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PhV Plan of the EU Regulatory Network for COVID-19 Vaccines

A range of measures have been put in place:

v

v

Enhancing monitoring activities based on H1N1 experience

Using new tools and methods developed to support rapid detection and

evaluation - including creation of focussed group for vaccine’s monitoring
Reducing timeframe for COVID-19 related signals

Additional transparency measures (e.g. COVID19 monthly updates, ARs
etc.)

Establishing an unprecedented and intense international collaboration with
MHRA, FDA, WHO, NITAGs and ICMRA- PhV network to share

knowledge, experience and communications
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What's different for vaccine’s monitoring @
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Reduced time-frame for procedures Risk Communication

« Summary of Monthly Safety Reports (SMSR): + EMA Press Conference
* Ad-hoc
* Routine

. cumulative EEA reports stratified by age, special
groups, pregnancy country, etc. « Covid-19 safety updates: 16 since January

»Monthly aligned with SMSR and ad-hoc when needed
»Timely transparency

. Ongoing and closed signals in the interval

o RMP Safety concerns including O/E analyses , fatal >Meaninng/ communication to the pUb/iC, journa/ists and
reports etc, specialist stakeholders
*  Risk/benefit considerations 0 - . e ol

. Etc. COVID-19 vaccine
safety update
COMIRNATY

+ Rapid sighal outcomes and implementation (e.g.
urgent confirmation of signals, fast update of PI etc.)

+ Extraordinary PRAC/CHMP meeting
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COVID19 vaccine’s — 25/05/2021
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Up to date overview of COVID-19 vaccines data by brand name

ol

Reactions - 10 most reported PTs overall (left), in serious cases (centre), and in fatal cases S|gn|f|ca nt increase Q]_ 2021:

reporting of ADRs from the EEA non-EEA;

number of ADR reports recoded in EV by EMA increased
almost 12 fold

- reporting from patients increased by 146% compared to

ww EEA

Serious 158,457 Healthcare Professional 151,526

Non serious 179,596 Non HCP 186,527

#CASES

Health...
Serious, Profe..
MNon 47% 45%
serious, Non
53% HCP,...

Headache

Nausea Arthralgia Dizziness Ql 2020
N - number of PhV queries received via Ask EMA
wesE ey P increased almost 2 fold

- number of *hits’ on adrreports.eu increased to 2.8 million
in Q1 2021 (2.5 million for the whole 2020)
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Vaxzevria-Signal of rare cases of thrombosis with thrombocytopenia ('ITS)

Cases picked up initially in unusual location (e.g. CVST,
Splanchnic Thrombosis)

Coagulation abnormalities in COVD19 are described as a
consequence of cell and tissue damage

Cases in EV appear similar to HIT-like syndrome: Platelet factor 4
is released to bind Heparin resulting in immunocomplex that
aggregate platelets which induce thrombosis

New clinical entity was identified Thrombosis Thrombocytopenia
Syndrome (TTS)= platelets count decreased + thromboembolism

Frequency: about 1/100.000 vaccinees
Same risk was confirmed also for Janssen

R/B + however continuous monitoring of the new cases +
frequency

Classified as public by the European Medicines Agency
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EU regulatory network/PRAC: robust and agile system in place -2

Exceptional EMA and Network Effort to rapidly detect, minimise,
conclude and communicate on serious risks such as TTS
PRAC April plenary @ 2

meeting and the

second PRAC 5 inati
it 1 recommendation on Issemination
of the second

PRAC validated extraordinary
the signal meeting and the Thromboembolic DHPCin the
first PRAC Dissemination events with EU/EEA
recommendation of the first thrombocytopenia
(DLP 17 March 22 March DHPC in the 29 March

2021) 2021 EU/EEA 2021

Thromboembolic events with
thrombocytopenia

should be listed as very rare side
effects of Vaxzevria The reported ——

- - - cases were almost all in women under
60.
18 March 24 March 6 -9 April 7 April 13 April
11/12 arc 2021 5
5021 Ad hoc Expert meeting 2021 2021 2021
MarCh To discuss hypothe5|s, https://www.ema.europa.eu/en/ne
pathophysiological . .

2021 httos: - d ibl ws/astrazenecas-covid-19-vaccine-

ttps.//www.gma.europg.eu/ mdec laplsms,l(afnctp055| e ema-finds-possible-link-very-rare-

en/news/covnd-19-Yacar1e- Update }Jn erlying risk fa ors! gaps cases-unusual-blood-clots-low-

astrazeneca-benefits-still- in knowledge and additional blood

outweigh-risks-despite- EV search studies
possible-link-rare-blood-clots DL
22/3/21

5
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Council Regulation No 726/2004: EMA responsible for the scientific
evaluation of applications for European Marketing Authorisation for

medical products

On 9 April 2021, EC _triggered a
procedure under Article 5(3) of
Regulation (EC) No 726/2004

i ment
March 2021, signal assess requested the Agency to

was initiated at EMA's

Pharmacovigilance Risk perform a further analysis and
Assessment Committee (PRAC) stratification of data to
for embolic and thrombotic contextualise the benefits and
events with Vaxzevria risks of the vaccine

o O O

7 April 2021, PRAC concluded a
causal relationship between
Vaxzevria and TTS (thrombosis in
combination with
thrombocytopenia). Most of these
Cases occurred in people under 55
years of age
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Benefits of having AZ vaccine versus potential risks associated
with AZ vaccine by relevant risk factors: contextualisation
exercise (EU/EEA)

=) 030
([ ] ® [ ) vaccine '-‘ Vaxzevria
'.‘ (pre- n coverage 1st
licencing dose
trial) Effectiveness (o)
of AZ YT
vaccine
19 COVID-19 post-
incidence prevented authorisation
e studies
* Hospitalisation Excess TTS
* ICU admission N < Cfggsolagr
b 3 I 14
izl stratified by

el relevant age
stratified by |_r_ ﬂ—| ag
relevant age COVID- ; categories

categories 19 ICU

Background

fatality admission vaccinated frch?\Eese-lr:LSral
rete rate with AZ 15t gen
dose popula |on*
(observed) (expected)

' "\ hospitalis " ‘.
5"’ ation rate 2
* Background TTS cases close to 0
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Low infection rate*

Visual benefit risk contextualisation

Medium infection rate*

Age

20-29

30-39

40-49

50-39

60-69

70-79

per 100,000 people, after 1% dose

Cases of COVID-19
hospitalisations prevented

4

Cases of blood clots
with low platelets

1.9
1.8
2.1
11

1

0.5

0.4

* "Low" exposure: using virus circulation for September 2020 {incidence: 55/100,000 population)

Low infection rate*

Age
20-29
per 100,000 people, after 1* dose 30-39
Cases of COVID-19 Cases of bloed clots 40-49
hospitalisations prevented with low platelets
50-59
EEEE NN EEEEEEEEEEEEEEENEREEEEEEE 37 1.9 1]
60-69
54 1.8 Ll
70-79
81 2.1 oLl
80+
114 1.1 Ll
183 it =
278 0.5 .
332 04 1 Age
20-29
30-39
* "Medium"” exposure: using virus circulation fer March 2021 (incidence 401/100,000 population)
40-49
50-59

Benefits depending on age, infection
rate and parameter of interest
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per 100,000 people,

Cases of COVID-19
ICU admissions prevented

0

after

1" dose

Cases of blood clots
with low platelets

1.9

1.8

0.5

0.4

tion for September 2020 (incidence: 55/100,000 population)



CONSIGN - covid-19 infectiON and medicineS In preGNancy

Aim: To guide evidence based decision-making about COVID-19 vaccine indications, vaccination policies, and

EUROPEAN MEDICINES AGENCY

treatment options for pregnant women

Objectives:

v Assess use of medicines for COVID-19 treatment in pregnant women and compare with non-COVID-19/non-
pregnant women of same age

v Describe severity and clinical outcomes of COVID-19 disease in pregnant women and compare to non-
pregnant women of reproductive age with COVID-19

v'  To assess and compare pregnancy and neonatal outcomes in different treatment groups of pregnant
women for COVID-19

v To establish collaborations with other global initiatives (ICMRA) and have sustainability

e CONSIGN-INTERNATIONAL: Document outlining practical steps for international collaboration on meta-analyses

e More details: ENCePP news item dated 29/04/2021: LINK

Work Package 1 : Secondary use of real world data collected in health care DBs

Work Packages 2 (COVI-PREG) and 3 (INOSS): Primary data collection

CDC study: Current status: Enrolment of 35 691 pregnant women in v-safe surveillance system and nearly

4000 in pregnancy registry — so far reassuring preliminary results on mRNA Covid-19 Vaccine Safety
9
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http://www.encepp.eu/encepp/viewResource.htm?id=40318
http://www.encepp.eu/
http://www.encepp.eu/encepp/viewResource.htm?id=40543
http://www.encepp.eu/encepp/viewResource.htm?id=40490
https://www.nejm.org/doi/full/10.1056/NEJMoa2104983

Key Messages

« COVID-19 pandemic presents a major public health challenge -
we are all committed to a common goal

« Unprecedented collaboration and unprecedented interest and
scrutiny

« Regulators had risen to the challenge and demonstrated to have
systems in place to rapidly detect any safety issues and minimise
serious risks to patients

« Timely exchange of information, transparency and communication
are critical

« An unique opportunity and a privilege to contribute to
public health

Classified as public by the European Medicines Agency
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Thank you for your attention

Further information

Georgy.genov@ema.europa.eu

Official address Domenico Scarlattilaan 6 « 1083 HS Amsterdam « The Netherlands

Telephone +31 (0)88 781 6000
Send us a question Go to www.ema.europa.eu/contact

Follow us on % @EMA_News
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