EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH
.\(o

S
COVID-19 vaccin%‘?
safety update

o

VAXZEVRIA <Q

AstraZeneca AB QQ
O

The safety of Vaxzevria is continuo@monitored and safety updates are
regularly provided to the public. ffhis document outlines the outcomes
from the assessment of emergirﬁrldwide safety data carried out by
EMA’s Pharmacovigilance Ri8K Assessment Committee (PRAC) (see section

1). It also contains high-léveljinformation from the reporting of suspected
adverse reactions, whi@ C takes into account in its assessments (see

11 November 2021

section 2). Q
This safety upda@ ws the update of 6 October 2021.

Main thomes from PRAC's latest
saf assessment

rovascular venous and sinus thrombosis
ST; blood clots in the brain) without
’\ rombocytopenia (low blood platelet levels)
b has been observed very rarely following

@) vaccination with Vaxzevria.
% CVST will be added to the product information
as a side effect of Vaxzevria.

The safety updates are published regularly at COVID-19 vaccines:
authorised. All published safety updates for Vaxzevria are available at
Vaxzevria: safety updates.
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https://www.ema.europa.eu/en/committees/pharmacovigilance-risk-assessment-committee-prac
https://www.ema.europa.eu/en/human-regulatory/overview/public-health-threats/coronavirus-disease-covid-19/treatments-vaccines/vaccines-covid-19/safety-covid-19-vaccines
https://www.ema.europa.eu/en/human-regulatory/overview/public-health-threats/coronavirus-disease-covid-19/treatments-vaccines/vaccines-covid-19/safety-covid-19-vaccines
https://www.ema.europa.eu/en/medicines/human/EPAR/vaxzevria-previously-covid-19-vaccine-astrazeneca#safety-updates-section
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1.

Since its marketing authorisation in the European Union (EU) on 29
January 2021 until 29 October 2021, almost 68.8 million doses of
Vaxzevria have been administered in the EU/EEA!.

il

Almost 68.8 million

*

(\

doses administered in EEA @b

N
Updates on safety assessmen%%r
Vaxzevria /O

During its meetings held 25 to 28 October 2021 and ﬂNovember 2021,
PRAC assessed new safety data for Vaxzevria (see@ n 2 ‘How safety is

monitored’). Q

Cerebrovascular venous a nus thrombosis
(CVST)

PRAC finalised its assessment of ca@’eporting CVST (blood clots in the
brain) without thrombocytopeni@w blood platelets) after vaccination
with Vaxzevria. Thrombosis (formadtion of blood clots in blood vessels)
with thrombocytopenia sy (TTS) is already a known very rare side
effect of Vaxzevria?.

CVST is a rare type Qe which occurs when a blood clot forms in the
brain’s venous sinu reventing blood from draining out of the brain. As
a result, blood v s may break and leak blood into the brain tissues,
forming a hae%r age.

PRAC asses%ll available data and recommended updating the product
informﬁ!b(to ihclude CVST as a side effect of Vaxzevria.

Cum@ly, up to 30 September 2021, 458 cases of CVST without
.th cytopenia have been reported globally following vaccination with

& vria (293 medically confirmed) and 33 of these cases occurred after
* S

<

econd dose. The assigned frequency category will be ‘unknown
requency’, because it is generally difficult to robustly estimate side effect
frequencies from cases of suspected side effects that have been reported
spontaneously by healthcare professionals or patients. Spontaneously
reported cases concern suspected side effects, i.e. medical events that

1 The European Centre for Disease Prevention and Control (ECDC) collects these
exposure data from EU Member States as well as from the additional countries of the
European Economic Area (EEA) Norway, Iceland and Liechtenstein.

2 See Vaxzevria, COVID-19 Vaccine (ChAdOx1-S [recombinant]) (europa.eu)
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https://qap.ecdc.europa.eu/public/extensions/COVID-19/vaccine-tracker.html#uptake-tab
https://www.ema.europa.eu/en/documents/product-information/vaxzevria-previously-covid-19-vaccine-astrazeneca-epar-product-information_en.pdf
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have been observed after vaccination, but which are not necessarily
related to or caused by the vaccine.

In addition, the following warning statements for healthcare professionals
and vaccinated individuals are recommended for inclusion in the product
information:

Healthcare professionals should be aware that: ®:

e Events of cerebrovascular venous and sinus thrombosis (CVST)
without thrombocytopenia have been observed very rarely foIIowing’
vaccination with Vaxzevria. Some cases had a fatal outcome;

e The majority of these cases occurred within the first four weeks @
vaccination;

e This information should be considered for individuals at inegéa risk
for CVST;

e These events may require different treatment approa
thrombosis with thrombocytopenia syndrome (TTS)
professionals should consult applicable guidances{

5/(%

an
althcare

o

Vaccinated individuals should be aware that: @

e blood clots in the brain, not associated with vels of platelets,
have been observed very rarely foIIowin@ci tion with Vaxzevria;

e The majority of these cases occurred in the first four weeks of

vaccination. Some cases had a fatN me.

O

Multisystem inflamm%ry syndrome (MIS)

PRAC has concluded that @ Is currently insufficient evidence of a
possible link between \@e ria and very rare cases of multisystem
e

inflammatory syndr 19).

MIS is a rare serj lammatory condition affecting many parts of the
body, and sy Qcan include tiredness, persistent severe fever,
diarrhoea, v ’T{\g, stomach pain, headache, chest pain and difficulty
breathing. Qas previously been reported following COVID-19 disease.

tee’s assessment is based on available spontaneously reported

The ¢
adviments and currently does not warrant an update of the product

dn tion. Only a small number of case reports were identified as
%etmg the case definition of MIS. However, these cases lacked sufficient

’\' rmation, preventing an adequate assessment of causality.

QZ. How safety is monitored

As for all COVID-19 vaccines, relevant new information emerging on
Vaxzevria is collected and promptly reviewed. This is in line with the
pharmacovigilance plan for COVID-19 vaccines of the EU regulatory
network (comprising the regulatory bodies of the EU Member States, EMA
and the European Commission).
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https://www.ema.europa.eu/en/glossary/prac
https://www.ema.europa.eu/en/glossary/product-information
https://www.ema.europa.eu/en/glossary/product-information
https://www.ema.europa.eu/en/human-regulatory/overview/public-health-threats/coronavirus-disease-covid-19/treatments-vaccines/treatments-vaccines-covid-19-post-authorisation#covid-19-vaccines:-pharmacovigilance-plan-section
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Summary safety reports

The pharmacovigilance plan for COVID-19 vaccines includes Monthly
Summary Safety Reports (MSSRs) which are compiled by the marketing
authorisation holders to support timely and continuous benefit-risk
evaluations for COVID-19 vaccines used during the pandemic. MSSRs are
intended to be compiled for at least the first six months of marketing

VAXZEVRIA

O

(afterwards, pandemic summary safety reports may cover time periods, %

longer than a month). These reports complement the submission {
of Periodic Safety Update Reports (PSURS). O

Case reports of suspected side effects K\,Q

Collecting reports of medical events and problems that o@owing the
use of a medicine, and therefore might be side effects, is of the pillars
of the EU safety monitoring system. Healthcare profassionals and
vaccinated individuals are encouraged to report to@r national
competent authorities all suspected side effect IViduals may have
experienced after receiving a vaccine even if4 mlear whether the
vaccine was the cause. For more informatio@uow to report, including
the importance of detailing the vaccing p t name and the batch, see
Reporting suspected side effects. \

These spontaneous reports are coll in EudraVigilance, the EU
database used for monitoring aQ@alysing suspected side effects.
Publicly available information can™®e accessed via EudraVigilance -
European database of susp d drug reaction reports in all EU/EEA
languages. Search for "COVID-19 VACCINE ASTRAZENECA

(CHADOX1 NCOV-1 )",@ee all suspected side effect cases reported for
Vaxzevria.

As of 28 October@l, a total of 214,528 cases of suspected side effects
with Vaxzevriage spontaneously reported to EudraVigilance from
EU/EEA co * 1,259 of these reported a fatal outcome34. By the same
date, moiQS million doses of Vaxzevria had been given to people in
the EU 5,

Th ports describe suspected side effects in individuals, i.e.
@I events observed following the use of a vaccine. The fact
5
N\

R someone has had a medical issue or died after vaccination

]

b 3 These figures have been calculated excluding cases reported from Northern Ireland (EU
reporting requirements for suspected adverse reactions to EudraVigilance apply to

@ Northern Ireland in accordance with the Protocol on Ireland/Northern Ireland).
4 Source: EudraVigilance. These figures cannot be extracted directly from the public
database of suspected adverse reactions, which groups information per type of side
effects. As more than one suspected side effect may have been included in a single case
report, the total number of side effects will never match the number of individual cases.
Similarly, this public database does not provide the total number of cases reported with a
fatal outcome.
> The European Centre for Disease Prevention and Control (ECDC) collects these
exposure data from EU Member States as well as from the additional countries of the
European Economic Area (EEA) Norway, Iceland and Liechtenstein.
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https://www.ema.europa.eu/en/human-regulatory/post-authorisation/pharmacovigilance/periodic-safety-update-reports-psurs
https://www.ema.europa.eu/en/human-regulatory/overview/public-health-threats/coronavirus-disease-covid-19/public-health-advice-during-covid-19-pandemic#reporting-suspected-side-effects-section
https://www.adrreports.eu/en/index.html
https://www.adrreports.eu/en/index.html
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does not necessarily mean that this was caused by the vaccine.
This may have been caused, for example, by health problems not
related to the vaccination.

The EU regulatory network continuously monitors EudraVigilance to detect

any new safety issues. EudraVigilance relies on individual healthcare b
professionals and patients to report their own experience. The monitoring

detects unusual or unexpected patterns in the reports received for further @
investigation and risk assessment. EMA’s detailed assessments take inte @
account all available data from all sources to draw a robust conclusionQ\

the safety of the vaccine. These data include clinical trial results, re@

of suspected side effects in EudraVigilance, epidemiological studi

monitoring the safety of the vaccine, toxicological investigati% any

other relevant information. 0

The company that markets Vaxzevria will continue@rovide results from
the main clinical trials, which are ongoing. It W%J conduct additional
studies to monitor the safety and effectiven e vaccine as it is used
in vaccination campaigns and other clinic tice. For the list of planned
and ongoing safety studies for Vaxzev\ the risk management plan.

Planned and ongoing studies {

A paediatric investigation plan (PIP)for Vaxzevria is in place. This
describes how the company will col data on the vaccine’s efficacy and
safety for its potential use in childr

In addition, EMA is coordin&g{observational studies in EU Member
d

States looking at real-wor@ a from clinical practice to monitor the
safety and effectivenessé VID-19 vaccines, including in pregnant

women. b

3. Otheri rmation for Vaxzevria

Vaxzevqi(zrg'ously COVID-19 Vaccine AstraZeneca) is a vaccine that
0

was a ised in the EU on 29 January 2021 for use in people aged 18
ye older to prevent COVID-19 when infected with the coronavirus
S -CoV-2. COVID-19 is a potentially severe disease that may result in

.
.
t\Vaxzevria contains an adenovirus that has been modified to carry

molecules of DNA, which the body uses to temporarily produce the SARS-
CoV-2 spike protein. The spike protein does not cause COVID-19. The
adenovirus cannot reproduce and does not cause viral disease.

Before Vaxzevria was granted an EU marketing authorisation, the efficacy
and safety of the vaccine were assessed through pre-clinical studies and
large clinical trials. More than 12,000 participants had been given the
vaccine in clinical trials.

Like all medicines, this vaccine can cause side effects, although not
everybody will experience them. The most common side effects known for
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https://www.ema.europa.eu/en/documents/rmp-summary/covid-19-vaccine-astrazeneca-epar-risk-management-plan_en.pdf
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Vaxzevria are usually mild or moderate and get better within a few days
after vaccination.

More information on how Vaxzevria works and its use is available in all
EU/EEA languages in the medicine overview. This includes information on
use in pregnant and breastfeeding women and immunocompromised b

individuals.

The full product information with the summary of product characteristic;s %
and the package leaflet is also available in all EU/EEA languages. {\

O
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https://www.ema.europa.eu/en/medicines/human/EPAR/covid-19-vaccine-astrazeneca#overview-section
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