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1. Introduction

1.1. Welcome and declarations of interest of members, alternates and
experts

The Chairperson opened the meeting by welcoming all participants. Due to the current
coronavirus (COVID-19 outbreak), and the associated EMA Business Continuity Plan (BCP),
the meeting was held remotely.

In accordance with the Agency’s policy on handling of declarations of interests of scientific
Committees’ members and experts, based on the declarations of interest submitted by the
Committee members, alternates and experts and on the topics in the agenda of the meeting,
the Committee Secretariat announced the restricted involvement of some Committee
members, alternates and experts for concerned agenda topics. Participants were asked to
declare any changes, omissions or errors to their declared interests concerning the matters
for discussion. No new or additional competing interests were declared. Restrictions
applicable to this meeting are captured in the List of participants included in the minutes.

Discussions, deliberations and voting took place in full respect of the restricted involvement
of Committee members and experts in line with the relevant provisions of the Rules of
Procedure (EMA/PRAC/567515/2012 Rev.3). All decisions taken at this meeting were made
in the presence of a quorum of members. All decisions, recommendations and advice were
agreed by consensus, unless otherwise specified.

The Chair welcomed the new member(s) and alternate(s) and thanked the departing
members/alternates for their contributions to the Committee.

1.2, Agenda of the meeting on 24-27 October 2022

The agenda was adopted with some modifications upon request from the members of the
Committee and the EMA secretariat as applicable.

1.3. Minutes of the previous meeting on 26-29 September 2022

The minutes were adopted with some amendments received during the consultation phase
and will be published on the EMA website.

Post-meeting note: the PRAC minutes of the meeting held on 26-29 September 2022 were
published on the EMA website on 17 February 2023 (EMA/PRAC/947562/2022).

EU referral procedures for safety reasons: urgent EU

procedures

2.1. Newly triggered procedures
None

2.2, Ongoing procedures
None
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2.3.

3.1.

3.2.

3.3.

3.3.1.

Procedures for finalisation

None

EU referral procedures for safety reasons: other EU referral

procedures

Newly triggered procedures

None

Ongoing procedures

None

Procedures for finalisation

Janus kinase (JAK) inhibitors?!: abrocitinib - CIBINQO (CAP); baricitinib - OLUMIANT

(CAP); filgotinib - JYSELECA (CAP); tofacitinib - XELJANZ (CAP); upadacitinib -
RINVOQ (CAP) - EMEA/H/A-20/1517

Applicants: AbbVie Deutschland GmbH & Co. KG (Rinvoq), Eli Lilly Nederland B.V.
(Olumiant), Galapagos N.V. (Jyseleca), Pfizer Europe MA EEIG (Cibinqo, Xeljanz)

PRAC Rapporteur: Ulla Wéandel Liminga; PRAC Co-rapporteur(s): Liana Gross-Martirosyan
(Olumiant, Xeljanz), Nikica MiroSevi¢ Skvrce (Cibinqo, Jyseleca, Rinvoq)

Scope: Review of the benefit-risk balance following notification by the European
Commission (EC) of a referral under Article 20 of Regulation (EC) No 726/2004, based on
pharmacovigilance data

Background

A referral procedure under Article 20 of Regulation (EC) No 726/2004 for the review of Janus
kinase inhibitors (JAKi), namely Xeljanz (tofacitinib), Cibingo (abrocitinib), Olumiant
(baricitinib), Jyseleca (filgotinib) and Rinvoq (upadacitinib) used in the treatment of
inflammatory disorders is to be concluded. The procedure was initiated following the release
of the final results from study A39211332 (ORAL surveillance) for Xeljanz (tofacitinib)
showing an increase incidence of major adverse cardiovascular events (MACE), a higher risk
of malignancy with tofacitinib compared to tumour necrosis fibrosis (TNF)-inhibitors in
patients with rheumatoid arthritis, as well as a higher incidence of venous thromboembolism
(VTE), all-cause of mortality and serious infections in patients treated with tofacitinib
compared to TNF-inhibitors. In addition, preliminary results from study 14V-MC-B0233 for
Olumiant (baricitinib) suggested an increased risk of MACE and VTE in patients with
rheumatoid arthritis treated with Olumiant (baricitinib) compared to those treated with TNF-
inhibitors. For further background, see PRAC minutes February 2022, PRAC minutes June

! Indicated for the treatment of inflammatory disorders

2 A phase 3b/4 randomised safety endpoint study of 2 doses of tofacitinib in comparison to a tumour necrosis fibrosis (TNF)
inhibitor in subjects with rheumatoid arthritis

3 A retrospective observational study to compare baricitinib relative to the standard of care
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2022, PRAC minutes September 2022% and PRAC minutes October® 2022. A final assessment
of the data submitted was produced by the Rapporteurs according to the agreed timetable.

Discussion
PRAC discussed the conclusion reached by the Rapporteurs.

PRAC considered the totality of the data submitted during the procedure in relation to the
risks of MACE, VTE, malignancy, serious infections and all-cause mortality, including the
responses submitted by the MAHs both in writing and during oral explanations, as well as the
outcome of an ad-hoc expert group (AHEG) meeting.

PRAC concluded that, based on the currently available data, the increased risk for MACE,
VTE, malignancy, serious infections and all-cause mortality observed in study A39211332
(ORAL surveillance) with tofacitinib compared with TNF-inhibitors in subjects with rheumatoid
arthritis are considered JAKis class effects. PRAC also concluded that these safety findings
observed in patients with rheumatoid arthritis apply to all approved indications for the JAKis
used in the treatment of chronic inflammatory disorders. However, the magnitude of the
absolute risk depends on the background risk in the respective populations.

To minimise these risks, PRAC recommended implementing warnings for all JAKis included in
this review that these medicinal products should only be used in patients 65 years of age and
older, who are current or past long-time smoker, with history of atherosclerotic
cardiovascular disease or other cardiovascular risk factors, or with other malignancy risk
factors (e.g. current, or history of malignancy) if no suitable treatment alternatives are
available. Cautious use is recommended in patients with known risk factors for VTE, other
than those listed above.

PRAC also recommended to revise the current dosing advice for some of the medicinal
products as feasible, in order to lower the dose in certain patient groups with risk factors
since the occurrence of MACE, VTE, malignancies, serious infections and all-cause mortality
have been observed in a dose dependent manner.

Based on the clinical data presented, PRAC also recommended to include new adverse
reactions, namely sepsis with a frequency ‘uncommon’ for Jyseleca (filgotinib) and Rinvoq
(upadacitinib) and non-malignant skin cancer with a frequency ‘common’ for Rinvoq
(upadacitinib).

Moreover, PRAC recommended an update of the key elements of the educational materials
and of the RMPs including studies of drug utilisation accordingly.

As a consequence, PRAC concluded that the benefit-risk balance of Cibingo (abrocitinib),
Jyseleca (filgotinib), Olumiant (baricitinib), Rinvoq (upadacitinib) and Xeljanz (tofacitinib)
remains favourable subject to the agreed amendments to the product information and other
risk minimisation measures.

Summary of recommendation(s)/conclusions

. PRAC adopted, by majority, a recommendation to vary® the terms of the marketing
authorisation(s) of Xeljanz (tofacitinib), Cibinqo (abrocitinib), Olumiant (baricitinib),
Jyseleca (filgotinib) and Rinvoq (upadacitinib) to be considered by CHMP for an opinion -
see EMA Press Release entitled ‘EMA recommends measures to minimise risk of serious

4 Held 29 August - 01 September 2022
5 Held 26 - 29 September 2022
6 Update of SmPC sections 4.2, 4.4, 4.8 and 5.1. The package leaflet is updated accordingly
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3.4.

3.4.1.

side effects with Janus kinase inhibitors for chronic inflammatory disorders’
(EMA/861237/2022 Rev.1).

o PRAC agreed on the content of a direct healthcare professional communication (DHPC)
along with a communication plan for its distribution.

Twenty-five members voted in favour of the recommendation whilst six members” had a
divergent view. The Icelandic and Norwegian PRAC members agreed with the
recommendation.

Post-meeting note 1: the press release ‘EMA confirms measures to minimise risk of serious
side effects with Janus kinase inhibitors for chronic inflammatory disorders’ representing the
opinion provided by CHMP (EMA/27681/2023) was published on the EMA website on 27
January 2023.

Post-meeting note 2: the PRAC recommendation was revised in January 2023. For further
details, see PRAC minutes January 2023.

Re-examination procedures?®

Amfepramone (NAP) - EMEA/H/A-31/1501

Applicants: Artegodan GmbH, Temmler Pharma GmbH
PRAC Rapporteur: Ulla Wéndel Liminga; PRAC Co-rapporteur: Roxana Dondera

Scope: Request for re-examination under Article 32 of Directive 2001/83/EC of the benefit-
risk balance following notification by Romania of a referral under Article 31 of Directive
2001/83/EC, based on pharmacovigilance data

Background

Following the PRAC recommendation adopted at the June 2022 meeting to revoke the
marketing authorisations of medicinal products containing amfepramone, the MAHs
concerned by this referral procedure requested a re-examination of the PRAC
recommendation in line with Article 32 of Directive 2001/83/EC. For further background,
see PRAC minutes June 2022 and PRAC minutes September 20222.

Discussion

PRAC reviewed all available data in relation to the safety concerns of pulmonary, cardiac,
cerebrovascular, neuropsychiatric diseases, drug dependence and use in pregnancy, as well
as the effectiveness of the risk minimisation measures in place in the context of the efficacy
of amfepramone in patients with obesity. This included the responses submitted by the
MAHSs in writing and during the oral explanations, results from two observational studies
performed in German and Danish healthcare databases, the views expressed by a group of
independent experts, as well as the grounds for the re-examination submitted by the MAHSs.

PRAC noted that the studies supporting the weight reduction effect of amfepramone
suffered from serious limitations and considered the clinical relevance of the modest and
temporary weight loss observed with amfepramone questionable in the context of the need
for long-term weight loss maintenance for patients with obesity.

7 Amelia Cupelli, Liana Gross-Martirosyan, Eva Jirsova, Nikica Mirosevi¢ Skvrce, Sofia Trantza, Tiphaine Vaillant
8 Re-examination of PRAC recommendation under Article 32 of Directive 2001/83/EC
9 Held on 29 August - 01 September 2022
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PRAC concluded that the currently available data do not change the risks previously
established by CPMP, as an outcome of a review under Article 12 of Council Directive
75/319/EEC, to be associated to treatment with amfepramone.

PRAC noted the results of the observational studies and information from spontaneous post-
marketing reports showing an unacceptable level of hon-adherence to the current measures
aimed at minimising the risks of treatment with amfepramone in patients at higher risk of
developing adverse drug reactions and the risks known to increase with the treatment
duration. PRAC considered that this raised important public health concerns.

Therefore, PRAC concluded that those measures have not been effective in adequately
minimising the risks of treatment with amfepramone.

PRAC also discussed the possibility of implementing further risk minimisation measures and
concluded that no feasible and proportionate measures could ensure effective minimisation
of the risks associated to treatment with amfepramone-containing products, in particular
with respect to the risks of pulmonary arterial hypertension, cardio- and cerebro-vascular
diseases and of dependence, abuse and tolerance.

PRAC concluded that the risks outweigh the modest temporary benefits of amfepramone as
adjunctive therapy to diet, in patients with obesity and a body mass index (BMI) of 30
kg/m?2 or higher, who have not responded to an appropriate weight reducing regimen alone.

Furthermore, PRAC could not identify conditions which, if fulfilled in the future, would
demonstrate a positive benefit-risk balance for these medicinal products in a defined patient
population.

As a consequence, PRAC maintained its consideration that the benefit-risk balance of
amfepramone-containing products is not favourable and recommended the revocation of
the marketing authorisations for those medicinal products.

Summary of recommendation(s)/conclusions

. PRAC adopted, by majority, a recommendation to revoke the marketing authorisations
for amfepramone-containing products to be considered by CMDh for a position - see
EMA Press Release (EMA/844036/2022) entitled ‘EMA confirms recommendation to
withdraw marketing authorisations for amfepramone medicines’ published on 28
October 2022.

) PRAC agreed on the content of a direct healthcare professional communication (DHPC)
along with a communication plan for its distribution.

Post-meeting note 1: a revised PRAC recommendation was adopted via written procedure
on 07 November 2022 in order to clarify the measures in place in Denmark. Twenty-nine
members voted in favour of the recommendation whilst three members!9 had a divergent
view. The Icelandic and Norwegian PRAC members agreed with the recommendation.

Post-meeting note 2: the press release entitled *Withdrawal of marketing authorisations for
amfepramone medicines within the EU’ (EMA/867253/2022) representing the position
adopted by CMDh, also reflecting the date of the European Commission’s final legally
binding decision applicable in all EU Member States was published on the EMA website on
13 January 2023.

Post-meeting note 3: the PRAC assessment report (EMA/884474/2022) was published on

10 Eva Jirsova, Anette Kirstine Stark, Ulla Wandel Liminga
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3.5.

the EMA website on 20 January 2023.

Others

None

Signals assessment and prioritisation!

4.2.

4.3.

4.3.1.

New signals detected from EU spontaneous reporting systems
See Annex 14.1.

New signals detected from other sources

See Annex 14.2.

Signals follow-up and prioritisation

Durvalumab - IMFINZI (CAP) - EMEA/H/C/004771/SDA/010

Applicant: AstraZeneca AB

PRAC Rapporteur: David Olsen

Scope: Signal of myelitis transverse

EPITT 19815 - Follow-up to June 2022

Background

For background information, see PRAC minutes June 2022.

The MAH replied to the request for information on the signal of myelitis transverse and the
responses were assessed by the Rapporteur.

Discussion

Having considered the available evidence from EudraVigilance and the literature, the MAH’s
responses and the Rapporteur’s assessment, PRAC considered that a causal relationship
between myelitis transverse and durvalumab is at least a reasonable possibility. Therefore,
PRAC agreed that myelitis transverse should be added to the product information as a
warning and as an undesirable effect with a frequency ‘not known’ and to update the product
information guidelines for management of immune-mediated adverse reactions.

Summary of recommendation(s)

. The MAH for Imfinzi (durvalumab) should submit to EMA, within 60 days, a variation to
amend?!? the product information.

For the full PRAC recommendation, see EMA/PRAC/845793/2022 published on 21 November
2022 on the EMA website.

11 Each signal refers to a substance or therapeutic class. The route of marketing authorisation is indicated in brackets (CAP for
Centrally Authorised Products; NAP for Nationally Authorised Products including products authorised via Mutual Recognition
Procedures and Decentralised Procedure). Product names are listed for reference Centrally Authorised Products (CAP) only.
PRAC recommendations will specify the products concerned in case of any regulatory action required

12 Ypdate of SmPC sections 4.2, 4.4 and 4.8. The package leaflet is to be updated accordingly
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4.3.2. Elasomeran - SPIKEVAX (CAP) - EMEA/H/C/005791/SDA/059.1
Applicant: Moderna Biotech Spain, S.L.
PRAC Rapporteur: Brigitte Keller-Stanislawski
Scope: Signal of heavy menstrual bleeding
EPITT 19780 - Follow-up to June 2022
Background
For background information, see PRAC minutes June 2022.
The MAH replied to the request for information on the signal of heavy menstrual bleeding
and the responses were assessed by the Rapporteur.
Discussion
Having considered the available evidence from EudraVigilance, the literature, data from
national reviews, observational studies, the MAH'’s responses together with the Rapporteur’s
assessment, PRAC considered that a causal relationship between heavy menstrual bleeding
and elasomeran is at least a reasonable possibility. Therefore, PRAC agreed that heavy
menstrual bleeding should be added to the product information as an undesirable effect with
a frequency ‘not known’.
Summary of recommendation(s)
e  The MAH for Spikevax (elasomeran) should submit to EMA, within 60 days, a variation

to amend?!3 the product information.

For the full PRAC recommendation, see EMA/PRAC/845793/2022 published on 21 November
2022 on the EMA website.

4.3.3. Ipilimumab - YERVOY (CAP) - EMEA/H/C/002213/SDA/045; nivolumab - OPDIVO

(CAP) - EMEA/H/C/003985/SDA/0047

Applicant: Bristol-Myers Squibb Pharma EEIG

PRAC Rapporteur: Brigitte Keller-Stanislawski

Scope: Signal of pure red cell aplasia and aplastic anaemia
EPITT 19804 - Follow-up to June 2022

Background

For background information, see PRAC minutes June 2022.

The MAH replied to the request for information on the signal of pure red cell aplasia and
aplastic anaemia and the responses were assessed by the Rapporteur.

Discussion

Having considered the available evidence from Eudravigilance, literature and the responses
submitted by the MAH, PRAC considered that there is insufficient evidence at present to
establish a causal relationship between ipilimumab and/or nivolumab and either pure red cell

13 Update of SmPC section 4.8. The package leaflet is to be updated accordingly
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4.3.4.

aplasia or aplastic anaemia. Therefore, PRAC concluded that no regulatory action is
warranted at this stage.

Summary of recommendation(s)

e  The MAH for Yervoy (ipilimumab) and Opdivo (nivolumab) should continue to monitor
cases of pure red cell aplasia and aplastic anaemia in future PSURs.

Tildrakizumab — ILUMETRI (CAP) - EMEA/H/C/004514/SDA/008

4.3.5.

Applicant: Almirall S.A

PRAC Rapporteur: Adam Przybylkowski

Scope: Signal of herpes zoster

EPITT 19801 - Follow-up to June 2022

Background

For background information, see PRAC minutes June 2022.

The MAH replied to the request for information on the signal of herpes zoster and the
responses were assessed by the Rapporteur.

Discussion

Having considered the available evidence from EudraVigilance, literature and the responses
submitted by the MAH, PRAC considered that there is insufficient evidence at present to
establish a causal relationship between tildrakizumab and herpes zoster. Therefore, PRAC
concluded that no regulatory action is warranted at this stage.

Summary of recommendation(s)

e  The MAH for Ilumetri (tildrakizumab) should continue to monitor cases of herpes zoster
as part of routine safety surveillance.

Tozinameran - COMIRNATY (CAP) - EMEA/H/C/005735/SDA/053.1

Applicant: BioNTech Manufacturing GmbH

PRAC Rapporteur: David Olsen

Scope: Signal of heavy menstrual bleeding

EPITT 19783 - Follow-up to June 2022

Background

For background information, see PRAC minutes June 2022.

The MAH replied to the request for information on the signal of heavy menstrual bleeding
and the responses were assessed by the Rapporteur.

Discussion

Having considered the available evidence of EudraVigilance, literature, data from national
reviews, observational studies and the responses submitted by the MAH, PRAC considered
that a causal relationship between heavy menstrual bleeding and tozinameran is at least a
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4.4.

reasonable possibility. Therefore, PRAC agreed that heavy menstrual bleeding should be
added to the product information as an undesirable effect with a frequency ‘not known’.

Summary of recommendation(s)

e The MAH for Comirnaty (tozinameran) should submit to EMA, within 60 days, a variation
to amend!* the product information.

For the full PRAC recommendation, see EMA/PRAC/845793/2022 published on 21 November
2022 on the EMA website.

Variation procedure(s) resulting from signal evaluation

None

5.1.1.

Risk management plans (RMPs)

Medicines in the pre-authorisation phase

PRAC provided advice to CHMP on the proposed RMPs for a number of products (identified by
active substance below) that are under evaluation for initial marketing authorisation.
Information on the PRAC advice will be available in the European Public Assessment Reports
(EPARS) to be published at the end of the evaluation procedure.

Please refer to the CHMP webpages for upcoming information
(http://www.ema.europa.eu/Committees>CHMP>Agendas, minutes and highlights).

See also Annex 15.1.

Bardoxolone methyl - EMEA/H/C/005869, Orphan

5.1.2.

Applicant: Reata Ireland Limited

Scope: Treatment of chronic kidney disease

Daprodustat - EMEA/H/C/005746

5.1.3.

Scope: Treatment of anaemia associated with chronic kidney disease (CKD) in adults

Gadopiclenol - EMEA/H/C/005626

5.1.4.

Scope: For diagnostic purposes: contrast-enhanced magnetic resonance imaging (MRI) to
improve detection, visualisation and assist in characterisation of lesions in the central
nervous system and in other body regions (including breast, liver and prostate)

Gadopiclenol - EMEA/H/C/006172

Scope: For diagnostic purposes: contrast-enhanced magnetic resonance imaging (MRI) to
improve detection, visualisation and assist in characterisation of lesions in the central

14 Update of SmPC section 4.8. The package leaflet is to be updated accordingly
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nervous system and in other body regions (including breast, liver and prostate)

5.1.5. Pegunigalsidase alfa - EMEA/H/C/005618, Orphan

Applicant: Chiesi Farmaceutici S.p.A.

Scope: Treatment of Fabry disease

5.1.6. Sodium phenylbutyrate, ursodoxicoltaurine - EMEA/H/C/005901, Orphan

Applicant: Amylyx Pharmaceuticals EMEA B.V.

Scope: Treatment of amyotrophic lateral sclerosis (ALS)

5.1.7. Tremelimumab - EMEA/H/C/006016, Orphan

Applicant: AstraZeneca AB

Scope: Ttreatment of adults with unresectable hepatocellular carcinoma in combination with
durvalumab

5.2. Medicines in the post-authorisation phase — PRAC-led procedures

See Annex I 15.2.

5.3. Medicines in the post-authorisation phase - CHMP-led procedures
See also Annex I 15.3.

5.3.1. Lenalidomide - REVLIMID (CAP) - EMEA/H/C/000717/11/0123

Applicant: Bristol-Myers Squibb Pharma EEIG
PRAC Rapporteur: Tiphaine Vaillant

Scope: Update of section 4.4 of the SmPC, Annex IID and Article 127a and the
tools/documents included in the Educational Healthcare Professional Kit, in order to
harmonise the terminology utilised in the RMP and product information (PI) documents
relating to the safety concern of teratogenicity and its risk minimisation measure of the
Pregnancy Prevention Plan (PPP) across the 3 immunomodulatory imide drugs (IMiDs).
These proposed changes will only have a limited impact on the National Competent
Authority (NCA)-approved content/text of the educational materials, and the key messages
to the HCP and patients. Furthermore, the regulatory obligations regarding the PPP will not
be impacted. The MAH is also taking the opportunity to update the RMP with PASS Protocol
milestones. The updated RMP version 38 was provided

Background

For background information on substance(s) and indication(s) of centrally authorised
product(s) identified as ‘CAP’, see Human medicine European public assessment report
(EPAR) on the EMA website.

CHMP is evaluating a type II variation for Revlimid, a centrally authorised product
containing lenalidomide, to update the product information in order to harmonise the
terminology used in the RMP and product information documents relating to the safety
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concern of teratogenicity and its risk minimisation measure of the PPP across the three
IMiDs. PRAC is responsible for providing advice to CHMP on the necessary updates to the
RMP to support this variation.

Summary of advice

e The RMP for Revlimid (lenalidomide) in the context of the variation procedure under
evaluation by PRAC and CHMP could be considered acceptable provided that an update to
RMP version 38 and satisfactory responses to the request for supplementary information
(RSI) are submitted.

e PRAC agreed with the removal of the pregnancy specific targeted forms included within
the educational healthcare professional kit. Additional modifications of the RMP,
concerning updates to the information or study milestones for additional
pharmacovigilance activities were also agreed. In addition, the MAH should update the
details of the proposed additional risk minimisation activities in line with Annex II-D.

5.3.2. Pomalidomide - IMNOVID (CAP) - EMEA/H/C/002682/11/0047, Orphan

Applicant: Bristol-Myers Squibb Pharma EEIG
PRAC Rapporteur: Monica Martinez Redondo

Scope: Update of section 4.4 of the SmPC, Annex IID and Article 127a and the
tools/documents included in the Educational Healthcare Professional Kit, in order to
harmonise the terminology utilised in the RMP and PI documents relating to the safety
concern of teratogenicity and its risk minimisation measure of the Pregnancy Prevention
Plan across the 3 immunomodulatory imide drugs (IMiDs). These proposed changes will
only have a limited impact on the National Competent Authority (NCA)-approved
content/text of the educational materials, and the key messages to the HCP and patients.
Furthermore, the regulatory obligations regarding the pregnancy prevention plan (PPP) will
not be impacted. The updated RMP version 16 was provided

Background

For background information on substance(s) and indication(s) of centrally authorised
product(s) identified as ‘CAP’, see Human medicine European public assessment report
(EPAR) on the EMA website.

CHMP is evaluating a type II variation for Imnovid, a centrally authorised product containing
pomalidomide, to update the product information in order to harmonise the terminology
used in the RMP and product information documents relating to the safety concern of
teratogenicity and its risk minimisation measure of the PPP across the three IMiDs. PRAC is
responsible for providing advice to CHMP on the necessary updates to the RMP to support
this variation.

Summary of advice

e The RMP for Imnovid (pomalidomide) in the context of the variation procedure under
evaluation by PRAC and CHMP could be considered acceptable provided that an update to
RMP version 16 and satisfactory responses to the request for supplementary information
(RSI) are submitted.

e PRAC considered that the pregnancy specific targeted forms should not be removed from
the educational healthcare professional kit. In addition, the MAH should update the
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‘Conditions or restrictions with regard to the safe and effective use of the medicinal
product’ to be implemented by the Member States in line with the details of the proposed
additional risk minimisation activities in the RMP and Annex II-D.

5.3.3. Thalidomide - THALIDOMIDE BMS (CAP) - EMEA/H/C/000823/11/0076

Applicant: Bristol-Myers Squibb Pharma EEIG
PRAC Rapporteur: Tiphaine Vaillant

Scope: Update of section 4.4 of the SmPC, Annex IID and Article 127a and the
tools/documents included in the Educational Healthcare Professional Kit, in order to
harmonise the terminology utilised in the RMP and product information (PI) documents
relating t