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Application Opinion/ Commission | Product

number Notification Decision Information
1 jssued on Issued? / affected?
amended

on

1I1/0076 Update of section 4.5 of the SmMRC in .‘ r to update 11/07/2024 SmPC and PL SmPC new text
information regarding the istration of The MAH has submitted the final Clinical Study Report
e based on the final (CSR) for the study COV3005. Study COV3005 is a

JCOVDEN with infllfxz v

Y
\/ in the RMP; this is a randomized, safety, reactogenicity, and immunogenicity of co-

report from $tu
categoryé
ﬁ , Phase 3 study to evaluate safety, administration of Ad26.COV2.S and influenza vaccines in

518C0OV3005 listed as a randomized, double-blind, Phase 3 study to evaluate

1 Notifications ar(hssued for type I variations and Article 61(3) notifications (unless part of a group including a type II variation or extension application or a worksharing application). Opinions
are issued for all other procedures.

2 A Commission decision (CD) is issued for procedures that affect the terms of the marketing authorisation (e.g. summary of product characteristics, annex II, labelling, package leaflet). The
CD is issued within two months of the opinion for variations falling under the scope of Article 23.1a(a) of Regulation (EU) No. 712/2012, or within one year for other procedures.

3 SmPC (Summary of Product Characteristics), Annex II, Labelling, PL (Package Leaflet).

Official address Domenico Scarlattilaan 6 e 1083 HS Amsterdam e The Netherlands
Address for visits and deliveries Refer to www.ema.europa.eu/how-to-find-us
Send us a question Go to www.ema.europa.eu/contact Telephone +31 (0)88 781 6000

An agency of the European Union
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reactogenicity, and immunogenicity of co-
administration of Ad26.COV2.S and influenza
vaccines in healthy adults 18 years of age and older.
The Package Leaflet is updated accordingly. Version
8.1 of the RMP has also been submitted.

C.1.4 - Change(s) in the SPC, Labelling or PL due to
new quality, preclinical, clinical or pharmacovigilance
data

healthy adults 18 years of age and older.
The humoral immunogenicity (HI) titres iRduced after co-
administration of Ad26.COV2.S and
influenza vaccine were demon

the HI titres induced aﬁﬁ&i jstration of a standard-
o

d-dose

be non-inferior to

dose influenza vacci out of the 4 influenza strains
composin taRdard-dose vaccine (A/Cambodia
[H3N2], mﬁhuket). The non-inferiority criteria
g for A/Victoria (H1N1).
Th RS-CoV-2 S-binding antibody titres induced 28 days
after the co-administration of Ad26.COV2.S and a
standard-dose influenza vaccine were demonstrated to be
non-inferior to those elicited after administration of
Ad26.COV2.S alone.
Descriptive analyses suggest that concomitant
administration of Ad26.COV2.S and a high-dose influenza
vaccine induced lower HI titres for the A strains when
compared to sequential administration. Similar titres for the
B strains are observed at Day 28 in both groups.
Regarding the SARS-CoV-2 immune responses, a difference
in fold increase from baseline to Day 29 was observed
between groups. However, Day 29-GMTs are not deemed
to be different.
Overall, the safety and reactogenicity profile of the
Ad26.COV2.S vaccine administered concomitantly with the
influenza vaccine is in line with the profile of the
Ad26.COV2.S vaccine observed in previous studies. The
safety and reactogenicity profile of concomitant
administration of the Ad26.COV2.S vaccine and the
standard-dose or high-dose influenza vaccine is considered

acceptable.
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11/0075/G

This was an application for a group of variations.

A grouped application consisting of five Type II
variations, as follows:

C.I.4: Update of section 5.1 of the SmPC in order to
update efficacy information based on results on
updated genomic sequencing data from study
VAC31518C0OV3001 listed as a category 3 study in
the RMP. This is a randomized, double-blind,
placebo-controlled Phase 3 study to assess the
efficacy and safety of Ad26.COV2.S for the
prevention of SARS-CoV-2-mediated COVID-19 in
adults aged 18 years and older. The Package Leaflet
is updated accordingly. In addition, the MAH took the
opportunity to implement editorial changes to section
6.1 of the SmPC and to the Package Leaflet. 6\)
C.I.4: Update of section 5.1 of the SmPC i o

update efficacy information based o Kon

updated genomic sequencing data fro udy

VAC31518C0OV3009 listed aaa gory 3 study in
the RMP. This is a ﬁ a andomized, double-blind,

P&I;@& to evaluate the efficacy,

placebo-c

safety, r iCity, and immunogenicity of 2
6.COV2.S for the prevention of SARS-
oY-2-mediated COVID-19 in adults aged 18 years

and older.

C.I1.13: Submission of the final report from

21/03/2024

SmPC and PL

For more information, please refer to the Summary of

Product Characteristics.

SmPC new text
The MAH has submitted th‘ii results of studies
2

COV3001, COV3009 and €O .
For both stu @' 1 and COV3009, efficacy against

confirme dﬁﬁto severe/critical COVID-19 cases and
s\cok

agai irmed severe/critical COVID-19 cases, with
o%t east 14 days and/or 28 days after single or 2-
dose vaccination by virus variant, for which there are
sufficient cases available for meaningful interpretations are
included in the SmPC. Final efficacy analysis by variant has
been updated in section 5.1 of the SmPC based on
complete genome sequencing data.

Final safety results from the above studies are aligned with
safety data from the primary analysis. No new safety
concern is identified.

Final results of the COV4002 collectively indicate that, in
the US population, as compared to no vaccination and for
the period covered by this study, administration of a single
dose of JCOVDEN results in a lower risk for developing
COVID-19, for being hospitalized for COVID-19, and for all-
cause mortality temporally associated with COVID-19 for at
least 12 months. Vaccine effectiveness increased as the
outcome severity increased, and relatively lower vaccine
effectiveness were estimated in groups at higher risk of
COVID-19.

For more information, please refer to the Summary of

Product Characteristics.
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VAC31518C0V2008 listed as a category 3 study in
the RMP. This is a randomized, double- blind, Phase
2 study to evaluate the immunogenicity,
reactogenicity and safety of Ad26.COV2.S
administered as booster vaccination in adults 18
years of age and older who have previously received
primary vaccination with Ad26.COV2.S or BNT162b2.

C.I.13: Submission of the final report from the open
label phase of study VAC31518C0OV3001 listed as a
category 3 study in the RMP.

C.1.13: Submission of the final report from
VAC31518C0V4002 listed as a category 3 study in
the RMP. This is an observational post-authorization
study to assess the effectiveness of Ad26.COV2.S for
prevention of COVID-19 using real-world data.

new quality, preclinical, clinical or pharmacovigk
data

C.I.4 - Change(s) in the SPC, Labelli ﬁdue to
new quality, preclinical, clinj pharmacovigilance
data .

C.I.13 - Othgr v@ not specifically covered

elsewhere X ex which involve the submission
of studi competent authority

.zther variations not specifically covered
elséwhere in this Annex which involve the submission
of studies to the competent authority
C.1.13 - Other variations not specifically covered

elsewhere in this Annex which involve the submission

C.I.4 - Change(s) in the SPC, Labelling or PL due tcé\)
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of studies to the competent authority

11/0074/G This was an application for a group of variations. 12/10/2023 n/a 2 6
Grouped application comprising two type II (\6

variations (C.I1.13) as follows:

Vaccine): A Transcriptomics Exploratory Study in

- Submission of the final report from study “
TOX15258 - Ad26.COV2.S (Prophylactic COVID-19 0‘
Cambodian Cynomolgus Monkey. 6

236300 - Biophysical studies on interactions between

human platelet 4 and Ad26.COV2.S. \00

C.1.13 - Other variations not specifically covered

elsewhere in this Annex which involve the submission 00

- Submission of the report from study TV-TEC- 6(

of studies to the competent authority

C.1.13 - Other variations not specifically covered C
elsewhere in this Annex which involve the submissi 0

of studies to the competent authority

PSUSA/10916 Periodic Safety Update EU Sinﬁss@g - 28/09/2023 n/a PRAC Recommendation - maintenance

/202302 COVID-19 vaccine (Ad26.C -S\[recofbinant])
(JCOVDEN) .
. Q\
11/0072/G This was a& on for a group of variations. 25/05/2023 29/06/2023 SmPC and PL The overall current safety profile of the JCOVDEN is
6 established based on available data from all sources,
section 4.4 of the SmPC in order to add a including spontaneous reports from the MAH’s global safety
new warning on myocarditis and pericarditis and database, available clinical study data and Real World
update of section 4.8 of the SmPC to add myocarditis Evidence (RWE) analyses.
and pericarditis to the list of adverse drug reactions Myocarditis and pericarditis are adverse events of special
(ADRs) with frequency not known based on post- interest (AESI) which have been reviewed in previous
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marketing data and three observational claims
databases in US. The Package Leaflet is updated
accordingly. A revised RMP version 6.4 has been
approved.

In addition, the MAH took the opportunity to update
the ATC Code as amended by the WHO.

C.I.3.b - Change(s) in the SPC, Labelling or PL
intended to implement the outcome of a procedure
concerning PSUR or PASS or the outcome of the
assessment done under A 45/46 - Change(s) with
new additional data submitted by the MAH

A.6 - Administrative change - Change in ATC
Code/ATC Vet Code

procedures for JCOVDEN, including summary safety reports
PSUR). Following

ormed a

(SSR) and periodic safety update reports

a regulatory authority request, the
detailed analysis of all availablgrsa ata on
myocarditis/pericarditis ¥ February 2023 as
summarised next: (t

Most of th % reports of myocarditis from the
post-ma & ere assessed as Brighton Collaboration

( w and Level 5, indicating cases providing

in cient information to meet the diagnostic certainty
(Level 1, 2, or 3), or there were clear alternative
explanations for the event onset. However, some BC Level
1 to 3 cases were reported in close temporal association to
the vaccine for which causality could not be excluded, and
in particular, several BC Level 2 cases were reported
among males under 40 years of age. Pericarditis followed a
similar pattern.

In the pooled analysis of clinical study data, 0 cases of
“non-infectious myocarditis” and 2 cases of MedDRA High
level terms (HLTSs) of “non-infectious pericarditis” were
reported in the JCOVDEN group within 28 days post-dose
1; no cases were reported in males below 40 years of age.
No events were reported in the placebo group within the
same timeframe.

The MAH has also performed an analysis of the available
safety data for myocarditis and pericarditis using RWE
Rapid Cycle Analysis (RWE RCA) methods. The MAH used a
Self-Controlled Case Series analysis design to estimate the
risk of occurrence of the AESI following the first JCOVDEN
administration relative to unexposed time (control period)
within the same individual, and a Comparative Cohort

design to estimate risk of occurrence of the predefined
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11/0071/G

This was an application for a group o@ations.

Grouped applicatio?‘ Si @of: 1) Submission of

the final sgudy réport%f a clinical TTS

characte &s udy listed as a category 3 study in
e 3 s is a Test Pre- and Post-Vaccination
efum Across All Populations Using Clinical Samples

From Ad26-based Company Vaccine Studies Other

Than Ad26.COV2.S; 2) Submission of the Addendum

to final CSR of the study VAC31518C0OV2001 listed

08/06/2023

n/a

AESI following the administration of the first JCOVDEN dose
compared to the first mMRNA COVID-19 vfcine exposure.

The analyses were performed overa tified by sex
and age. Overall, the results i% d @ high level of

certainty of an increasedﬁ&

males aged 18-39 vy, owing the first JCOVDEN dose

ocarditis-pericarditis for

in the 1-1 @ od (meta-analysis relative risk
estimate %— .4) and the 1-28 days risk period (meta-
aawtive risk estimates = 1.1-3.3).

Ba on the above, it is agreed with the MAH that there is
at least a reasonable possibility for a causal relationship
between occurrence of myocarditis or pericarditis after
vaccination with JCOVDEN. Available data suggest that
these conditions can develop within just a few days after
vaccination, occurred primarily within 14 days and have
been observed more often in males younger than 40 years
of age. The available data does not allow to estimate the
size of the risk with any precision, thus a proposed
frequency of not known is agreed.

The PI and RMP have been updated accordingly. The
benefit risk of JCOVDEN remains unchanged.
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as a category 3 study in the RMP. This is a
randomized, double-blind, placebo-controlled Phase

2a study to evaluate a range of dose levels and 86

vaccination intervals of Ad26.COV2.S in healthy .

adults aged 18 to 55 years, and adults aged 65 years (\

and older. The RMP version 7.1 is submitted and
updated accordingly. In addition, the MAH updated “
the milestones of several studies. ‘

C.1.13 - Other variations not specifically covered

elsewhere in this Annex which involve the submission 6(

of studies to the competent authority

C.I.13 - Other variations not specifically covered \00

elsewhere in this Annex which involve the submission

of studies to the competent authority

PSUSA/10916 Periodic Safety Update EU Single assessment - 14/04{ 0 PRAC Recommendation - maintenance

/202208 COVID-19 vaccine (Ad26.COV2-S [recombinant])
(JCOVDEN) \>
11/0065 Submission of an updated RMP versio 09/02/2023 n/a For more information, please refer to the Summary of
to update the clinical exposur nd ri ns In Product Characteristics.
addition, the study VAC315 3018 removed
from the RMP. This,is tional clinical trial to
evaluate the im Qy and safety of JCOVDEN
in immun ed patients.

Introductlon of, or change(s) to, the
obligations and conditions of a marketing
authorisation, including the RMP - Implementation of
change(s) which require to be further substantiated
by new additional data to be submitted by the MAH
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R/0063

1B/0070/G

11/0067

11/0064

where significant assessment is required

Renewal of the marketing authorisation.

This was an application for a group of variations.

B.II.z - Quality change - Finished product - Other
variation

B.I.b.2.a - Change in test procedure r

starting material/reagent/interw;at inor

changes to an approved te@c
B.I.z - Quali )\c@ ctive substance - Other

variatiol

S

B.II.b.z - Change in manufacture of the Finished

ure

Product - Other variation

15/12/2022

08/12/2022

08/12/2022

09/01/2023

R\
AN )
©,

n/a

05/01/2023

05/01/2023

Annex II

2

Annex II

Annex II

The CHMP, having reviewed the av@;@rmation on

the status of the fulfilment of cific Obligations and

having confirmed the posi \) fit risk balance, is of the
opinion that the qu@sﬁty and efficacy of this
medicinal ct ue to be adequately and

sufficient strated. Furthermore, the CHMP

[ &hat, as all Specific Obligations have either been
fulfil€d or reclassified as Category 3 study in the RMP,
there are no remaining grounds for the marketing
authorisations to remain conditional and therefore
recommends the granting of the MA no longer subject to
Specific Obligations for JCOVDEN.

Please refer to Scientific Discussion
‘JCOVDEN/H/C/005737/R/0063’

Annex II.E has been updated to remove the specific
obligation related to the request for additional active

substance comparability and validation data.

Annex II.E has been updated to remove the specific
obligation related to the request for additional finished

product comparability and validation data.
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11/0053/G

This was an application for a group of variations. 10/11/2022 11/11/2022 SmPC and PL

Update of section 4.2 of the SmpC to introduce an
heterologous booster dose of JCOVDEN following
priming with another adenoviral vector-based
vaccine based on literature evidence from COV-
BOOST study. Update of sections 4.8 and 5.1 of the
SmPC to include safety and immunogenicity data of
JCOVDEN as heterologous booster dose based on
data from studies COV-BOOST study.

Update of sections 4.8 of the SmPC to include safety
and immunogenicity data of JCOVDEN as
homologous and heterologous booster dose based on
data from COV2008 study, a randomised, double-
blind Phase 2 Study

Update of sections 4.8 and 5.1 of the SmPC to (\O
include safety and immunogenicity data of JCOVDEN ‘

as heterologous booster dose based on data from C

DMID 21-0012 study. 0

In addition, updated vaccine efficacy by varia

been updated based on updated genomice ng

data from study COV3009 and ome@

corrections have been impl ¥ in IR section 5.1

of the SmPC.

. O
The Package’Lettj\Qled accordingly.

C.I. (s) in the SPC, Labelling or PL due to
ty, preclinical, clinical or pharmacovigilance
at.
C.I1.4 - Change(s) in the SPC, Labelling or PL due to
new quality, preclinical, clinical or pharmacovigilance
data

SmPC new text

This variation has been submitted to intr@duce an
heterologous booster with Ad26.CO
vaccination with another aQen%j egtor-based vaccine

and to provide updated (N—

were included in va MEA/H/C/005737/11/0033. As a

ata from studies which

conseque @1 72, 4.8 and 5.1 of the SmpC have
been & e PL has been updated accordingly.
Dﬁ%COV-BOOST study were submitted to support
th erologous booster with Ad26.COV2.S following
another adenoviral vector-based primary vaccination. This
study evaluates safety and immunogenicity of different
COVID-19 vaccines given as third dose (booster) after
primary vaccination with adenoviral-vector based or mRNA
COVID-19 vaccines. The data showed that a booster dose
of Ad26.COV2.S induces anamnestic humoral responses in
individuals who completed their primary vaccination
schedule with 2 doses of ChAdOx1 approximately 77 days
before the booster vaccination.

Data from study DMID 21-0012, and independent Phase
1/2 open-label clinical trial study (NCT04889209) that
evaluated immunogenicity and safety of a booster injection
of Ad26.COV2.S or an mRNA vaccine 12 weeks after
primary vaccination with a COVID-19 vaccine were further
complemented with long-term nAb data for the reference
strain D614G, nAb data against the Delta and Beta
variants, as well as CMI data. Ad26.COV2.S induced a
booster response 15 days post boost against the reference
strain as well as the Beta and the Delta variants in
individuals primed with a mRNA vaccine who received the
booster at least 12 weeks after primary vaccination.

Immunogenicity data against the Omicron BA.1 variant
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N/0066

C.1.4 - Change(s) in the SPC, Labelling or PL due to

new quality, preclinical, clinical or pharmacovigilance

data

Minor change in labelling or package leaflet not

08/11/2022

11/11/2022

PL

were available from studies DMID 21-0012 and COV2008.
COV2008 is a Phase 2 study to evaluate fnmunogenicity,
safety and reactogenicity of Ad26

administered as a homologpu Iogous booster
following primary vaccin n mRNA vaccine. In
the Omicron BA.1 variant are

both studies, GMTs '
lower com 614G strain, the Delta and the

Beta vﬁh& ooster dose with Ad26.COV2.S induces a

hva une response in individuals primary

va ated with an mRNA vaccine or with Ad26.COV2.S.
Highest titers are observed in the groups primary
vaccinated with an mRNA vaccine. A heterologous boost
with Ad26.COV2.S results in similar or slightly lower titers
compared to a homologous mRNA boost. Very low titers are
obtained after a homologous Ad26.COV2.S boost. Data
from study DMID 21-0012 also indicates that higher titers
are obtained after a heterologous mRNA boost in
Ad26.COV2.S primed individuals. In contrast to nAb against
the D614G strain, a decrease in nAb against the Omicron
BA.1 variant is observed by Day 91 after a boost with
Ad26.COV2.S in all groups boosted.

Finally, the SmPC has been updated with additional
information on the safety profile of a homologous and
heterologous booster dose. Heterologous boosting after
primary vaccination with an adenoviral-vector based had an
acceptable safety profile. No new safety concern was
identified after both, homologous and heterologous
booster.

For more information, please refer to the Summary of

Product Characteristics.
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IA/0069/G

PSUSA/10916
/202202

11/0047/G

connected with the SPC (Art. 61.3 Notification)

This was an application for a group of variations.

A.5.b - Administrative change - Change in the name
and/or address of a manufacturer/importer of the
finished product, including quality control sites
(excluding manufacturer for batch release)

A.5.b - Administrative change - Change in the name
and/or address of a manufacturer/importer of the
finished product, including quality control sites

(excluding manufacturer for batch release)
Periodic Safety Update EU Single assessment -
COVID-19 vaccine (Ad26.COV2-S [recombinant])

(JCOVDEN)

This was an application for a group of variations.

Submission of the final reports from the non-mb

studies TV-TEC-207316, TV-TEC-2074 § 5,
TV-TEC-215524 and TOX1525 Iisteéa egory 3

in the RMP. These are non-glinical studi@s conducted

to further charactegis %ﬁ

underlying the i@ identified risks of

ial mechanisms

thrombosjs mbocytopenia syndrome (TTS)

topenia, including immune

(vt
ytopenia (ITP).

C.1.13 - Other variations not specifically covered
elsewhere in this Annex which involve the submission

of studies to the competent authority

01/11/2022

n/a

13/10/2022 31/10/@ SmPC and PL

Refer to Scientific conclusions and grounds recommending

the variation to terms of the Marketing Authorisation(s)’ for

PSUSA/10916/202202.
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11/0060

C.I.13 - Other variations not specifically covered
elsewhere in this Annex which involve the submission
of studies to the competent authority

C.I.13 - Other variations not specifically covered
elsewhere in this Annex which involve the submission
of studies to the competent authority

C.1.13 - Other variations not specifically covered
elsewhere in this Annex which involve the submission
of studies to the competent authority

C.1.13 - Other variations not specifically covered
elsewhere in this Annex which involve the submission

of studies to the competent authority

Update of section 4.8 of the SmPC in order to update
the list of adverse drug reactions (ADRs) based on
pooled analyses of clinical safety data from the

following Phase III interventional studies:

from the Phase I/II interventional studies:

VAC31518C0OV3001 and VAC31518C0OV3009; and 0‘ N

VAC31518C0V1001, VAC31518C0OV1002,
VAC31518C0OV1003 and VAC31518COV20(Q
Package Leaflet is updated accerding

C.1.4 - Change(s) i t elling or PL due to
new quality,‘ore N, linical or pharmacovigilance

datae 6\

15/09/2022 31/10/@9PC and PL

SmPC new text

The safety profile of the primary vaccination with
Ad26.COV2.S in adults aged 18 years of age and older
described in the current SmPC is based on the safety
results from the primary analysis from the double-blind
phase of the Phase 3 Study VAC31518C0OV3001 (data cut-
off: 22 January 2021) and on post-marketing data which
became available following the initial authorization of the
vaccine.

With the availability of data from final analyses of the
double-blind phases of Study VAC31518C0OV3001 and the
second large double-blind Phase 3 Study
VAC31518C0V3009, available safety data on vaccination
with Ad26.COV2.S in a randomized, placebo-controlled
clinical setting data increased substantially compared with
the amount of safety data available at the time of the initial
filing.

The Marketing Authorisation Holder (MAH) has performed a
primary pooled analysis of clinical safety data from the
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IB/0062

11/0058/G

11/0057

B.I.e.5.c - Implementation of changes foreseen in é\}/OQ/ZOZZ

approved change management protocol -F(O

biological/immunological medicinal p.

01/09/2022

This was an appIicationfé@X of variations.
.
h {r}n rol of the Finished Product -
@,
ange in manufacture of the Finished

raguct - Other variation

B.II.b.z - Change in manufacture of the Finished

01/09/2022
Product - Other variation

O
x O

n/a

n/a

n/a

double-blind phases of Phase 3 studies
(VAC31518C0V3001 and VAC31518COV3Q09), and from
Phase 1 and Phase 2 clinical studies 18C0OV1001,
VAC31518C0OV1002, VAC3151 &) with
Ad26.COV2.S 5x1010 vt Now€mber 2021) to assess

d the frequency of adverse

the reactogenicity p@
events aft a cination with Ad26.COV2.S in
adults_ag ars and older.

%tified adverse drug reactions (ADRs) in the

ap ed SmPC were retained as ADRs in the proposed
SmPC, but their frequency categories were revised. No new
ADRs following vaccination with Ad26.COV2.S were
identified based on the results of the primary pooled
analysis compared to the current approved safety profile.
The package leaflet is updated accordingly.

The benefit-risk balance of JCOVDEN remains positive.

For more information, please refer to the Summary of

Product Characteristics.
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1B/0061

IB/0059

11/0048/G

B.I.a.4.f - Change to in-process tests or limits 09/08/2022 n/a
applied during the manufacture of the AS - Addition
or replacement of an in-process test as a result of a

safety or quality issue

C.I.11.z - Introduction of, or change(s) to, the 14/07/2022 31/10/2022
obligations and conditions of a marketing

authorisation, including the RMP - Other variation

This was an application for a group of variations. 07/07/2022 n/a 0@

Submission of the final reports from four exploratory \

studies conducted to further characterise the 00

potential mechanisms underlying the important
identified risk of thrombosis with thrombocytopenia C

syndrome (TTS). These studies evaluated the level 0
of anti-PF4 antibodies using clinical samples, both

from Ad26.COV2.S and other non-COVID-(@

based vaccine clinical studies. Interi from
an additional exploratory stud% pri ed and the

submission milestone fo t@ esults has been
updated. The RMP‘ r@ as been updated
according ﬁx@ , the MAH removed the
importa@ ied risk of anaphylaxis from the list
cerns (PSUSA/00010916/202108),
pdated the routine pharmacovigilance activities

S

section and took the opportunity to implement other
administrative updates in the RMP in alignment with
procedure EMEA/H/C/005737/11/033.

Annex II

To extend e
consisq}

t

a;of SOB "In order to confirm the

finished product manufacturing process,

ould provide additional comparability and

valfdétion data." from 31st of October 2022to 30th of

September 2022.
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11/0050

1B/0056

IB/0055/G

C.I1.13 - Other variations not specifically covered
elsewhere in this Annex which involve the submission
of studies to the competent authority

C.I1.13 - Other variations not specifically covered
elsewhere in this Annex which involve the submission
of studies to the competent authority

C.I1.13 - Other variations not specifically covered
elsewhere in this Annex which involve the submission
of studies to the competent authority

C.I1.13 - Other variations not specifically covered
elsewhere in this Annex which involve the submission
of studies to the competent authority

B.II.b.z - Change in manufacture of the Finished 10/06/2022

o
66&

31/05/2022

Product - Other variation
B.II.g.5.c - Implementation of changes foreseen in

an approved change management protocol - For a
biological/immunological medicinal product

This was an application for a g\p o@t ons.
B.I.b.2.e - Change{n ure for AS or
starting matgrl intermediate - Other

changes

31/10/2022

cedure (including replacement

r a r the AS or a starting
|ntermed|ate

B.I.e.5.c - Implementation of changes foreseen in an

approved change management protocol - For a

biological/immunological medicinal product

b

Annex II

This variation resulted in an update of annex II to include a
new specific obligation to confirm the consistency of the

active substance manufacturing process.
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1B/0052/G

1B/0051

IB/0046

IAIN/0049

11/0041/G

This was an application for a group of variations. 24/05/2022 31/10/2022

B.II.d.2.d - Change in test procedure for the finished
product - Other changes to a test procedure
(including replacement or addition)

B.II.g.5.c - Implementation of changes foreseen in
an approved change management protocol - For a

biological/immunological medicinal product

C.I.z - Changes (Safety/Efficacy) of Human and 18/05/2022 25/05/2022
Veterinary Medicinal Products - Other variation

the AS - Minor change in the manufacturing process

of the AS 00

A.2.a - Administrative change - Change in the 17/05/2022
(invented) name of the medicinal product for CAPs 0

This was an application for a group o (OD 31/03/2022 n/a

B.I.b.1.b - Change in the S%\IOH rameters

and/or limits of anA
materlal/lntq*m gent - Tightening of
speC|f|ca

nge to in-process tests or limits

rmg the manufacture of the AS - Deletion

of an in-process test which may have a significant
effect on the overall quality of the AS
B.I.a.4.d - Change to in-process tests or limits
applied during the manufacture of the AS - Widening

Annex II

SmPC, Anne

&

B.I.a.2.a - Changes in the manufacturing process of 05/05/2022 n/ O

SmPC,
Labelling and
PL

This variation resulted in an update of annex II to amend
due date of the specific obligation to con m the

consistency of the finished produc ring process.

ate section 4.8 of the SmPC and section 4 of the PL
to add Cutaneous small vessel vasculitis as adverse

reaction with frequency 'Not known'

To change the (invented) name of the medicinal product
from COVID-19 Vaccine Janssen to JCOVDEN.
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of the approved in-process test limits, which may
have a significant effect on the overall quality of the
AS

B.I.a.4.b - Change to in-process tests or limits . 8
applied during the manufacture of the AS - Addition (\

of a new in-process test and limits

B.I.e.4.a - Changes to an approved change “

management protocol - Major changes &,
11/0040 B.II.g.2 - Introduction of a post approval change 17/03/2022 n/a ( 6

management protocol related to the finished product

/202108 COVID-19 vaccine (Ad26.COV2-S [recombinant])

PSUSA/10916 Periodic Safety Update EU Single assessment - 10/03/2022 n/a 00 ; PRAC Recommendation - maintenance
(JCOVDEN) \

1B/0045/G This was an application for a group of variations. 08/0 @0 n/a
B.II.d.1.b - Change in the specification parametersb\>
(o]

and/or limits of the finished product - Tightenj
specification limits for medicinal produ bj
OCABR

B.II.b.2.a - Change to imp tch release
arrangements and gu (@1 testing of the FP -
Replacement/a \ a site where batch

control/teshi \?:C!place
ange in test procedure for the finished

Bl
Q Minor changes to an approved test
procedure

B.II.d.1.b - Change in the specification parameters
and/or limits of the finished product - Tightening of
specification limits for medicinal products subject to
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OCABR

1B/0044/G This was an application for a group of variations. 01/03/2022 n/a 86
B.II.b.2.a - Change to importer, batch release (\6

arrangements and quality control testing of the FP -

Replacement/addition of a site where batch “
control/testing takes place &,
B.II.b.1.a - Replacement or addition of a 6

manufacturing site for the FP - Secondary packaging

oS

1B/0043/G This was an application for a group of variations. 24/02/2022 02/03/202 05 , Update of the PI to extend the shelf life from 4.5 months to
Labelling and 11 months when stored at 2°C to 8°C.
B.II.d.1.b - Change in the specification parameters PL

and/or limits of the finished product - Tightening of 00

specification limits for medicinal products subject to

OCABR C
B.I.b.1.a - Change in the specification parameter56\>

and/or limits of an AS, starting O
material/intermediate/reagent - Tighte 'nﬁ
u

specification limits for medicinﬁo ject to

OCABR
B.II.f.1.b.5 - Stability @ension of the shelf

life of the firu'sh t - Biological/immunological

medicinal_p o@accordance with an approved
tab ol

1B/0042 B.II.g.5.c - Implementation of changes foreseen in 14/02/2022 n/a
an approved change management protocol - For a

biological/immunological medicinal product
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11/0037 B.I.z - Quality change - Active substance - Other 10/02/2022 02/03/2022 Annex II Annex II has been updated to delete the following

variation obligation:
“In order to confirm the con5|sten tive substance
manufacturing process, the’M prowde additional
comparability and validagi %
11/0035 Update of section 4.4 and 4.8 of the SmPC in order 13/01/2022 14/01/2022 SmPC, As an outco @t-authorisation measure MEA 14.5
to add transverse myelitis to the list of warnings and Labelling and and 14.6 ﬁc ;h Monthly Summary Safety Report
precautions and to the list of adverse drug reactions PL cov t onths of August and September 2021), the

(ADRs) with frequency ‘not known’ based on the M s requested to update of sections 4.4 and 4.8 of the
PRAC request from the post-authorisation measures ( SmPC in order to add transverse myelitis to the list of

MEA 14.5 and MEA 14.6 (6th and 7th Monthly 6 warnings and precautions and to the list of adverse drug
Summary Safety Report covering the months of g reactions (ADR) with frequency not known.

The Package Leaflet is updated accordingly. literature on transverse myelitis up to 31st September

August 2021 and September 2021, respectively). \O<\ Based on a cumulative review of post-marketing data and

Update of section 4.4 of the SmPC in order to amend 2021, it was concluded that there was a reasonable

the wording on Thrombosis and thrombocytopenia 0 possibility to consider transverse myelitis as causally

syndrome (TTS) following the PRAC request from the & related to the COVID-19 vaccine Janssen and therefore, it

post-authorisation measure MEA 14.5. The Package \> was added to section 4.8 of the SmPC. The frequency of

Leaflet is updated accordingly. this event was calculated as ‘not known’. In addition,

In addition, the MAH took the opportunlt considering transverse myelitis is a serious condition, albeit

implement an editorial Quality revie occurring very rarely, it is considered warranted to add

(QRD) comment in the Iabellln rocedure information in section 4.4 to raise awareness among

EMEA/H/C/005737/II/014. prescribers as well as vaccinees in case of experiences
signs and symptoms which may suggest transverse

C.I.4 - Chan @ PC, Labelling or PL due to myelitis.

new qua c inical, clinical or pharmacovigilance In addition, section 4.4 of the SmPC has been updated in

order to amend the wording on Thrombosis and
thrombocytopenia syndrome (TTS) and reflect the observed
balanced gender in the TTS cases reported through the
post-marketing data.

The package leaflet is updated accordingly.
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For more information, please refer to the Summary of

Product Characteristics.

to upgrade the important potential risk of venous

11/0029 Submission of an updated RMP version 3.1 in order 13/01/2022 n/a 86
thromboembolism (VTE) to an important identified O<\

risk as an outcome of the procedure MEA-32,
addition of the clinical trial VAC31518C0OV3003 and ‘

update of study VAC18193RSV2008 as additional E 0

pharmacovigilance activities to further characterize

the important identified risks of Thrombosis with (
thrombocytopenia syndrome (TTS), 6
thrombocytopenia (including immune g

thrombocytopenia) and VTE as an outcome of MEA \00

14.4. The MAH took the opportunity to include other

minor updates in the RMP. In addition, the MAH O
consolidated in RMP version 3.1 the updates made in 0

the RMP as part of the approved procedure ‘
EMEA/H/C/005737/11/0018 and procedure \>C
EMEA/H/C/005737/11/0029. 06

mplementation of

C.I.11.b - Introduction of, or change

obligations and conditions of awket
authorisation, |ncIud|ng th

change(s) which re Qb rther substantiated
by new a t be submitted by the MAH
where si assessment is required

1B/0039/G h was an application for a group of variations. 04/01/2022 n/a

B.II.g.5.c - Implementation of changes foreseen in

an approved change management protocol - For a
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R/0023

11/0033

biological/immunological medicinal product
B.II.g.5.c - Implementation of changes foreseen in
an approved change management protocol - For a
biological/immunological medicinal product

B.I.e.5.c - Implementation of changes foreseen in an
approved change management protocol - For a
biological/immunological medicinal product

Renewal of the marketing authorisation. 16/12/2021

Update of sections 4.2, 4.3, 4.4, 4.8 and 5.1 of the 021
SmPC in order to introduce an homologous boost

dose (second dose) of COVID-19 vaccme

d safety

results from different clinical s dles i ding the

@ bo-controlled
COV3009. A

V|duals with a history

based on interim efficacy, immunog

two randomised, double
Phase 3 studies C
contraindi a? n ni
thrombo t rombocytopenla syndrome
cination with any COVID-19 vaccine is

mcIuded In addition, an update to introduce an
heterologous booster dose of COVID-19 vaccine
Janssen following completion of a primary

vaccination with an approved mRNA COVID-19

03/01/2022

16/12/2021 SmPC and PL

(&

Qwavmg reviewed the available information on

thewstatus of the fulfilment of Specific Obligations and
having confirmed the positive benefit risk balance, is of the
opinion that the quality, safety and efficacy of this
medicinal product continue to be adequately and
sufficiently demonstrated and therefore recommends the
renewal of the conditional MA for COVID-19 Vaccine
Janssen, subject to the Specific Obligations and Conditions

as laid down in Annex II to the opinion.

A booster dose (second dose) of 0.5 mL of COVID-19
Vaccine Janssen may be administered intramuscularly at
least 2 months after the primary vaccination in individuals
18 years of age and older.

A booster dose of the COVID-19 Vaccine Janssen (0.5 mL)
may be administered as a heterologous booster dose
following completion of primary vaccination with another
approved COVID-19 vaccine. The dosing interval for the
heterologous booster dose is the same as that authorised
for a booster dose of the vaccine used for primary
vaccination.

Individuals who have experienced thrombosis with
thrombocytopenia syndrome (TTS) following vaccination
with any COVID-19 vaccine should not receive COVID-19
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vaccine is introduced based on immunogenicity and
safety interim results from the phase 1/2 study
DMID 21-0012. In addition, the MAH took the
opportunity to update the efficacy data for the
primary vaccination schedule based on final analysis
from study COV3001. The Package Leaflet is updated

accordingly.

C.1.4 - Change(s) in the SPC, Labelling or PL due to
new quality, preclinical, clinical or pharmacovigilance
data

Vaccine Janssen

The risk of very rare events (such as coa@ulation disorders
including thrombosis with thromboc syndrome,
CLS and GBS) after a booster e VID-19 Vaccine

Janssen has not yet bee a ised.
VID-19 Vaccine Janssen

Efficacy of two-dos
administer tRs*apart
A final a moff date 25 June 2021) of a
Qrandomised, double-blind, placebo-controlled
Ph 3 study (COV3009) was conducted to assess the
efficacy, safety, and immunogenicity of 2 doses of COVID-
19 Vaccine Janssen administered with a 56-day interval.
In total, 14492 individuals were included in the per-
protocol efficacy population (7484 individuals received
COVID-19 Vaccine Janssen and 7008 individuals received
placebo).
Vaccine efficacy against symptomatic infections at least 14
days after second vaccination was 75.2% (95% CI: 54.6;
87.3).
Immunogenicity of a booster dose (second dose) following
primary vaccination with COVID-19 Vaccine Janssen
In a Phase 2 Study (COV2001), individuals 18 through 55
years of age and 65 years and older received a booster
dose of the COVID-19 Vaccine Janssen approximately 2
months after the primary vaccination. Immunogenicity data
are available from 39 individuals, of whom 15 were 65
years of age and older. Neutralising antibody and binding
antibody increases against the reference SARS-CoV-2 strain
were also observed in studies COV1001, COV1002 and
COV2001 in a limited number of study participants after a
boost given at 2, 3 and 6 months, when compared to pre-

boost values. Overall, the increases of GMTs pre-boost to
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1-month post-boost ranged from 1.5 to 4.4 fold for

neutralising antibodies, and from 2.5 to 5
antibodies. A 2-fold decrease in ant els was
observed 4 months foIIowuw @oster dose,
compared to 1 month fo onth booster dose.
Antibody levels wer@%her than antibody levels
following t a similar timepoint. These data

suppo@ istration of a booster dose when

a@ d at an interval of 2 months or longer after
pri y vaccination.

Immunogenicity of a booster dose following primary

8 fold for binding

vaccination with an approved mRNA COVID-19 vaccine

An independent Phase 1/2 open-label clinical trial
(NCT04889209) conducted in the United States evaluated a
heterologous booster dose of the COVID-19 Vaccine
Janssen. Due to the limited sample size, differences
observed are only descriptive. In this study, adults who had
completed primary vaccination with a Spikevax 2-dose
series (N=151), a COVID-19 Vaccine Janssen single-dose
(N=156), or a Comirnaty 2-dose series (N=151) at least 12
weeks prior to enrollment and who reported no history of
SARS-CoV-2 infection were randomised 1:1:1 to receive a
booster dose of one of three vaccines: Spikevax, COVID-19
Vaccine Janssen or Comirnaty. Neutralising antibody titres
were assessed on Day 1 prior to administration of the
booster dose and on Day 15 and Day 29 after the booster
dose. A booster response to the COVID-19 Vaccine Janssen
was demonstrated regardless of primary vaccination. The
antibody level 14 days after a heterologous boost by
COVID-19 Vaccine Janssen is lower than after a
homologous boost by a licensed mRNA vaccine while after 1

month, neutralising antibody titers are roughly similar
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11/0026/G

IB/0036

1B/0032

IA/0038

11/0018

between both regimens. Data indicate the homologous
regimen with COVID-19 Vaccine Janssen\nduces lower

antibody responses compared to h s boosting

with a licensed mRNA vaccine.gPhe\€linieal relevance of this

is unknown. Only short- nogenicity data are

available, lon
are curren

For mqre Kp
P%uracteristics.

ion and immunological memory

ion, please refer to the Summary of

A.5.b - Administrative change - Change in the name

This was an application for a group of variations. 16/12/2021 n/a 6(
and/or address of a manufacturer/importer of the \00 ;

finished product, including quality control sites
(excluding manufacturer for batch release) O
B.II.b.z - Change in manufacture of the Finished 0

Product - Other variation C‘

B.II.g.5.c - Implementation of changes foreseen iré /12/2021 16/12/2021 Annex II Update on the dates for a Specific Obligation listed in
an approved change management protocol(@ Annex II.

biological/immunological medicinal p.

: t
B.I.a.1.k - Change in th ﬂ@\urer of AS or of a 10/12/2021 n/a
starting material/rg@t mediate for AS - New
age sif‘ 7@3} or WCB

pplied during the manufacture of the finished

stor:
11 hange to in-process tests or limits 03/12/2021 n/a
product - Other variation

Submission of an updated RMP version 2.5 in order 02/12/2021 n/a
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to include the following:
. To include thrombocytopenia (including

immune thrombocytopenia) as an important 86

identified risk following the outcome of the signal of .

Embolic and Thrombotic events (SDA 018.1, EPITT (\

number 19689) and the opinion of procedure

EMEA/H/C/005737/11/0006/G “
. To propose studies aimed at further ‘
characterization of Thrombosis with 60

Thrombocytopenia syndrome (TTS) and

thrombocytopenia, following the outcome of the 6(

signal of Embolic and Thrombotic events (SDA

018.1, EPITT number 19689) \00

. To include Guillain-Barré syndrome as an
important identified risk and update the RMP

accordingly (EMEA/H/C/005737/11/0012) (\O
In addition, the MAH took the opportunity to update < &
in the EU-RMP the submission milestone dates for é \>

VAC31518C0V4001 and VAC31518C0OV4002

C.I.11.b - Introduction of, or c ange@e
ti

obligations and conditions o rke

authorisation, incILg:li - Implementation of

change(s) w@ic N’ to'be further substantiated
by new a 'tx a to be submitted by the MAH
i assessment is required

whee

IA/0034 .7"- Administrative change - Deletion of 29/11/2021 16/12/2021 Annex II Annex II is updated to remove a site responsible for

manufacturing sites manufacture of the active substance
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1B/0030

11/0017

1B/0028/G

1B/0027

1B/0025/G

11/0020

B.II.b.3.a - Change in the manufacturing process of 23/11/2021 n/a
the finished or intermediate product - Minor change

in the manufacturing process

B.II.b.z - Change in manufacture of the Finished 21/10/2021 n/a
Product - Other variation

This was an application for a group of variations. 11/10/2021 n/a

B.II.b.2.z - Change to importer, batch release
arrangements and quality control testing of the FP -
Other variation

B.I.a.1.z - Change in the manufacturer of AS or of a
starting material/reagent/intermediate for AS - Other
variation

C.1.z - Changes (Safety/Efficacy) of Human and 08/1 21 11/10/2021

D

01/10/2021

Veterinary Medicinal Products - Other variation

This was an application for a group of variatio@ 11/10/2021

B.II.b.1.a - Replacement or addition (

manufacturing site for the onda®y packaging

site DY Q

B.II.g.5.c - kan;\ jon of changes foreseen in

an appro % management protocol - For a
iol unological medicinal product

Update of sections 4.4 and 4.8 of the SmPC to add a

new warning on immune thrombocytopenia (ITP),

30/09/2021 01/10/2021

and to add dizziness and ITP to the list of adverse

drug reactions with frequencies uncommon and not

o™
O\

SmPC and PL

Annex II

SmPC and PL

To include Venous Thromboembolism (VTE) as Adverse

Drug Reaction.

This variation resulted in an update of annex II to include
an update of the specific obligation to confirm the
consistency of the finished product manufacturing process,

with the addition of interim reports

As an outcome of the post-authorisation measure MEA 14.3
(4th Monthly Summary Safety Report covering June 2021),
the MAH was requested to update of sections 4.4 and 4.8 of

the SmPC to add a new warning on immune
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known, respectively; based on the PRAC request
from the post-authorisation measure MEA/014.3 (4th
Monthly Summary Safety Report covering the month
of June 2021). The package leaflet is updated
accordingly. A DHPC and communication plan was
adopted.

C.I1.4 - Change(s) in the SPC, Labelling or PL due to
new quality, preclinical, clinical or pharmacovigilance
data

thrombocytopenia (ITP), and to add dizziness and ITP to
the list of adverse drug reactions with frequencies
uncommon and not known, respec
Based on a cumulative revew arketlng data on
anxiety related reactlon i dlzzmess, it was
concluded there wa nable possibility to consider
dizziness ted to the COVID-19 vaccine
Janss efore, it was added to section 4.8 of the
requency of this event was calculated as
u mon’ based on clinical data from study
VAC31518C0OV3001.
ITP was added to section 4.8 following a review of the
available post-marketing and clinical trial data. In addition,
taking case reviews into account, and particularly due to
the severity of some cases reported, as well as limited
post-marketing and literature data showing significant
decrease in platelet values in patients with a prior medical
history of ITP following vaccination with the Janssen
COVID-19 vaccine, a warning in section 4.4 of the SmPC is
added.
A Direct Healthcare Professional Communication (DHPC) is
considered necessary in order to communicate on the new
recommendations in relation to ITP; namely that
Healthcare professionals (HCPs) 1. should assess an
individual’s relevant medical history prior to administering
COVID-19 Vaccine Janssen and discuss the risks and
benefits of developing low platelet levels before
administering the vaccine, 2.should be alert to signs and
symptoms of ITP, such as spontaneous bleeding, bruising
or petechiae and 3. are recommended to monitor platelet
levels in individuals with a history of ITP following

vaccination with COVID-19 Vaccine Janssen.
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For more information, please refer to the Summary of

Product Characteristics.

1B/0024/G This was an application for a group of variations. 21/09/2021 29/09/2021 SmPC, To extend the shelf life of the COVI ine Janssen
Labelling and drug product in accordanc proved stability
B.II.f.1.b.5 - Stability of FP - Extension of the shelf PL protocol from the cu QXH e of 3 months to 4.5

life of the finished product - Biological/immunological months whe to 8°C.
- Summary of Product Characteristics,

medicinal product in accordance with an approved To cIar|fy |§
stability protocol d 6.4 Special precautions for storage and

B.II.f.1.d - Stability of FP - Change in storage

conditions of the finished product or the 6( transportation is also part of the chemical and physical in-

espondlng section in the Package leaflet that

diluted/reconstituted product use stability of the opened vial (after first puncture).

1B/0022/G This was an application for a group of variations. 07/09/2021 n/\OO

an approved change management protocol - For a

B.II.g.5.c - Implementation of changes foreseen in 00

biological/immunological medicinal product C
B.II.b.3.a - Change in the manufacturing process o 0
the finished or intermediate product - Minor chang

in the manufacturing process

1B/0021/G This was an application for a g% oQatlons 06/09/2021 n/a

B.II.g.5.c - Implem tioR, of changes foreseen in

an appro d‘ anagement protocol - For a
bIO|OgIC o oglcal medicinal product

mplementation of changes foreseen in

n pproved change management protocol - For a
biological/immunological medicinal product

B.II.g.5.c - Implementation of changes foreseen in

an approved change management protocol - For a
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11/0014

biological/immunological medicinal product

B.I.e.5.c - Implementation of changes foreseen in an
approved change management protocol - For a
biological/immunological medicinal product

B.I.e.5.c - Implementation of changes foreseen in an
approved change management protocol - For a
biological/immunological medicinal product

B.I.e.5.c - Implementation of changes foreseen in an
approved change management protocol - For a

biological/immunological medicinal product

Update of section 4.8 of the SmPC in order to include
diarrhoea and paraesthesia as adverse drug
reactions (ADRs) with frequency uncommon; and
hypoesthesia, lymphadenopathy, vomiting and
tinnitus as ADRs with frequency rare, as requested
by PRAC from post-authorisation measures MEA
014.2 and MEA 014.3 (3rd and 4th Monthly

Summary Safety Report covering May 2021 and Ju 60

2021, respectively).
In addition, the MAH took the opportunlt
editorial changes on sections

4 an
SmPC in line with the WHO en ions. Also,
the labelling has bge improve
readablllty n@

The labell \ kage leaflet are updated

1.4 - Change(s) in the SPC, Labelling or PL due to
new quality, preclinical, clinical or pharmacovigilance
data

02/09/2021

O
x O

03/09/2021

o=

Update of section 4.8 of the SmPC in order to include
diarrhoea and paraesthesia as adverse drug reactions
(ADRs) with frequency uncommon; and hypoesthesia,
lymphadenopathy, vomiting and tinnitus as ADRs with

frequency rare as requested by PRAC from post

authorisation measures MEA 014.2 and MEA 014.3 (3rd and

4th Monthly Summary Safety Report covering May 2021
and June 2021, respectively). The frequencies of these
ADRs derive from the clinical trial reporting of study
VAC31518C0OV3001.
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1B/0019

1B/0016

IA/0015

11/0012

B.I.b.2.e - Change in test procedure for AS or
starting material/reagent/intermediate - Other
changes to a test procedure (including replacement
or addition) for the AS or a starting

material/intermediate

B.II.b.3.a - Change in the manufacturing process of
the finished or intermediate product - Minor change

in the manufacturing process

A.7 - Administrative change - Deletion of

manufacturing sites

Update of sections 4.4 and 4.8 of the SmPC in order
to add a warning related to the possibility of
developing a Guillain-Barré syndrome (GBS)
following the administration of Ad26.COV2.S and to

GBS reported to the vaccine adverse event re i
system (VAERS) in recipients of the Ja sﬂ -
19 Vaccine and subsequently, the@s
performed by the company es of GBS based

on the available cugn from launch. In
addition, the’coc! ok the oportunity to make

some edi 'aX es. The Package Leaflet is
pd ingly.

C.I1.4 - Change(s) in the SPC, Labelling or PL due to
new quality, preclinical, clinical or pharmacovigilance
data

02/09/2021

26/08/2021

30/07/2021

22/07/2021

n/a

03/09/2021 An e>@(
23/07/&09% and PL

add GBS as an adverse drug reaction (ADR). This is < &,
based on the information accumulated on cases of6\>

SmPC new text

A warning is added in 4.4 of the SmPC regarding the
possibility of presenting a Guillain -Barré Syndrome (GBS)
after the administration of Janssen COVID-19 Vaccine. This
adverse event is also added in 4.8 of the SmPC with a
frequency of very rare. Healthcare professionals should be
alert of GBS signs and symptoms to ensure correct
diagnosis, in order to initiate adequate supportive care and

treatment and to rule out other causes.
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1B/0013

11/0010

11/0006/G

C.I.11.z - Introduction of, or change(s) to, the
obligations and conditions of a marketing

authorisation, including the RMP - Other variation

Update of section 4.3, 4.4 and 4.8 of the SmPC in
order to add a contraindication related to the
administration of Ad26.COV2.S to individuals with a
history of Capillary Leak Syndrome (CLS) based on
the cases reported following administration of this
vaccine in the Global Medical Safety (GMS) up to the
data lock point (DLP) of 21 June 2021. The Package
Leaflet is updated accordingly. In addition, the MAH
took the opportunity to add some minor editorial

changes throughout the product information.

C.I1.4 - Change(s) in the SPC, Labelling or PL due to
new quality, preclinical, clinical or pharmacovigilance
data

syndrome (TTS) ingth 0 safety concerns as
an importan;idw isk following the PRAC

recommepda ed 6 May 2021 in the outcome

To update the EU-RMP for CO 19@ Janssen
to include thrombosis with a ocytopenia

f t signal of Embolic and Thrombotic
zrocedure number SDA 018.1) with COVID-
9 Vaccine Janssen (Ad26.COV2-S [recombinant]) .
In addition, the MAH sought agreement on a DHPC to
alert health care professionals to the signs and

symptoms of thromboembolism and/or

21/07/2021

07/07/2021

23/07/2021

09/07/2021

Annex II

SmPC and PL

This was an application for a group of variatio@é 07/07/2021 n/a

To extend the due date of the specific obligation and

update Annex II of the product informatiGp accordingly.

.cC
SmPC new text \
The administration Q ccine (Ad26.COV2.S) is

contraindi in duals with a history of Capillary
Leak Syn & LS).

A “ is issued to alert health care professionals to
tlﬁns and symptoms of thromboembolism and/or
thrombocytopenia in follow up to the adopted signal
procedure at PRAC for TTS (Thrombosis with Thrombopenia
Syndrome).This letter also communicate the new
contraindication of this vaccine in individuals who have
previously experienced episodes of Capillary Leak
Syndrome (CLS).

For more information, please refer to the Summary of

Product Characteristics.

Thrombosis with thrombocytopenia syndrome (TTS) is
included in the list of the safety concerns as an important
identified risk in the outcome of the related signal of
Embolic and Thrombotic events (procedure number SDA
018.1) with COVID-19 Vaccine Janssen (Ad26.COV2-S
[recombinant]). In addition, Thrombocytopenia is also
agreed to be included as an important potential risk in the
summary of safety concerns in the RMP. The RMP will be
updated within the next expected variation to update the
RMP.

Finally, a joint DHPC is issued to alert health care
professionals to the signs and symptoms of

thromboembolism and/or thrombocytopenia in follow up to
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1B/0011

IA/0009

11/0005

1B/0008

1B/0007

thrombocytopenia in follow up to the adopted signal
procedure at PRAC for TTS (Thrombosis with

Thrombopenia Syndrome).

C.1.4 - Change(s) in the SPC, Labelling or PL due to
new quality, preclinical, clinical or pharmacovigilance
data

C.I.11.b - Introduction of, or change(s) to, the
obligations and conditions of a marketing

authorisation, including the RMP - Implementation of

change(s) which require to be further substantiated 6

by new additional data to be submitted by the MAH

where significant assessment is required 00
/kl

B.I.e.5.c - Implementation of changes foreseen in an 30/06/2021

approved change management protocol - For a 0(@
biological/immunological medicinal product &

A.7 - Administrative change - Deletion of Q/OS/ZOZI n/a

Annex II

manufacturing sites (
B.II.b.z - Change in manufactuNf th nished 24/06/2021 n/a
Product - Other variatio

.

m tion of changes foreseen in 21/06/2021 09/07/2021 Annex II

nge management protocol - For a

B.II.b.3.a - Change in the manufacturing process of 01/06/2021 n/a
the finished or intermediate product - Minor change

in the manufacturing process

the adopted signal procedure at PRAC for TTS (Thrombosis
with Thrombopenia Syndrome). This letté also
communicates the new contraindicati n@is vaccine in
individuals who have previgus x%wced episodes of
Capillary Leak Syndromf&%

SmPC ne
No ch% ihtroduced in the SmPC or in the Product
t

Ko,

This variation resulted in an update of annex II to add a
specific obligation to confirm the consistency of the active
substance manufacturing process by submitting additional

comparability and validation data.

This variation resulted in an update of annex II to amend
the specific obligation to confirm the consistency of the
finished product manufacturing process, with the addition

of interim reports.
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IA/0004 C.1.z - Changes (Safety/Efficacy) of Human and

Veterinary Medicinal Products - Other variation

IA/0003 C.1.z - Changes (Safety/Efficacy) of Human and

Veterinary Medicinal Products - Other variation

O
\Q<

1B/0002/G hls@ p||cat|0n for a group of variations.

B.II.g.5.c - Implementation of changes foreseen in
an approved change management protocol - For a
biological/immunological medicinal product
B.II.f.z - Stability of FP - Other variation

07/05/2021

15/04/2021

07/05/2021

22/04/2021

SmPC and PL

SmPC, Annex
II, Labelling
and PL

oX
\00@
21/0 21 02/04/2021 SmPC and PL
0&

This variation is to update section 4.4 of the SmPC and
sections 2, 4 and 6 of the package ) to implement
the updated signal recomnwn embollc and
thrombotic events (EPI ), following receipt of an
updated PRAC S|gn ment report on additional data
and adopti P enary on 05th of April 2021.
Leg p and mental status changes have been
ptoms for thrombosis with thrombocytopenia
sy ‘ome, as well as the need to actively investigate for
sign of thrombosis individuals diagnosed with
thrombocytopenia within 3 weeks after vaccination with
COVID-19 Vaccine Janssen. Similarly, individuals who
present with thrombosis within 3 weeks of vaccination

should be evaluated for thrombocytopenia.

This variation is to update sections 4.4 and 4.8 of the
SmPC and sections 2, 4 and 6 of the package leaflet (PL) to
implement the signal recommendations on embolic and
thrombotic events (EPITT no 19689), following receipt of an
updated PRAC signal assessment report on additional data
and adoption at PRAC plenary on 20th of April 2021.

A new warning on thrombocytopenia and coagulation
disorder is added and the adverse reaction: thrombosis in
combination with thrombocytopenia is introduced with a

frequency: very rare (<1/10 000).

This variation resulted in an update of sections 6.1, 6.4, 6.5
and 8 of the SmPC, annex II, labelling and Package Leaflet
to include:

- the addition of a new pack size of 20 vials with a slightly
different composition (removal of Trisodium citrate
dihydrate)
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IB/0001/G

B.Il.e.5.a.2 - Change in pack size of the finished
product - Change in the number of units (e.g.
tablets, ampoules, etc.) in a pack - Change outside
the range of the currently approved pack sizes
B.II.e.7.b - Change in supplier of packaging
components or devices (when mentioned in the
dossier) - Replacement or addition of a supplier
B.II.a.3.b.6 - Changes in the composition
(excipients) of the finished product - Other excipients
- Replacement of a single excipient with a
comparable excipient with the same functional
characteristics and at a similar level

B.II.g.5.c - Implementation of changes foreseen in
an approved change management protocol - For a

biological/immunological medicinal product

This was an application for a group of variations.

A.5.b - Administrative change - Change in the naméo

and/or address of a manufacturer/importer ofD
finished product, including quality control Site
(excluding manufacturer for bagch re

B.II.g.5.c - Implementation _efychanges foreseen in
an approved changg t protocol - For a
bioIogicaI/inunuC% medicinal product

V“e’

06,

/04@ (\22/04/2021 Annex II

- a change from 12 to 13 hours to the thawing time
- an update of the specific obligation to c@nfirm the
consistency of the finished product @- ring process,

with the addition of interimre%é

This variation resulted in an update of annex II to amend
the specific obligation to confirm the consistency of the
finished product manufacturing process, with the addition

of interim reports.
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