA2001-201, 32 in study VLA2001-301, and 17 in study 

VLA2001-304. The n rity of these serious adverse events were mild to moderate in intensity, and only 

1 was considered pVbly related to VLA2001." "With the exception of 1 case of "atrial fibrillation", all 

serious adverse hints are considered not "related" or "unlikely related" to the study vaccine. 
_•%‘• 

The only kecifLis adverse events that was "possibly related" to the study vaccine was a case of "atrial 
fibrillation" reported in study VLA2001-304." 

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

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

—> Tables 16-20 were supposed to show "Cumulative Summary Tabulations of All Serious Adverse 
Reactions from Clinical Trials", instead we have shown Serious Adverse Events. We apologize for 

the misconception. Under the definition of "Serious Adverse Reactions = SAE considered at least 
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as possibly related to the medicinal product." we have only 1 Serious Adverse Reaction (=SUSAR; 
atrial fibrillation), see Table 21 below. 

—> Please find on the following pages corrected tables for Appendix 3: Line Listings and Cumulative 
summary tabulations of all Serious Adverse Events from Clinical Trials. All data shown in the 

following tables are cumulative data since start of the clinical program until data cut (27-Aug-
2022) 

66' 
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Table 16 Cumulative Summary Tabulation of All Serious Adverse Events from Clinical 
Trial VLA2001-201. 

System Organ Class 

Preferred Term 
VLA2001 

IMNFM.,,VAIM(gratattatIM 

Trial VLA2001-201 IS

Injury, poisoning and procedural complications 

Chilblains 1 

Table 17 Cumulative Summary Tabulation of All Serious Adverse Events from. Clinical 
Trial A L A.:001-301, 

System Organ Class 

Preferred Term 
Blinded Drug Unknown 

Trial A20a1-3C1-- Adult Tr 

Infections and infestations 

Anal absoess 0 

.Ancir recta I infection 0 

Appendicitis 1 2 

Appendicitis perforated 0 

Encephalitis -heal 0 

Mesenteric abscess 

Past-acute Case C-1.9 synorsame 0 

Subcutanous abscess 0 

'iral infection 0 

Blood and 

-yrd phadenitis O 1 

Nervous system disondisOM 6 
Cauca equine syndrome 

Headache 

Nerve compression 

0 

0 

0 

Seizure 0 

Subarechnoid haemorrhage 0 

Thunder": ap headache 

Cardiac disorders 

1 

Tactricardia 

5 
frittarnmator,' bowel disease • 1 

intestina obstruchon 1

irritable bowel ss,nOrome 0 1. 

Large intestine pc O 1 
Pa ncreat tis 1 

'Pdfusculosiceletal and oonnectiveps 

o()intervertebm disc protrusi *1\
• 

Osseoarthritis 

cc

O 1 
O 1 

Pregnancy, puerpen 
conditions /~ 

Abortion IF

natal 

0 
coetaii death' 0 

Poeta groulthiestriction 0 

Premature delivery 0 

poise ning and procedural corn pliceffiseysi i 

Post-procedura hemorrhage a 

Tibia ‘rasd ore a 

Trial VD-Sal-LA. -3r1 — Adolescent Tri 

'_..AE_ reported 

TOTAL in 301 Study IS

66' 

PRAC PSUR assessment report 
A/PRAC/104277/2023 Page 13/15 

Med
icin

al 
pro

du
ct 

no
 lo

ng
er 

au
tho

ris
ed



Table 18 Cumulative Summary Tabulation of An Serious Adverse Events from Clinical 
Trial- VIA2001-304, 

Trial VILA2001-

(uncoiled} 7 

Sres sr: Cancer (uncodiedji 

Diverucul_bis zodedi 

racial CeMuftis funcodedt 

Pa ret -'715 f nceda-d-1 

PCW- y iffeTen:lated adentocananoma 

CIES° p g Lis IL ncoded 

Sma I bowe obstruction I u ncodedi 

atrial fibfi lat ion Iltmccided; 

Nervous system disorders 

Cerebrou soul ar accident 1 

flemiplegii: migraine 1 

Transient is chaernic attack 1 

Infections and infestations 

neuimen, a laif ,C41.1 a 

L'rosepisis 

Atria fibrillation 

neu nal hernia 1 

Injury po ironing and procedural cornpliCatiOllik I 

a rra,mrre 1 

hiusiculoskeletal and connective tissue disorders 

Osteoarthrt s 1 

Renal and urinary disorders 1 

Urete'rulthi asis 1 

TOTAL in 304 Study 17 

Table 19 Cumulatil e Somata' -r 
Trial- VLA2001-307. 

O 

Tabulation of All Serious Adv*cvents from Clinical 

CIO 
Trial VIA 001-307' 

No SAE_ reported 

Table 20 Cup:titian-ye StanntaLy Tabulation of SID . e Events in the CON -
BOOST Trial 

System Organ Class 

Preferred Term 
VIA2001 Me VIA MK 

CM-VI 
r.r4r4r4r4r4r4rInfrAtfrirr 

Hepatob ilia ry disorders 
• 

G Stsil 'roc-arc:la irlfarrtl ibn \6 

,=,:r

Dyer iniur),

rd ta dlsordets • La
us rode Cyrn_, ILL-b1 

]Giaistrointestikellref

0 0 
0 

0 

6

OESCiiiihaLe aLIS cel carcinoma 0 1 

Ildteproduct404rystern and breast disorders 11 

St ar: cancer 0 

*anal and urinary disorders 0 
Pyelo cs let-as 0 
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Cumulative Summary Tabulations of All. Serious Adverse Reactions from. 

Clinical Trials for the entire clinical program until cut-off date 27-Aug-2022 

Table 21: Serions Adverle Reactions from VaLarva-Sponsored Clinical Trials 

Participant 
\ a ,

ge and Sem Tr eatment 
GrOLlp 

Dose Date of 
O111*.L 

laid Date PT Outcome 

Male. 
eilyeart 

VLA1(1 Po J 1 st 
dote 

12-Fiep- 
2:j2i 

13-Sep- 
2021 

Atrial 
fibrillation. 

Recovered 
resolved 

Comment Reported as sesiom adverse event Sep 2,2,22: Com-id...id ..toady related and classified as Suspected 
Unexpected Serious Adverse Reaction in Tune 2122 

Table 22: Serions Adverse Reactions from the -BOtJSTTrral

't rad.. arts liite Dal':. CO 

on r, rt from 
boost 

7V tedDEA 
Preferred 

Term 

MedDRA, 
-St rem 

lider C-13 .3.7 

Severity Se riou ; 
ii ch-erce 

eVellt type 

C a tE alin, 
asses mieut 

e. University 
He:pital 

Southianipt. 
on 1.11-5 FT 

28 in er Isturn flepatoblica 
:"." 

drorieic 

Grade4 Ali 
M-pm-cam 
medical 

event 

Posble 

Le.2 as 
TeaehmE 
Ho7pItals 

NHS Taut 

19 Myocardial 
infarction 

4,... ai 'iliac 
disorders 

Grade3 1-_,,RP, _va Poimble 

,e6

Rapporteur assessment comment: 
( 6 

It would be helpful if information on the time periods covered could 4b ikund in the headings or labels of , 
the respective tables. Table 15 (PSUR pp. 80-81) is titled "Line Lis ' f all Serious Adverse Events from 
Clinical Trials" without any reference to the fact that only the rqk interval of the present PSUR is 
covered. In contrast, the captions of Tables 16-20 contain t led cumulative". The MAH is kindly 

asked to label the data in subsequent reports as clearly ambiguously as possible in order to avoid 

misunderstandings and follow-up questions. 
0 

The headings of Tables 16-20 have now been revi reflect serious adverse events and not serious 
adverse reactions from clinical trials. The cod' n numbers remained unchanged. 

Issue resolved. \).
7. Comments from NktAber States 

No comments were receive roe  nember states. 

• ic\ fitt'

• 
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n Holder 
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PSUR [Valneva] 
Product: COVID-19 vaccine (inactivated, 
adjuvanted, adsorbed) 

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

E CUTIVE S 

Introduction 

This is the first Periodic Safety Update Report (PSUR) for COVID-19 vaccine (inactivated, 
adjuvanted, adsorbed) compiled for regulatory authorities which follows the International 
Conference on Harmonisation E2C Harmonized Tripartite Guideline Periodic Benefit-Risk 
Evaluation Report; EMA E2C guideline on periodic benefit-risk evaluation reve- the EMA 
Module VII Guideline on Good Pharmacovigilance Practices — Periodic safety up.1 - report; and 
EMA Guideline on the Conduct of Pharmacovigilance for Vaccines for Pre- st-Exposure 
Prophylaxis Against Infectious Diseases. This report summarises the saf received and 
processed by Valneva Austria GmbH (herein referred to as Valneva) fro dwide sources for 
the reporting interval covering 28-Feb-2022 to 27-Aug-2022. 

The periodicity of this PSUR is based on the Emergency Use A ho ation in the Kingdom of (O *
Bahrain, which is consider to be the International Birth D D) of COVID-19 vaccine 
(inactivated, adjuvanted, adsorbed), which is 28-Feb-2022. (1.)

Medicinal Product 
6 C\

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

‘ 
COVID-19 vaccine (inactivated, adjuvanted, adsorbed) induces severe acute respiratory syndrome 
coronavirus 2 (SARS-CoV-2) neutraliskig antibodies, as well as cellular immune responses (Thl) 
directed against the spike and othe %dace proteins, which may contribute to protection against 
Coronavirus Disease (COVID- PA sing this vaccine, the cellular immune response is thus not 
limited to the S-protein but alsAliiected against other SARS-CoV-2 surface antigens. No data on 
induction of humoral immune responses directed against S S-CoV-2 antigens other than S-
protein are available in ans. 

COVID-19 vaccine L rd) mated, adjuvanted, adsorbed) is indicated for active immunisation to 
prevent COVIDI hsed by S S-CoV-2 in individuals 18 to 50 years of age. 

COVID-19 cafe (inactivated, adjuvanted, adsorbed) is supplied in a multi-dose vial which 
contains 11 • • of 0.5 mL, 1 dose (0.5 mL) contains 33 Antigen Units (AU) of inactivated SARS-
CoV-2 A vailable in as suspension for injection (injection). The injection is white to off-white 
suspe (pH 7.5 ± 0.5) and is administered intramuscularly as a course of 2 doses of 0.5 mL 
each. e second dose should be administered 28 days after the first dose. The preferred site is the 
deltoid muscle of the upper arm (preferably the non-dominant arm). 

Further details on the therapeutic class(es), mechanism of action, indications, pharmaceutical 
form(s), route(s) of administration and instructions for use are presented in the SmPC, effective 
date: 25-Jul-2022. 
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PSUR Walneval 
Product: COVID-19 vaccine (inactivated, 
adjuvanted, adsorbed) 

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

Worldwide Marketing Authorisation Status 

The first Emergency Use Authorisation for COVID-19 vaccine (inactivated, adjuvanted, adsorbed) 
was granted in the Kingdom of Bahrain, which is considered to be the international birth date i.e. 
28-Feb-2022. COVID-19 vaccine (inactivated, adjuvanted, adsorbed) is currently authorised in 4 
countries and marketed in 1 country (the Kingdom of Bahrain) and 1 region (European -01rlion 
[EU]). Approval has been granted in the following countries: Kingdom of Bahrain (E ency 
Use Authorisation), EU (Centralised), United Arab Emirates (Emergency Use Auth\regon), and 
United Kingdom (Conditional Marketing Authorisation). 

Update of Regulatory Authority or Marketing Authorisation Holder ActioneTaken for 
Safety Reasons 

During the reporting interval, there were no actions taken for safek•Zns. 

Changes to Reference Safety Information 

The COVID-19 vaccine (inactivated, adjuvanted, adsorb 
during the reporting interval was the Summary of 
2022. 

O 

0)

erence Safety Information in effect 
t Characteristics (SmPC), dated 25 Jul 

During the reporting interval, an update relatt05 a shelf life extension of 3 months was made. 

6However, this change has no effect on sa _ 

Therefore, no safety related changb04e SmPC were made during the reporting interval. 

Summary of Clinical Trials 

During the reporting intern ere were 5 ongoing clinical trials with VLA2001, 1 Phase 1/2 trial 
(VLA2001-201), 1 Phase 2 3 trial (VLA2001-307), 2 Phase 3 trials (VLA2001-301 and 
VLA2001-304),4and 1 Phase 2 trial (COV BOOST). Further details of the ongoing clinical trials 
are presented i ption 7.2. 

During the  .Hing interval, there were no completed clinical trials. 

rial Exposure 

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

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

Post-Authorisation Exposure 

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

Overview of Individual Case Safety Reports (ICSRs) 

During the reporting interval and cumulatively, there were no ICSRs received. • 

Overview Summary of the Adverse Events of Special Interest (AESIs) ("Sk\ 

During this reporting interval and cumulatively, all ICSRs in the global VacANafety database 
were queried for AESIs. However, no ICSRs with MedDRA preferred tsefelated to the list of 

(?) 
AESIs were identified (refer to Appendix 8). 

Overview of Signals: New, Ongoing, or Closed 

During the reporting interval, there were no signals idenfille that warranted an update to the 
product safety specification for COVID-19 vaccine (inactivated, adjuvanted, adsorbed). 

Summary Evaluation of Important Risks and Cy Information 

During the reporting interval and cumulatilt oo new information pertaining to important risks 

\C) 
was identified. 

Safety Topics for Routine monitoring °- 

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

• Fatal reports 
• Experience pecial Patients Populations 
• Hypersensitivity 
• Angioedema 

Autoimmune disorders 
ardiomyopathy 
eripheral neuropathy 

Menstrual Disorders 

Further evaluation of these safety topics were discussed in Section 15.2.2. 
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PSUR [Valneva] 
Product: COVID-19 vaccine (inactivated, 
adjuvanted, adsorbed) 

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

Overall Benefit-Risk Analysis Evaluation 

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

The risk associated with inactivated virus vaccines are considered low, further several inac ated 
whole virus vaccines have also shown excellent safety profile in the past. Additio he 
technological platform for developing inactivated vaccines has the advantage of rapid ng up 
production in pandemic situation using well-established infrastructure and methodikSV 

The benefit-risk profile of COVID-19 vaccine (inactivated, adjuvanted, adsorbeek hich 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 concer0 oth from cumulative and 
interval data. 

ac 
Conclusion 1G, 

In conclusion, the overall evaluation of the safety om the use of COVID-19 vaccine 
(inactivated, adjuvanted, adsorbed) during the repoaln terval, and cumulatively, confirms the 
product's safety and tolerability. 

41) 
The benefit-risk profile of COVID 19 acNZ (inactivated, adjuvanted, adsorbed) remains 
positive and has not changed since its fir keting approval on 28-Feb-2022. 

c°6\
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PSUR Walneval 
Product: COVID-19 vaccine (inactivated, 
adjuvanted, adsorbed) 

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

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

LIST OF ABBREVIATIONS 

Acronym Abbreviation Definition 

AESI Adverse Event(s) of Special Interest 

ACCESS The vACCine COVID-19 monitoring readinESS Project 

AU Antigen Units 

BC Brighton Collaboration 

ChAdOxl 
• C6C1

Chimpanzee Adenovirus 

CI c \Confidence Interval ("N 

COPD Chronic Obstructive Pulmonary Disease vv.. 

- COVID-19 Coronavirus Disease  .N,
C T s Clinical Trials nY 

EMA European Medicines Agency t -Cr 

ELISA Enzyme-Linked Immunosorbent Assay O 

EU European Union 

GMRs Geometric Mean Ratios 

GMT Geometric Mean Titre \O 
HIV Human Immunodeficiency?* s 

HLGT High Level Group Teri( 

HLT High Level Term( b 

HNC HIV-Negative ealt.ji Controls 

IBD InternatioWtirdl Date 

ICSR Individual Case Safety Report(s) 

IR Inc4enceltate 

MAH tilarketng Authorisation Holder 

MedDRA Medical Dictionary for Regulatory Activities 

MenACWY • 

ic\ 

Meningococcal Conjugate Vaccine 

mL Milliliter(s) 
• 

mRNA › I& Messenger Ribonucleic Acid 

ND50 e,i y‘ Fifty percent neutralising dilution 

NcW•1 Number

O Observed to Expected 

PSUR Periodic Safety update report 

PT Preferred Term(s) 

PLWH People Living With HIV 

RMP Risk Management Plan 

SARS-CoV-2 Severe Acute Respiratory Syndrome Coronavirus 2 

SmPC Summary of Product Characteristics 
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PSUR Walneval 
Product: COVID-19 vaccine (inactivated, 
adjuvanted, adsorbed) 

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

Acronym Abbreviation Definition 

SMQ Standardised MedDRA Query 

SSR Summary Safety Report 

UK United Kingdom 

VAED Vaccine-Associated Enhanced Disease 

VAERD Vaccine-Associated Enhanced Respiratory Disease ,6 
WWMA Worldwide Marketing Authorisation IC, 

• . &% 
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PSUR [Valneva] 
Product: COVID-19 vaccine (inactivated, 
adjuvanted, adsorbed) 

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

1 INTRODUCTION 

This is the first periodic safety update report (PSUR) for Coronavirus Disease (COVID-19) 
vaccine (inactivated, adjuvanted, adsorbed) compiled for regulatory authorities which follows the 
International Conference on Harmonisation E2C (R2) Harmonized Tripartite Guideline 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. o' ct of 
Pharmacovigilance for Vaccines for Pre- and Post-Exposure Prophylaxis Ag fectious 
Diseases. This PSUR summaries the safety data received and processed by Valneva Austria GmbH 
(herein referred to as Valneva) from worldwide sources for the repo" interval covering 
28-Feb-2022 to 27-Aug-2022. 

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

COVID-19 vaccine (inactivated, adjuvanted, adsorbed) • fled, inactivated, and adjuvanted 
whole virus S S-CoV-2 vaccine grown on Vero ccle can green monkey cells). 

COVID-19 vaccine (inactivated, adjuvanted, ads i•• 4) induces severe acute respiratory syndrome 
coronavirus 2 (S S-CoV-2) neutralising antib • -s, as well as cellular immune responses (Thl) 
directed against the spike and other surface proteins, which may contribute to protection against 
Coronavirus Disease (COVID-19). Using this vaccine, the cellular immune response is thus not 
limited to the S-protein but also directed against other SARS-CoV-2 surface antigens. No data on 
induction of humoral immune re o • es directed against SARS-CoV-2 antigens other than S-
protein are available in hum 

• 

O 
COVID-19 vaccine (inactICNt adjuvanted, adsorbed) is indicated for active immunisation to 
prevent COVID-19 caused by S S-CoV-2 in individuals 18 to 50 years of age. 

PharmacotheraptVcoup: Viral vaccines, other viral vaccines. 

COVID-19 • • e (inactivated, adjuvanted, adsorbed) is supplied in a multi-dose vial which 
contains kW es of 0.5 mL, 1 dose (0.5 mL) contains 33 Antigen Units (AU) of inactivated S S-
CoV-2 virus available as suspension for injection (injection). The injection is white to off-white 
suspension (pH 7.5 ± 0.5) and is administered intramuscularly as a course of 2 doses of 0.5 mL 
each. The second dose should be administered 28 days after the first dose. The preferred site is the 
deltoid muscle of the upper arm (preferably the non-dominant arm). 

Further details on the therapeutic class(es), mechanism of action, indications, pharmaceutical 
form(s), route(s) of administration and instructions for use are presented in the Summary of 
Product Characteristics (SmPC), effective date: 25-Jul-2022 (refer to Appendix 1). 
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PSUR Walneval 
Product: COVID-19 vaccine (inactivated, 
adjuvanted, adsorbed) 

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

2 WO DWIDE TING AUTHORISATION STATUS 

COVID-19 vaccine (inactivated, adjuvanted, adsorbed) is currently authorised in various regions 
for the active immunisation to prevent COVID-19 caused by S S-CoV-2 in individuals 18 to 
50 years of age. The first Emergency Use Authorisation for COVID-19 vaccine (inactivated, 
adjuvanted, adsorbed) was granted in the Kingdom of Bahrain, which is considered to be t 113D 
i.e. 28-Feb-2022. COVID-19 vaccine (inactivated, adjuvanted, adsorbed) is currently -sed 
in 4 countries/regions and marketed in 1 country ((the Kingdom of Bahrain). region 
(European Union [EU]). Approval has been granted in the following countriek ngdom of 
Bahrain (Emergency Use Authorisation), EU (Centralised), United Arab Em s (Emergency 
Use Authorisation), and United Kingdom (UK) (Conditional Marketing AkkNation). 

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

R SAFETY ASONS 3 ACTIONS TA N IN THE PORTING INTERV. 

During the reporting interval, there were no actions t s ety reasons. 

4 C GES TO FE NCE SAFETY INFO' TION 

sorbed) Reference Safety Information in effect 
ary of Product Characteristics (SmPC), dated 

The COVID-19 vaccine (inactivated, adjuvant 
during the reporting interval was the 
25-Jul-2022. 

During the reporting interval, an e related to a shelf life extension of 3 months was made. 
However, this change has no effeclion safety. 

AkaTherefore, no safety relck nges to the SmPC were made during the reporting interval. 

5 ESTI TED 41 I SU D USE PATTE S 

. 
5.1 Cumul .'rubject Exposure in Clinical Trials 

6tA cumu ativ otal number of 3.969 subjects were treated with VLA2001 in 5 ongoing clinical 
trials 

Tabl 1: Summary of Estimated Cumulative Exposure in Adult Subjects up to and including August 
27, 2022 

WPPPPPPPPPPPPPPP 

I dy (Tiial) v „.,  Treatment  
, 

7PPPPPPPPPPPPPPPPPP 

Estimated Total Number of Participants 
Exposed (>18 years of age) ?A* 

VLA2001-201 VLA2001 153 

VLA2001-301 (Adult Part) VLA2001 3.017 

VLA2001-304 VLA2001 306 
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PSUR Walneval 
Product: COVID-19 vaccine (inactivated, 
adjuvanted, adsorbed) 

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

Study (Trial)  
A ' 

4' ,, , ; 
Treatment., v 

/ A-MreetaV Pe - ' 

Estimated Total Number of Participants ",.. 

4s, Exposed (?.-_18 years of age) ppm

VLA2001-307 VLA2001 53 

COV-BOOST VLA2001 440 

TOTAL VLA2001 3.969 

Table 2: Estimated Cumulative Exposure in Adolescent Subjects by Gender 

' Study 4,,, Treatment ,, 

-/. 

Male 
-------------------------- -Niiinier 

Female 
a faint i nints 

Exposed (≥12 to < 18 years of 
age) 

VLA2001-301 
(Adolescent Part)

VLA2001 10 11 21t ik.

_ o 

Trial VLA2001-201 

Table 3: Cumulative Participant Exposure to VLA2001 by AgeNand Gender - Trial VLA2001-201 

/..-  , --Number of Participants . •  

Age Ran years  Male 4
'mss

o 
T, 

Fetuale -,.. ___ 
18-29 27 33 60

30-55 56 1
) 

- 
37 93 

Total 83 k. N 
.? 70 153 

Table 4: Cumulative Participant Exposuq‘ o VLA2001 by Race and Gender - Trial VLA2001-201 
...• 

Tun~k~e ° of Participants  . „ 
Race Group 4'  '''' a ,..---

White/White European 77 67 144 

Mixed \ '9 3 1 4 

Other 3 1 4 er‘q> 
Asian • `~ 0 1 1 

TO'S .) 83 70 153 
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PSUR Walneval 
Product: COVED-19 vaccine (inactivated, 
adjuvanted, adsorbed) 

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

Trial VLA2001-301 

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

,,,,,,,,,,,,,,,,,,,,,,,,,,,,,, , , • 

Age Range (years) 

Number of Participants

Female.
F1' 

Diverse 

18-29 555 483 2 1.04 

30-55 1.121 834 3 . 1G3 

≥56 14 5 0 c\9 

Total 1.690 1.322 5 0 3.017 

Ado al /, , ,werververververworl 

Age Range (years) 

istozwimagsforagrormr 

; , /
r, „tvgzx 

Male Female Divers(?),
44, -----:-; 
.7 ,- Total a 

>12 to < 18 10 11 ()il 21 

Total 10 11 #1/4 1 21 

Table 6: Cumulative Participant Exposure to VLA2001 eland Gender - Trial VLA2001-
301 

Adult Tri 

Number of Participaors 

Race Group Female Diverse 

White/White European 1.577 1,218 5 2.800 

Mixed 45 0 77 

Asian 30 0 77 

Black 

( 3256\)‘ 

9 0 27 

Other 
Olc 

9 10 0 19 

Chinese rk\  5 8 0 13 

Hispanic iciSCr 2 2 0 4 

Total 1.690 1.322 5 3.017 

Adolescent Ill 

1/4 > Number of Participants 

Group Male Female Diverse Total 

4 1/4 White 9 10 0 19

Mixed 1 1 0 2 

Total 10 11 0 21 
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PSUR Walneval 
Product: COVID-19 vaccine (inactivated, 
adjuvanted, adsorbed) 

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

Trial VLA2001-304 

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

." ~sosososososososososososososososo% 

Age Range (years , 

' 7  Number of Participants 
T, ..m.,,,,.www.mr , . Maley rmemintn* Female 

≥56 146 160 306 

Total 146 160 306 ei, 
• 

Table 8: Cumulative Participant Exposure to VLA2001 by Race and Gender - Trial VloA2001-304 
„, „ or  Number of Participants • • ,,......... 

Race Group /Tale Female # o 

European 132 139/Z, 271 

Maori 8 <C1 - 19 

Other 4 10 

Asian 1 (4 6  4 5 

Native Hawaiian or Other Pacific Islander 1 4(\ 0 1 

Total 146 ‘C) 160 306 

Trial VLA2001-307 if\O 

In study 307, 53 participants have receiviael a VLA2001 booster dose up to and including 
27-Aug-2022. Since recruiting has started only recently, and data have not been cleaned yet, no 
data for trial VLA2001-307 is presented here. However, no serious adverse events have been 
reported within the reporting V. 

COV-BOOST Trial 

Table 9: Cumulative ct Exposure to COVID-19 Vaccine (inactivated, adjuvanted adsorbed) in 
the COV-BOOST Trill by Age and Gender 

. 

Char c eristics 4, 

Prime with Oxford-AstraZeueca - l' Prime with Pfizer-BioNtech w 

4 
VLA200 

n=109 

Half-dose 
, VLA2001 

 w=" 1 e ,ra 

VLA2001 :, 
n=110 

ter''' VAW 

Half-dose 
VLA2001 -/ 

4 n=" 0
Age (years ,, 
Mean (SD) 64.4 (15.3) 64.0 (14.9) 60.9 (18.1) 62.4 (16.7) 

Median 71.8 71.0 61.2 62.0 

<70 years, n (%) 51 (46.8) 51 (45.9) 63 (57.3) 61 (55.5) 

≥70 years, n (%) 58 (53.2) 60 (54.1) 47 (42.7) 49 (44.5) 

Female 50 (45.9) 54 (48.6) 59 (53.6) 49 (44.5) 
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PSUR Walneval 
Product: COVID-19 vaccine (inactivated, 
adjuvanted, adsorbed) 

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

Pr€me with Oxford-AstraZetieea 4 Prime with Pfizer-BieNtech 

VI,A2001 
tz-1.09 ' 

i Half-dose 
VL2001 

n=111 

0 
VLA2001 

ui=110 

Dalf-dose 
VIA2901 

n=110 

Male 59 (54.1) 57 (51.4) 51 (46.4) 61 (55.5 

Ethnici ..o 
White 100 (91.7) 107 (96.4) 99 (90.0) 102 ((.7) 

Black 2 (1.8) 1 (0.9) 2 (1.8) • Co 

Asian 5 (4.6) 2 (1.8) 7 (6.4) lc \‘(5.5) 

Mixed 0 0 1 (0.9) vi‘ 2 (1.8) 

Other 1 (0.9) 0 1 (0.9) ‘tW 0 

Not given 1 (0.9) 0 oANI, 0 

tbo5.2 Interval and Cumulative Estimated Exposure Data fr st-Authorisation 
Experience 

During the reporting interval and cumulatively, a total .400 COVID-19 vaccine (inactivated, 
adjuvanted, adsorbed) doses were distributed in Kin of Bahrain and EU region. 

Table 10: Interval Actual Exposure Data (Ad ed and Distributed) from Post-Authorisation 
Experience Presented by Region Country•. 

Region / Country Doses Total Adm eteillist da -, .. Total Doses Distributed'  z , Interval 

Kingdom of Bahrain 

6 )i
Not available 200.000 

EU 
lc °Austria 

' 9
Not available 74.400 

Denmark Not available 38.400 , ..• 
Germany ‘fif Not available 249.600 

Total (EU Count4 Not available 362.400 

Total C.) Not available 562.400 

a Data prese ecorded. 
Abbr jib Refer to Abbreviations Table 
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PSUR [Valneva] 
Product: COVID-19 vaccine (inactivated, 
adjuvanted, adsorbed) 

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

6 DATA IN SUM RY TABULATIONS 

6.1 Reference Information 

The Medical Dictionary for Regulatory activities (MedDRA) version 25.0 was the coding 
dictionary utilised for the presentation of adverse events/adverse drug reactions. The summary 
tabulation report is organised by System Organ Class and Preferred Term (PT) in internationally 
agreed order which summarises each adverse event coincident with COVID-19 vaccine 
(inactivated, adjuvanted, adsorbed) rather than with each individual case safety report(s) (ICSR). 
The summary tabulation is generated from a dynamic global safety database which changes over 
time as ICSRs are updated and reflects the most current data available e time that it was 
generated. As a single ICSR may contain both serious and nonserious or both listed and 
unlisted adverse events, an ICSR may be presented in more than 1 cat. • under each source. 
Therefore, the sum of the total number of adverse events across somits may exceed the number 
of unique ICSRs that exist overall. 

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

6.2 Cumulative Summary Tabulations of Seriovs Adverse Events from Clinical Trials 

A cumulative summary tabulation of serious adverse events from Company-sponsored 
interventional CTs is provided in Appendix 3. 

6.3 Cumulative and Interval Summary Tabulations from Post-Authorisation Data 

During the reporting interva ihif cumulatively, there were no ICSRs received. Therefore, a 
cumulative and intervals tabulation of adverse drug reactions (serious and nonserious) i.e. 
Appendix 4 is not appli\ble. 

7 SU RIES O IGNIFICANT SAFETY FINDINGS FROM CLINICAL T 
DURING THE PORTING INTERVAL 

A list of arketing Authorisation Holder (MAH) sponsored post-marketing interventional 
trials he primary aim of identifying, characterising, or quantifying a safety hazard, or 

g the safety profile of the medicinal product that were completed or ongoing during the 
repo ng interval are summarised in Appendix 6. 

7.1 Completed Clinical Trials 

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

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

7.2 Ongoing Clinical Trials 

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

A total of 4.985hea1thy or medically stable participants had been enrolled in VLA200 as of 
the of the cut-off date for this report (27-Aug-2022), of which 3.969 participants eived at 
least 1 dose of VLA2001. In the COY-BOOST trial, 109 participants received 0 1, and 111 
participants received a half-dose of VLA2001 as a booster afte ccinations of 
Oxford-AstraZeneca. In addition, 110 participants received VLA2001 N110 participants 
received a half-dose of VLA2001 as a booster after 2 vaccinations of Pt e ioNtech. 

Cumulatively, in Valneva's VLA2001 clinical program, 50 serious tverse events have been 
reported in participants who received VLA2001: 1 in study NTLA2001-201, 32 in study 
VLA2001-301, and 17 in study VLA2001-304. The majority of these serious adverse events were 
mild to moderate in intensity, and only 1 was consideredvibly related to VLA2001. 

Only few serious adverse events were reported by m\Oan 1 participant: 

• Appendicitis, reported by 3 participants in study VLA2001-301 
• Atrial fibrillation, reported by 2 paiticipants in study VLA2001-304 
• Osteoarthritis, reported by 1 part' t in study VLA2001-301 and 1 participant in study 

VLA2001-304, 
• Tibia fracture, reported by cipant in study VLA2001-301 and 1 participant in study 

VLA2001-304. 

With the exception of 1 ca gM atrial fibrillation", all serious adverse events are considered not 
"related" or "unlikely related" to the study vaccine. 

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

As of the cut-off date for this PSUR and per the report in Munro et al, 2021 1, 5 serious adverse 
events in the VLA2001 group (2 of which were considered possibly related to VLA2001 by the 
investigator) and 1 in the half dose VLA2001 group were reported in the COV-BOOST study. 
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PSUR Walneval 
Product: COVID-19 vaccine (inactivated, 
adjuvanted, adsorbed) 

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

Appendix 3: represents a cumulative list of serious adverse events organised by System Organ 
Class/PTs that have been reported during clinical trials of VLA2001, from study initiation up to 
the cut-off date of 27-Aug-2022, for this reporting interval. 

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

Cases with a Fatal Outcome 
•• 

No participants died as the result of serious adverse events reported in clini during the 
reporting interval. 

Pregnancy and Lactation 

In Trial VLA2001-201, there was 1 participant pregnancy an artner pregnancy during the 
reporting period among participants who received VLA20 participants continued with 
study visits. In Trial VLA2001-301, the total number of pre cies reported up to 27-Aug-2022, 
is 52: 39 pregnancies were observed in study participants and 13 participants have reported a 
partner pregnancy. Of the pregnancies in participanWccurred in the VLA2001 group and 10 
in the AZD1222 group. 

One woman in the VLA2001 group, 1st va ion on 26-May-2021 and 2nd vaccination on 
23-Jun-2021, positive pregnancy test on 21-F6b-2022, had a miscarriage at 8.5 weeks of gestation. 
Another woman in the VLA2001 group 1st vaccination on 24-May-2021 and 2nd vaccination on 
21-Jun-2021 had a positive pregn&ASE. test on 07-Nov-2021 and a pregnancy loss in the first 
trimester, which resulted in foetal death. Another participant woman in the VLA2001 group had 
the 1st vaccination on 5-May-2021, the 2nd Vaccination on 02-Jun-2021, a positive pregnancy test 
on 12-Feb-2022, and a mi ( 461. ;,e on 18-Mar-2022. 

A full-term healthy bkvas ►oni in 8 women who had received VLA2001, and 1 woman had a 
delivery of a pr &Infant with reduced growth, her 1st vaccination was on 16 May, the 2nd 
vaccination 12-6% 21, and her positive pregnancy test on 9-Oct-2021. 

• 

Two womei'S)to had received AZD1222 delivered a full-term healthy baby. 

Of th er pregnancies, 3 occurred in partners of participants in the AZD 12222 group, and 10 
in rs of participants in the VLA2001 group. 

Out of the partners of pregnant women who had received 2 doses of VLA2001, 5 partners have 
delivered full-term healthy babies, 1 woman had a caesarean section and the other ones are being 
followed up. Out of the 3 partners of pregnant women who had received 2 doses of AZD1222, 2 
have delivered a full-term healthy baby and the other 1 is being followed up. 
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PSUR Walneval 
Product: COVID-19 vaccine (inactivated, 
adjuvanted, adsorbed) 

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

All other pregnancies are either still ongoing or no outcome was yet reported; all of the pregnancies 
will be followed up. 

7.3 Long-Term Follow-Up 

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

7.4 Other Therapeutic Use of Medicinal Product • & te

c \ -f
During the reporting interval, COVID-19 vaccine (inactivated, adjuvanted, • - 4) has not been 
investigated for any other therapeutic use(s). 

‘\• 
7.5 New Safety Data Related to Fixed Combination Therapies et ty 

No safety data related to combination therapies with COVID-1 me (inactivated, adjuvanted, 
adsorbed) became available during the reporting interval. ( 

iii 8 FL INGS FROM NON-INTERVENTIONAL

During the reporting interval, no non-interventio 
adjuvanted, adsorbed) were initiated, conduct<1/4
not applicable. 

\ • 
dies for COVID-19 vaccine (inactivated, 

pleted, or reported. Hence, Appendix 7: is 

9 INFORMATION FROM OTH INICAL T S AND SO CES 

9.1 Other Clinical Trials ri‘6 
P k a) 

During the reporting interval, iito other studies have been conducted with COVID-19 vaccine 
(inactivated, adjuvante dsorbed). 

9.2 Vaccination 2ts<s 

During the e  t k> interval and cumulatively, there were no ICSRs received. Hence, there was gi t
no data re Ng vaccination error for COVID-19 vaccine (inactivated, adjuvanted, adsorbed). 

10 LINICAL DATA 

Dunn the reporting interval, no non-clinical studies were initiated or ongoing involving 
COVID-19 vaccine (inactivated, adjuvanted, adsorbed). 
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PSUR Walneval 
Product: COVID-19 vaccine (inactivated, 
adjuvanted, adsorbed) 

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

11 LITE TURE 

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

1. Wong et al (2022)2 aimed to compare the incidence of various adverse events of special 
interest (AESIs) and all-cause mortality between CoronaVac (inactivated vaccine) and B b2 
(messenger ribonucleic acid [mRNA-based] vaccine). The approach included a r ctive, 
population-based cohort of individuals who had received at least 1 dose of 62b2 or 
CoronaVac from 23 February to 9 September 2021 in Hong Kong. Individuals were ckb erved from 
the date of vaccination (first or second dose) until mortality, second dose vaccination (for first dose 
analysis), 21 days after vaccination. The results revealed that the most fre tly reported AESI 
among CoronaVac and BNT162b2 recipients was thromboembolism (fi ose: 431 and 290 per 
100,000 person-years; second dose: 385 and 266 per 100,000 perso rs). After the first dose, 
incidence rates (IRs) of overall AESIs (IR = 0.98, 95% confide rite in erval [CI] 0.89-1.08, p = 
0.703) and mortality (IR = 0.96, 95% CI 0.63-1.48, p = 0.868 lociated with CoronaVac were 
generally comparable to those for BNT162b2, except for Bel (RR = 1.95, 95% CI 1.12-3.41, 
p = 0.018), anaphylaxis (IR = 0.34, 95% CI 0.14-0.79, IN .012), and sleeping disturbance or 
disorder (IR = 0.66, 95% CI 0.49-0.89, p = 0.006). Afttrlia second dose, IR of overall AESIs (IR 
= 0.97, 95% CI 0.87-1.08, p = 0.545) and mortality (1k = 0.85, 95% CI 0.51-1.40, p = 0.516) were 
comparable between CoronaVac and BNT1642 recipients, with no significant differences 
observed for specific AESIs. The authors coned that in this study, the incidences of AESIs 
(cumulative IRs of 0.06%-0.09%) and mortalitNllowing the first and second doses of CoronaVac 
and BNT162b2 vaccination were very low. The safety profiles of the vaccines were generally 
comparable, except for a significantly higher IRs of Bell palsy, but lower IRs of anaphylaxis and 
sleeping disturbance or disorder, following first dose CoronaVac versus BNT162b2 vaccination. 

2. Lazarus et al (2022)3, aimed to evaluate the safety and optimal dose of a novel inactivated 
whole-virus adjuvanted vaccine against SARS-CoV-2: VLA2001. The authors conducted an open-
label, dose-escalation y followed by a double-blind randomised trial using low, medium and 
high doses of VL (1:1:1). The primary safety outcome was the frequency and severity of 
solicited local arttiSt mic reactions within 7 days after vaccination. The primary immunogenicity 
outcome wait t1llometric mean titre (GMT) of neutralising antibodies against SARS-CoV-2 2 
weeks after \second vaccination. The study is registered as NCT04671017. In this study 153 
healthy aged 18-55 years were recruited in the UK. Overall, 81.7% of the participants 
reported a solicited adverse events, with injection site tenderness (58.2%) and headache (46.4%) 
being the most frequent. Only 2 participants reported a severe solicited event. All observed 
incidents were transient and non-life threatening in nature. Immunogenicity measured at 2 weeks 
after completion of the 2-dose priming schedule, showed significantly higher GMTs of SARS-
CoV-2 neutralising antibody titres in the highest dose group (GMT 545.6; 95% CI: 428.1, 695.4) 
which were similar to a panel of convalescent sera (GMT 526.9; 95% CI: 336.5, 825.1). 
Seroconversion rates of neutralising antibodies were also significantly higher in the high-dose 
group (>90%) compared to the other dose groups. In the high dose group, antigen-specific 
interferon-y expressing T-cells reactive against the 5, M and N proteins were observed in 76, 36 
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and 49%, respectively. The authors concluded that VLA2001 was well tolerated in all tested dose 
groups, and no safety signal of concern was identified. The highest dose group showed statistically 
significantly stronger immunogenicity with similar tolerability and safety, and was selected for 
phase 3 clinical development. 

3. Lazarus et al (2022)4, aimed to assess the safety and immunogenicity of primary 
vaccination with VLA2001 versus the chimpanzee adenovirus (ChAdOx1)-S adenoviral-vectored 
vaccine. In this immunobridging phase 3 trial (COV-COMPARE), participants aged 18 years and 
older who were medically stable were enrolled at 26 sites in the UK. In th~'double-blind,
randomised, controlled arm of the trial, participants aged 30 years and old 
assigned (2:1) to receive 2 doses of VLA2001 (0.5 millilitres [mL]; with 
ChAdOx1-S (0.5 mL; with 2.5 x 108 infectious units per dose) on days 1 tkt 
participants aged 18-29 years received 2 doses of VLA2001 (same dose) open label on days 1 and 
29. In this study, 4181 individuals were screened and 4017 enrolled hom 2975 (74%) were 
aged 30 years or older and randomly assigned to receive VLA I01 n=1978) or ChAdOxl -S 
(n=997), and 1042 (26%) were aged 18-29 years (all received o bel VLA2001). Around 4012 
participants received at least 1 dose of vaccine (1040 in the abel VLA2001 group, 1977 in 
the randomised VLA2001 group, and 995 in the C -S group). The immunogenicity 
population comprised 492 participants in the rarklattri*Id VLA2001 group and 498 in the 
ChAdOx1-S group. VLA2001 induced higher neutrliilIng GMTs than did ChAdOx1-S (803.5 
[95% CI 748.5-862.6] vs 576.6 [543.6-611.7]; CIF ratio 1.39 [95% CI 1.25-1.56]; p<0.0001), 
and non-inferior seroconversion rates (444 [97.4%] of 456 participants vs 444 [98.9%] of 449; 
difference —1.5% [95% CI —3.3 to 0.2]). Any adverse event was reported in 963 (92.6%) 
participants in the open-label VLA2001 group, 1755 (88°8%) in the randomised VLA2001 group, 
and 976 (98.1%) in the ChAdOx1-S group. Most adverse events reported were mild or moderate 
in severity. The authors concluded that VLA2001 has a favourable tolerability profile and met 
superiority criteria for neutrali ligInitibodies and non-inferiority criterion for seroconversion rates 
compared with ChAdOxl-

re randomly 
per dose) or 

D. In another arm, 

4. Wang et al (202' 5 his review article gathered evidence regarding the safety, efficacy, 
and effectiveness of -CorV an aluminium-hydroxide-adjuvanted, inactivated whole-virus 
vaccine, which has been widely distributed, with more than 400 million doses administered in 
more than 40 countries. It was highlighted that compared to vaccines on other platforms, such as 
mRNA vaccines, BBIBP-CorV shows less immunogenicity and durability in laboratory tests. 
Despite its lower level of efficacy and immunology, its real-world effectiveness in preventing 
peop from severe diseases except infection still proved to be valuable. Complete vaccination 
with doses is the essential requirement for the protective effect. A heterogeneous boosting dose 

1! 

of BEMBP might be an effective solution to reduce vaccine efficacy against emerging variants of 
concern in the future. 

5. Zeng et al (2022)6. conducted a single centre study aimed to investigate the vaccine 
hesitancy reasons among the parents, and to monitor the adverse events of inactivated COVID-19 
vaccines in children and teenagers with underlying medical conditions in China. Children with 
underlying medical conditions encountered at the Immunisation Advisory Clinic for COVID-19 
vaccine counselling were enrolled. They were given immunisation recommendations and followed 
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up at 72 h and 28 d after immunisation to monitor the immunisation compliance after consultation 
and adverse events. A total of 324 children aged 3-17 years were included. The top 3 primary 
medical conditions for counselling were allergy (33.6%), neurological diseases (31.2%), and 
rheumatic diseases (8.3%). COVID-19 vaccination was promptly recommended for 242 (74.7%) 
children. Seventy-one (65.7%) children who had allergy issues were recommended to take the 
vaccination, which was significantly lower than that of other medical conditions (p < 0.05). The 
follow-up record showed that 180 children received 340 doses of inactivated COVID-19 vaccine 
after consultation. Overall, 39 (21.6%) children reported at least 1 adverse event within 28 d of 
either vaccination. No serious adverse reactions were observed. No difference in adverse effects 
between the first dose and the second dose of vaccination except fever. Parents' hesitancy in 
COVID-19 vaccination for children with underlying medical conditions was mainly due to safety 
concerns. It was concluded that both guidelines and healthcare providers remain cautious about 
recommending COVID-19 vaccines for children with underlying medical conditions due to the 
lack of published pre-and post-marketing safety surveillance data. Vitudy also demonstrated 
the good safety of inactivated COVID-19 vaccines among chigkren with underlying medical 
conditions. 

ei qt6. Zou et al (2022)7, planned a study with an aim and compare the early immune 
jsil4tresponse after COVID-19 vaccination in relation to mmunodeficiency virus (HIV) with 2 

treatment arms i.e. people living with HIV (PLWH) • IV-negative health controls (HNC). It 
was conducted between March to June 2021, 48 l' 'WH and 40 HNC, aged 18 to 59 years, were 
enrolled in the study in the Wuchang district of # uhan city. All of them received inactivated 
COVID-19 vaccine (Sinopharm, WIBP-CorV, Wuhan Institute of Biological Products Co. Ltd) at 
day 0 and the second dose at day 28. The frequency of adverse reactions to the first and second 
dose was not different between PLWH (30% and 11%) vs. HNC (32% and 24%). Neutralising 
antibodies responses among PLWH peaked at day 70, while among HNC peaked at day 42. At day 
42, the geometric mean concentration and seroconversion rate of neutralising antibodies among 
PLWH were 4.46 binding antibody units /mL (95% CI 3.18-5.87) and 26% (95% CI 14-41), which 
were lower than that among HNC [geometric mean concentration (18.28 BAU/mL, 95% CI 10.33-
32.33), seroconversio ► (63%, 95% CI 44-79)] IgG responses among both PLWH and HNC 
peaked at day 70. .t 70, the geometric mean enzyme-linked immunosorbent assay (ELISA) 
units and seroco ion rate of IgG among PLWH were 0.193 ELISA units (endotoxin units)/mL 
(95% CI 0 t 13) and 51% (95% CI 34-69), which was lower than that among HNC 
(geometric ELISA units) (0.379 endotoxin /mL, 95% CI 0.224-0.653), seroconversion rate 
(86%, 9112k 64-97)]. There were no serious adverse events. The authors concluded that early 
humoral i une response to the inactivated COVID-19 vaccine was weaker and delayed among 
PLWH population than that among HNC. This observation remained consistent regardless of a 
high CD4 count with effective antiretroviral therapy. 

7. Jin et al (2022)8, looked at the efficacy, safety and immunogenicity of CoronaVac, also 
known as the Sinovac inactivated SARS-CoV-2 vaccine, which has been widely implemented in 
combating the COVID-19 pandemic. The study summarised the results of CTs and real-world 
studies of CoronaVac in this review. The overall efficacy for the prevention of symptomatic 
COVID-19 (before the emergence of variants of concern) using 2 doses of 3µg CoronaVac was 
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67.7% (95% CI, 35.9% to 83.7%). Effectiveness in preventing hospitalisations, ICU admissions, 
and deaths was more prominent than that in preventing COVID-19. A third dose inherited the 
effectiveness against non-variants of concern and increased effectiveness against severe COVID-
19 outcomes caused by omicron variants compared to 2 doses. Most adverse reactions were mild. 
Few vaccine-related serious adverse reactions were reported. The authors concluded, 3-dose 
regimen significantly increased the seroconversion levels of neutralising antibodies st 
omicron as compared to 2-dose regimen. e) 
8. Shwaky et al (2022)9, evaluated the cutaneous reactions and their time o pery after 
Sinopharm vaccination. It was a prospective multicentre study, the cases involv ere over the 
age of 18. The data were anonymised. On the registry's vaccine section, acked vaccination 
dates, skin reactions, and recovery times. All respondents who reported o cutaneous reaction 
to the first vaccination dose received a follow-up contact asking about ak5 and vaccination dose 
cutaneous reaction. The study included 4560 cases. The mean age of all studied cases was 
41.2 ± 6.1 years. There were dermatologic complications in 119f patients (26.1%). There was 
induration at the injection site in 495 patients (10.9%), 
morbilliform eruption in 375 patients (8.2%), flare of s 
angioedema in 105 patients (2.3%). The mean recovers 
2.92 ± 0.94 days with a minimum recovery period of 2 days and a maximum of 7 days. The authors 
concluded that because Sinopharm's cutaneous reactions are frequently mild and self-limiting, 
vaccination should not be discouraged based on these findings. If the first vaccine dose creates a 
cutaneous reaction, there is no need to skip the second dose. 

9. Munro et al (2021)1 investigate \afety and immunogenicity of 7 different COVID-19 
vaccines as a 3rd (booster) dose a e ses of ChAdOxl nCov-19 or BNT162b2, in order to 
optimise selection of booster vacc was a multicentre, randomised, controlled, phase 2 trial 
on participants from 18 sites acros-4 , aged older than 30 years with at least 70 days post 2 doses 
of ChAdOxl nCov-19 or at le t 84 days post 2 doses of BNT162b2 primary COVID-19 
immunisation course a d with no history of laboratory-confirmed SARS-CoV-2 infection. The 
participants were divi to 3 groups as follows: Group A who received NVX-CoV2373, a half 
dose of NVX-CoV2Z ChAdOxl nCov-19 , or quadrivalent meningococcal conjugate vaccine 
(MenACWY) c (1:1:1:1); Group B who received BNT162b2, VLA2001, a half dose of 
VLA2001, OV2.S or MenACWY (1:1:1:1:1); Group C who received mRNA1273, 
CVnCov, a ose of BNT162b2, or MenACWY (1:1:1:1). Participants and all investigatory 
staff w nded to treatment allocation. Upon analysis, 3 vaccines showed increased 
react • ty: mRNA1273 after ChAdOxl nCov-19 /ChAdOx1 nCov-19 or 

2/BNT162b2; and ChAdOxl nCov-19 and Ad26.COV2.S after BNT162b2/BNT162b2. 
For dOxl nCov-19 /ChAdOx1 nCov-19 -primed individuals, spike IgG geometric mean ratios 
(GMRs) between study vaccines and controls ranged from 1.8 (99% CI 1.5-2°3) in the half 
VLA2001group to 32.3 (24.8-42.0) in the mRNA1273group. GMRs for wild-type cellular 
responses compared with controls ranged from 1.1 (95% CI 0.7-1.6) for ChAdOxl nCov-19 to 
3.6 (2.4-5.5) for mRNA1273. For BNT162b2/BNT162b2-primed individuals, spike IgG GMRs 
ranged from 1.3 (99% CI 1 .0-1.5) in the half VLA2001group to 11°5 (9.4-14.1) in the 
mRNA1273group. GMRs for wild-type cellular responses compared with controls ranged from 

• 'a in 210 patients (4.6%), 
e in 105 patients (2.3%), and 
s in all studied patients were 
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100 (95% CI 0.7-1°6) for half VLA2001to 407 (3.1-7°1) for mRNA1273. The results were similar 
between those aged 30-69 years and those aged 70 years and older. Fatigue and pain were the most 
common solicited local and systemic adverse events, experienced more in people aged 30-69 years 
than those aged 70 years or older. Serious adverse events were uncommon, and similar in active 
vaccine and control groups. Overall, it was concluded that, all study vaccines boosted antibody 
and neutralising responses after ChAdOxl nCov-19 /ChAdOx1 nCov-19 initial course all 
except 1 after BNT162b2/BNT162b2, with no safety concerns. 

Review of published peer-reviewed scientific literature and available unpublished nitirst ripts did 
not identify any new and/or significant safety findings that would impact the of all benefit-risk 
balance of COVID-19 vaccine (inactivated, adjuvanted, adsorbed). 

. ‘NS\

tki 

Periodic reports as summary safety reports (SSR) submitted mon tliielevant health authorities 

12 OTHER PERIODIC PORTS 

by Valneva during the reporting interval are detailed in Table 1 

Table 11: Periodic SSRs submitted to Health Authorities 

y 
a . 

SSR No. 
(NN 

Reporting Inty 

0 

Data Lock 
Point 

Regulatory 
Authority/IR 
B/EC 

COVID-19 Vaccine (inactivated, 
adjuvanted) Valneva, SSR No. 1 

24-Jun- 31-Jul-2022 31-Jul-2022 EMA 

Abbreviations: Refer to Abbreviations Table 

13 LACK OF EFFICACY IN OLLED CLINICAL TRIALS 

During the reporting interval and cumulatively, no new safety data emerged that indicated a lack 
of efficacy with COVID-19rvaccine (inactivated, adjuvanted, adsorbed) from interventional, non-
interventional, retrospective CTs and from the review of published literature. 

14 LATE-B G INFO ATION 

CaDuring the pr  >tion of this report, there were no potentially important new safety and 
efficacy/eftecti#eness findings that arose for COVID-19 vaccine (inactivated, adjuvanted, 
adsor eV' 

15 RVIEW OF SIGNALS: NEW, ONGOING, OR CLOSED 

15.1 Validated Signals During the Reporting Interval 

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

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

& ‘1 > 
txN, 

15.2 Request for Evaluation of Safety Topic(s) from a Regultfithority(ies) 

During the reporting interval, the Health Authorities requested valuation of following safety 
topics involving COVID-19 vaccine (inactivated, adjuv 

During the reporting interval, no signals were closed. 

• Hypersensitivity 
• Angioedema 
• Autoimmune disorders 
• Cardiomyopathy 
• Peripheral neuropathy 
• Menstrual Disorders 

41) 

Further evaluation of these safe cs were discussed in Section 15.2.2. 

15.2.1 Adverse Events of ST Sal Interest (AESI) and Observed to Expected (O/E) Analysis 

, adsorbed): 

The global vaccine safety database was queried for AESI for the cumulative period up to 
27-Aug
search 

Total 

-2022 a mg to prespecified search strategies 
strategi 

Lib SI 

cute disseminated encephalomyelitis 

Amniotic cavity infection 

(refer to [Table 22] or [Appendix 8] for 

• Multiple sclerosis 
• Multisystem inflammatory 

syndrome in children 
• Anaphylaxis • Myasthenia gravis 
• Appendicitis • Myocardial infarction 
• Autoimmune thyroiditis • Myocarditis, Pericarditis 
• Bell's palsy • Narcolepsy 
• Cerebral venous sinus thrombosis • Neonatal death 
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• 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 

• Monoclonal gammopathy 
st lc \
-No AESIs considered for adjuvants Cp

• Crohn's disease 
Ulcerative proctitis icr iN o 

• Psoriatic arthropath 
• Spondyloarthritis, in ding reactive arthritis (Reiter's Syndrome) and 

spondyloarthritis 
• Cranial nerve disorders, including paralyses/paresis (e.g. Bell's palsy) 

Tolosa Hunt syndrome • 
• Pol uropathies associated with monoclonal gammopathy 
• Ny iclepsy 

neuritis 
ansverse Myelitis 

Erythema nodosum 
• Lichen planus 
• Rosacea 
• Sweet's syndrome 
• Large vessels vasculitis including giant cell arteritis such as 

temporal arteritis 

• Optic neuritis 
• Placenta praevia 
• Postural orthostatic tachycardia 

syndrome 
• Preeclampsia 
• Preterm birth 
• Renal failure neonatal 
• Rheumatoid arthritis • 
• Spontaneous abortioac‘ 
• Stillbirth 
• Sudden death Ic i\ 

• ThrombocytpN 
o 
ia 

• Thrombosis with 
thrombocytopenia syndrome 

• Volosa-Hunt syndrome 
ansverse myelitis 

Uterine Rupture 
Vaccine-associated enhanced 
disease 

• Venous thromboembolism 

• 

undifferentiated 

Takayasu's arteritis and 
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• 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, leukocyto lastic 
vasculitis 

• Idiopathic pulmonary fibrosis 
• Raynaud's phenomenon 
• Sarcoidosis 
• Steven-Johnson syndrome 
• Uveitis 

During the reporting interval and cumulatively, no ICSRs with Me NN. PTs related to the 
following AESIs were identified. Hence, 0/E analysis for these AESTh topics were not performed. 

15.2.2 Additional safety topics for monitoring 

During the reporting interval, the 8 additional safety toiti5c1/4fitirynonitoring were considered 
which are discussed below: 

• Fatal reports 
• Experience in Special Patients Popula 
• Hypersensitivity r \,  • 
• Angioedema  N.1 

• 
Autoimmune disorders by• 
Cardiomyopathy 

• Peripheral neuropathy(O 
Menstrual Disorders• 

15.2.2.1 Fatal Reports 
IN" 

Background c .>‘ 

N safety topic under surveillance due to insufficient information obtained from Fatal repo 
clini 1 es. 

I I of evaluation 

O\ 

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

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

15.2.2.2 Experience in Special Patients Populations 

15.2.2.2.1 Age group: Infants, Adolescents, Paediatrics 

Background 

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

&‘\fr 
Method of evaluation n\d .

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

Conclusion 'c\

N IPDuring the reporting interval and cumulatively, th e re no ICSRs received. Hence, further 
assessment of this safety topic could not be ev(1\

0.• 
Elderly age group is a safety topic'  er surveillance due to insufficient information obtained from 
clinical studies. However, a • er the SmPC, the safety and immunogenicity of COVID-19 vaccine 
(inactivated, adjuvants a • • ed) in individuals > 65 years of age have not yet been established. 
Very limited data are tl available on subjects over 50 years of age. 

15.2.2.2.2 Age group: Elderly 

Background 

Method of evaltit'OD 
r 

A search was coifducted in the global safety database for the interval and cumulative ICSRs in 

tindividu (water than 65 years of age i.e. the elderly age group category (refer to Appendix 9). 

C • 

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

Background 

Hypersensitivity is a safety topic under surveillance due to insufficient information obtained from 
clinical studies. However, COVID-19 vaccine (inactivated, adjuvanted, adsorbed) is 
contraindicated as per the SmPC, if there is hypersensitivity to the active substance or to any of 
the excipients listed, or yeast-derived residues (i.e. yeast deoxyribonucleic acid, yeast ticks and 
mannosylated recombinant human albumin) of the manufacturing process of t mbinant 
human albumin. 

Method of evaluation 

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

Conclusion 

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

15.2.2.4 Angioedema AD 

st
Background 

Angioedema is a safety topic and 4Y illance due to insufficient information obtained from 
clinical studies. ► 

Method of evaluation c el

The global vaccine sa 
prespecified search 

• 

Conclusion. 

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

ase was queried for the interval and cumulative ICSRs using the 
atety for angioedema (refer to Appendix 9). 

15.2.2.5 Autoimmune disorders 

Background 

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

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

Conclusion 

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

15.2.2.6 Cardiomyopathy 

Background 

Cardiomyopathy is a safety topic under surveillance due to insufficient in tion obtained from 
clinical studies. 

Method of evaluation 

The global vaccine safety database was queried for the intend cumulative ICSRs using the 
prespecified search strategy for cardiomyopathy (refer t tppendix 9). 

Conclusion e\ \ 

During the reporting interval and cumulativotr, there were no ICSRs received. Hence, further 
assessment of this safety topic could not bb(caluated. 

15.2.2.7 Peripheral neuropat C.) 

Background 

Peripheral neuropathy is a 
from clinical studies. 

O 
topic under surveillance due to insufficient information obtained 

Method of evaluatO‘ 

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

C 

During the reporting interval and cumulatively, there were no ICSRs received. Hence, further 
assessment of this safety topic could not be evaluated. 
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PSUR Walneval 
Product: COVID-19 vaccine (inactivated, 
adjuvanted, adsorbed) 

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

15.2.2.8 Menstrual disorders 

Background 

Menstrual Disorders is a safety topic under surveillance due to insufficient information obtained 
from clinical studies. However as per European public assessment report (EMA/627695/2022, 
Procedure no EMEA/H/C/006019/0000) dated 23-June-2022 adopted by the Committee for 
Medicinal Products for Human Use, stated that the incidence of menstrual disorders g study 
VLA2001-301 was similar to the comparator vaccine. There are recent publicat.• ggesting 
that changes to the menstrual cycle do occur following vaccination, but they are srna 1 compared 
with natural variation and quickly reverse. Therefore, the Pharmacovigil Assessment 
Committee concluded that there is no evidence of a causal relationship of al disorders with 
vaccines against COVID-19 but the MAH will monitor and report mens disorders as AESI in 

etfr 
aggregate reporting. 

Method of evaluation 

The global vaccine safety database was queried for the int 
prespecified search strategy for menstrual disorders (refer to 2-

Conclusion 

d cumulative ICSRs using the 
end ix 9). 

During the reporting interval and cumulat°vel re were no ICSRs received. Hence, further 
assessment of this safety topic could not luated. 

16 SIGNAL AND RISK EVAL 

16.1 Summary of Safety C 

A summary of important sa concerns during the reporting interval are provided in Table 12. 
reflective of EU berl.ei, dated 21-Jun-2022. 

CONFIDENTIAL 
Page 35 of 107 

Med
icin

al 
pro

du
ct 

no
 lo

ng
er 

au
tho

ris
ed



PSUR Walneval 
Product: COVID-19 vaccine (inactivated, 
adjuvanted, adsorbed) 

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

Table 12: Summary of Safety Concerns 
Risk Criteria Description ' 

Important identified risk(s) • No important risks have been identified. 

Important potential risks • Vaccine-associated enhanced disease (VAED) including Vaccine-
associated enhanced respiratory disease (VAERD) 

Missing information 

• 
• 
• 
• 

• 
• 

Use in pregnancy and while breast feeding 
Use in immunocompromised patient 
Use in patients with autoimmune or inflammatory disoiltIr 
Use in frail patients with unstable health conditions andN rbidities, 
e.g. diabetes, chronic neurological disease, cardiov ar disorders, 
chronic obstructive pulmonary disease (COP 
Long-term safety data ‘l io
Interaction with other vaccines , 

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

16.2 Signal Evaluation 

During the reporting interval, there were no signals flea that warranted an update to the 
product safety specification for the COVID-19 vaccine activated, adjuvanted, adsorbed). 

16.3 Evaluation of Risks and New Informa i 

The following subsections are as follow& 

• New information on important PIANal risks — Subsection 16.3.1 

• New information on impo Nl)dentified risks — Subsection 16.3.2 

• New information on of: tential risks not categorised as important — Subsection 16.3.3. 

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

missing information — Subsection 16.3.5 • Update on it 
• 
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Product: COVID-19 vaccine (inactivated, 
adjuvanted, adsorbed) 

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

16.3.1 New Information on Important Potential Risks 

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

• Vaccine-associated enhanced disease (VAED) including Vaccine-associated enhan 
respiratory disease (VAERD) 

16.3.1.1 Vaccine-associated enhanced disease (VAED) including Vaccine- ted 
enhanced respiratory disease (VAE' ) 

Background 

VAED including VAE 
(inactivated, adjuvanted, adsorbed) EU P v1.0 dated 21-Jun-2k. 

\llwas identified as an important potential ri e COVID-19 vaccine 

As per EU ', this safety concern is currently theore . Tn relation to administration of 
COVID-19 vaccine (inactivated, adjuvanted, adsorbed AED/VAE' II were to occur in 
vaccinated individuals, it might manifest as a modified(EYbr more severe clinical presentation of 
S S-CoV-2 viral infection upon subsequent naturalVection. 

Method of Evaluation 
l k .c \k)

The global vaccine safety database was wied for the interval and cumulative ICSRs using the 
pre-specified search strategy for 

koj 

VAEDjhcluding VAE' (refer to Appendix 9).

Conclusion 

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

16.3.2 New InfoOion on Important Identified Risks 

During the 
with the 
21-J 

ng interval and cumulatively, there were no important identified risks associated 
D-19 vaccine (inactivated, adjuvanted, adsorbed) as per EU ' v1.0 dated 

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

During the reporting interval and cumulatively, there were no other potential risks not categorised 
as important associated with the COVID-19 vaccine (inactivated, adjuvanted, adsorbed). 
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Period: 28-Feb-2022 to 27-Aug-2022 

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

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

16.3.5 Update on Missing Information 

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

information: 

• Use 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 comarbidi les, e.g. diabetes, 

chronic neurological disease, cardiovascular disorders, c nic obstructive pulmonary 
disease (COPD). 

• Long-term safety data. 
• Interaction with other vaccines. 

os\

Further evaluation regarding updates on missing infN9on is discussed in the following 
sections. 

,f‘e

16.3.5.1 Use in Pregnancy and Whilqesifeeding 

§) 

feeding was identified as missing information in the 
juvanted, adsorbed) EU P v1.0 dated 21-Jun-2022. 

Background 

The use in pregnancy and whil 
COVID-19 vaccine (inactiv 

As per the SmPC, the 

Pregnancy 

There is no,
\c` 

information regarding Pregnancy and Breastfeeding is mentioned: 

ence with use of COVID-19 vaccine (inactivated, adjuvanted, adsorbed) in 
pregnant wometi. Animal studies do not indicate direct or indirect harmful effects with respect to 
pregnane embryo/foetal development, parturition or post-natal development. 

A tration of COVID-19 vaccine (inactivated, adjuvanted, adsorbed) in pregnancy should 
only be considered when the potential benefits outweigh any potential risks for the mother and 
foetus. 

Breast-feeding 

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

CONFIDENTIAL 
Page 38 of 107 

Med
icin

al 
pro

du
ct 

no
 lo

ng
er 

au
tho

ris
ed



PSUR Walneval 
Product: COVID-19 vaccine (inactivated, 
adjuvanted, adsorbed) 
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Method of Evaluation 

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

Conclusion 

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

er 

Background 

16.3.5.2 Use in Immunocompromised Patients e 

tki 

The use in immunocompromised patients was identified as missing inMiation in the COVID-19 
vaccine (inactivated, adjuvanted, adsorbed) EU ' v1.0 date -Jun-2022. 

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

41) 

Method of Evaluation st

The global vaccine safety database qried for the interval and cumulative ICSRs using the 

4s4prespecified search strategy for us *mmunocompromised patients (refer to Appendix 9). 

Conclusion < 3

During the reporting 1 al d cumulatively, there were no ICSRs received. Hence, further 
assessment of this oncern could not be evaluated. 

16.3.5.3 *patients with autoimmune or inflammatory disorders 

Backgr .. I 
V 

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

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

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

Method of Evaluation 

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

Conclusion 

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

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

Background 

The use in frail patients with comorbidities (e.g., COPD s, chronic neurological disease, 
cardiovascular disorders) was identified as miss rmation in the COVID-19 vaccine 
(inactivated, adjuvanted, adsorbed) EU RMP v1.0 da 1-Jun-2022. 

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

Method of Evaluation O„O 
The global vaccine saWi database was queried for the interval and cumulative ICSRs using the 
prespecified sea strategy for use in frail patients with unstable health conditions and 
comorbiditieos OPD, diabetes, chronic neurological disease, cardiovascular disorders) (refer 
to A ppendi VV 

Con 

the reporting interval and cumulatively, there were no ICSRs received. Hence, further 
assessment of this safety concern could not be evaluated. 
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Product: COVID-19 vaccine (inactivated, 
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Period: 28-Feb-2022 to 27-Aug-2022 

16.3.5.5 Long-Term Safety 

Background 

The long-term safety was identified as missing information in the COVID-19 vaccine (inactivated, 

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

adjuvanted, adsorbed) EU P v1.0 dated 21-Jun-2022. 

Method of Evaluation 

Long-term safety is evaluated by routine monitoring of post-a 
Appendix 9). 

Conclusion 0 

Cr
ation safety studies (refer to 

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

16.3.5.6 Interaction with Other Vaccines 

Background 

/16\1)
The interaction with other  c s was identified as missing information in the COVID-19 
vaccine (inactivated, adjuvi adsorbed) EU RMP v1.0 dated 21-Jun-2022. 

As per EU P, f t it==-19 vaccine (inactivated, adjuvanted, adsorbed) will be used in 
individuals whg_ek. ay receive other vaccines. Studies to determine the effect of co-
administration of CIDWD-19 Vaccine (inactivated, adjuvanted) Valneva with other vaccines on 
efficacy anc safety of either vaccine have not been performed. 

Metho valuation 

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

All the reports retrieved based on the search strategy were further filtered manually for vaccines 
from the non-company co-suspect field and concomitant drugs field for further review and 
assessment. 
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Product: COVID-19 vaccine (inactivated, 
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Period: 28-Feb-2022 to 27-Aug-2022 

Conclusion 

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

16.4 Characterisation of Risks 

Risk characterisation for important potential risks and missing information are di.sc ssWAn EU 
P Part II, module SVII, based on latest version of EU P,v1.0 approved on un-2022. 

16.5 Effectiveness of Risk Minimisation (if applicable) 

ID
During the reporting interval, there were no additional risk minimisak asures in place for 
COVID-19 vaccine (inactivated, adjuvanted, adsorbed). The effectiveness of routine risk 
minimisation measures will be monitored through the routine ph attvigilance activities. Any 
signals detected during the reporting interval will be evalu yr nd described in the PSUR 
(Section 15.1) including if a product label update is warrante 

17 BENEFIT EVALUATION 
6 \

17.1 Important Baseline Efficacy/Effectivenecyformation 

The efficacy of VLA2001 study is assess inr  currently ongoing Phase 3 trial VLA2001-301 
using an immune-bridging approach. O r

Study VLA2001-301 is a multicebbr domised, observer-blind, active-controlled, stratified 
superiority study to compare the immunogenicity of VLA2001 to the already registered vaccine 
AZD1222 in terms of GMT of SARS-CoV-2-specific neutralising antibodies. 

Furthermore, comparative immunogenicity results from trial VLA2001-301 are supported by 
immunogenicity results from study VLA2001-201, especially from the high dose group (33 
AU/dose). 

.V /
This sectio • tu cacy gives a short summary of results relevant for efficacy evaluation of 
VLA2001 dy VLA2001-301. This includes immunogenicity results from the trial 
VLA20 1 and discusses the relevance of those results for the evaluation of the efficacy of 
V urthermore, as an exploratory analysis, occurrence of COVID-19 cases was analysed, 
to e ate the protective effect of vaccination. 

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

Please note, that due to the fact that study VLA2001-301 is still ongoing, this section contains 
results with different data cut off points. 
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Product: COVID-19 vaccine (inactivated, 
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Period: 28-Feb-2022 to 27-Aug-2022 

Immunogenicitv results 

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

Two weeks after the second vaccination in adults aged 30 years and abo." LA2001 
demonstrated superiority against the already licensed COVID-19 vaccine AZD1214rin terms of 
GMT for fifty percent neutralising dilution (ND50) (GMT ratio=1.39, p<0.4001). The GMT of the 
VLA2001 group was 803.5 (95% CI: 748.5, 862.6) and in AZD1222 grou 76.6 (95% CI: 543.6, 
611.7) (immunogenicity population). Results in the per-protocol populao Were similar. 

Furthermore, VLA2001 demonstrated non-inferiority in terms of re version rates at Day 43. 
In the per-protocol population, 97.4% (95% CI: 0.954, 0.986 articipants in the VLA2001 
group were seroconverted and 98.9% (95% CI: 0.974, 0.996 e AZD1222 group confirming 
non-inferiority of seroconversion rates between the 2 treatmen groups with a lower bound of the 
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 AZiii1222 group (p<0.0001) (immunogenicity population). 
Results in the per-protocol population wcrilar. 

Similar to the neutralising antibodi 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) than in the 
AZD1222 group (GMT 2,126A At Day 43, 98.0% of participants in the VLA2001 group were 
seroconverted and 98.8% AZD1222 group. 

VLA2001 induced broan-cell responses with antigen-specific interferon-gamma producing 
T-cells against the S-protein in 74.3%, against N in 45.9% and against M in 20.3%. Of note, no 
T-cell response was induced by the licensed comparator AZD1222 against N- and M-protein which 
could be exdcp:ed due to the type of active substance in AZD1222. 

Occ of COVID-19 cases 

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

COVID-19 cases occurred at a similar frequency and time after vaccination in the VLA2001 and 
AZD1222 group in the randomised participants 30 years and above (Table 13). The occurrence of 
COVID-19 cases in the VLA2001 group of participants aged 18-29 years was numerically higher. 
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Period: 28-Feb-2022 to 27-Aug-2022 

All COVID-19 cases up to the data cut 14 October 2021 (entire study) were assessed as mild or 
moderate by the investigator and none of the COVID-19 cases were severe.1°

Table 13: Positive reported CO 11-19 cases after vaccination by treatment and age group and time 
of occurrence (safety population) (study VLA2001-301) 

/ 
Statistics of COVID-19 
cases (mom" ,  

V1,A2001 
reatment and age group VLA2001 

Aze 18 to <30 

A '94. Years
4 (N---16)40) 

ki (%) 

1 
0. FS, 
0 Age 30 and above" 
- -1977) (N 

n (%) 

AZD1222 
Age 30 and above 

(N-995) 
n (%) 

Overall 
— (N—
n ( 4%) 012)

Participants tested 
COVID-19 positive after 
1st dose of vaccination

2 (0.2) 7 (0.4) 2 (0.24\c4) 11 (0.3) 

Days From 1st vaccination to COVID-19 positive test 
N 2 7 \‘\. 1 11
Mean (SD) 22.5 (6.36) 15.3 (11.58) f0.0 ( .83) 17.5 (9.04) 
Median 22.5 16.0 c 20.00 18.0 
Min, Max 18.0, 27.0 1.0, 28.0 

e 0  

18.0, 22.0 1.0, 28.0 
Participants tested 
COVID-19 positive after 
2nd dose of vaccination 

87 (8.4) 
Ollibl 

139 (7.0\ D 60 (6.0) 286 (7.1)

Days from 2nd vaccination O 

ir\O 

to COVID-19 positive test 
• All participants 

positive 
N 87 139 60 286 
Mean (SD) 57.9 (30.1

o‘ 
63.0 (34.09) 70.1 (31.89) 63.0 (32.66) 

Median 65 63.0 76.5 66.0 
Min, Max 3, 

1
7, 126 15, 124 3, 130 

Days from 2nd vaccination 

0 
c2 (7.9) 131 (6.6) 60 (6.0) 273 (6.8) 

to COVID-19 positive test
• Participants positive 

14 or more days aft 
2nd dose

N titi" 82 131 60 273 

Mean (SD) • 4 1\ 61.0 (28.35) 66.2 (32.47) 70.1 (31.89) 65.5 (31.22) 
Median • 

Csii 
66.0 69.0 76.5 67.0 

Min, Max ‘ 15, 130 14, 126 15, 124 14, 130 
safety popul 
SD: s 
Sour 

eceived at least one dose of vaccine. 
iation, Max: maximum, Min: minimum 

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

Over. 1, VLA2001 demonstrated statistical superiority in inducing neutralising antibodies and 
non-inferiority for seroconversion rates of neutralising antibodies compared to the already licensed 
comparator AZD1222. 

A relationship between high immunogenicity and efficacy in preventing COVID-19 infection is 
known from the literature. Although antiviral T and B cell memory also contribute to the 
protection, strong evidence of a protective role for neutralising serum antibodies 
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11,12,13,14,15,16 exists. Therefore, the immunogenic response by both vaccines may provide 
protection against COVID-19 to a similar degree. This assumption is based on factors which 
include 1.) the high immunogenicity of both vaccines, the already licensed COVID-19 vaccine 
AZD1222 and VLA2001, 2.) the low and similar frequency of COVID-19 cases in both treatment 
groups and 3.) the mild to moderate severity of all COVID-19 cases and the complete abs b ce of 
severe COVID-19 cases during the trial until now. Suggesting that both vaccines prevent , ere 
COVID-19 and hospitalisation. 

• 
In conclusion, VLA2001 shows a similar efficacy from the data available to date as D1222, 
for which efficacy is already established. Additionally, VLA2001 being an inactivate whole-virus 
vaccine had advantage of eliciting immune response not only against the spike protein but also 
against other S S-CoV-2 surface antigens compared to AZD1222 at 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 tha g?have an impact on the efficacy 
and effectiveness of COVID-19 vaccine (inactivated, adjisan e , adsorbed) was identified. 

17.3 Characterisation of Benefits \(' 
During the reporting interval, no new informatipon efficacy and effectiveness of COVID-19 
vaccine (inactivated, adjuvanted, adsorb* b&ame available, the characterisation of baseline 
benefits is presented in Section 17.1. Cp. 

Evidence from interim analysis QM Ts VLA2001-201 and VLA2001-301 suggested that 
VLA2001 has very good immunogenicity and efficacy as described above in Section 17.1. 
Another benefit available from the study VLA2001-301, was the safety profile of VLA2001 which 
was found to be more fa'ourable than the safety profile of the already licensed comparator 
COVID-19 vaccine 22N 

18 INTEL.' TED NEFIT-RISK ALYSIS FOR AUTHORIZED I I ICATIONS 

18.1 Benefit-Risk Context-Medical Need and Important Alternatives 

The • 60 COVID-19 was first detected in late 2019 and shortly afterwards, in March 2020, it 
ed a global pandemic. This has caused high morbidity and mortality globally. Given the 

glob impact of the pandemic there was an urgent need for safe and effective COVID-19 vaccines 
and therapeutic treatment. As per World Health Organisation, more than 609 million confirmed 
cases of COVID-19 and 6 million deaths have been reported globally since January 2020.17

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

Despite unprecedented efforts to control the outbreak, the pandemic has been ongoi dial 
observational studies following vaccine rollout suggested that vaccines may lead t ction 
against COVID-19 infection and also reduce transmission. Numerous SARS- vaccine 
candidates have been authorised for emergency use globally. These vaccine candidates include 
inactivated whole virus vaccine compositions, protein subunits, viral vector A vaccines etc. 

Of all the vaccine types available, the COVID-19 vaccine (inactivated, a wanted, adsorbed) is 
the only alternative with inactivated whole virus compositions. As t ccine is made of whole 
virus particles, it presents a wide range of native viral antigens. He e, it is expected that the 
immune response elicited by COVID-19 vaccine (inactivated, vanted, adsorbed) will not be 
limited to the S protein but also be directed against other S V-2 antigen. 10,18,19,20,21 

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

18.2 Benefit-Risk Analysis Evaluatiot& 

The benefit of the COVID-19 Vacci114ctivated, adjuvanted, adsorbed) Valneva have been seen 
in VLA2001-201 and VLA200 L-301 clinical studies, which are summarised in section 17.1. 

The risk associated with inidtvated virus vaccines are considered low and several inactivated 
whole virus vaccines, have been shown to have an excellent safety profile in the past.22,23,24 The 

technological platform for developing inactivated vaccines has the advantage of rapidly scaling up 
production in pan situation using well-established infrastructure and methods. 

The benefit ofile of COV1D-19 vaccine (inactivated, adjuvanted, adsorbed) which has been 
establishe s the clinical development program remains unchanged and positive from the date 
of first eting authorisation. No new information has become available with regards to AESIs, 
serious s, fatal cases, new/ongoing/closed signals or safety concerns, both from cumulative and 
interval data. 

19 CONCLUSION 

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