Summary of risk management plan for Alofisel
(DARVADSTROCEL) ij

This is a summary of the risk management plan (RMP) for Alofisel. The RMP details i@tant risks of
Alofisel, how these risks can be minimised, and how more information will be obtai é\ out Alofisel's
risks and uncertainties (missing information). {

Alofisel's summary of product characteristics (SmPC) and its package leaflet gi Qsential information
to healthcare professionals and patients on how Alofisel should be used.

This summary of the RMP for Alofisel should be read in the context of all iffformation including the
assessment report of the evaluation and its plain-language summary, of which is part of the
European Public Assessment Report (EPAR).

Important new concerns or changes to the current ones will be incluc@r: updates of Alofisel's RMP.

I. The medicine and what it is used for
Alofisel is authorised for the treatment of complex peria stulas in adult patients with non-
active/mildly active luminal Crohn’s disease, when fistulas shown an inadequate response to at

least one conventional or biologic therapy (see or the full indication). It contains
DARVADSTROCEL as the active substance and it is give@ALESIONALLY.

Further information about the evaluation of Alofisel’s @- ts can be found in Alofisel’s EPAR, including
in its plain-language summary, available on the E psite under the medicine’s webpage:

https://www.ema.europa.eu/en/medicines/hu PAR/alofisel

II. Risks associated with the e&ne and activities to minimise or further
characterise the risks {,:

Important risks of Alofisel, together measures to minimise such risks and the proposed studies
for learning more about Alofisel’ r@are outlined below.

Measures to minimise the risks
e Specific information,
leaflet and SmPC add

i@ ified for medicinal products can be:
ds warnings, precautions, and advice on correct use, in the package
ed to patients and healthcare professionals;

e Important adviQ e medicine’s packaging;
e The medicing’s legal status — the way a medicine is supplied to the patient (e.g. with or
without pr, tion) can help to minimise its risks.

Together, tﬁes@asures constitute routine risk minimisation measures.

In the cas@oﬁsel, these measures are supplemented with additional risk minimisation measures
er relevant important risks, below.

menti %\
In adb to these measures, information about adverse reactions is collected continuously and
reg ly analysed, including PSUR assessment - include PSUR statement only if product has PSUR
ents so that immediate action can be taken as necessary. These measures constitute routine
acovigilance activities.
jimportant information that may affect the safe use of Alofisel is not yet available, it is listed under
‘missing information’ below.

I1.A List of important risks and missing information

Important risks of Alofisel are risks that need special risk management activities to further investigate
or minimise the risk, so that the medicinal product can be safely administered. Important risks can be



regarded as identified or potential. Identified risks are concerns for which there is sufficien
link with the use of Alofisel. Potential risks are concerns for which an association with the
medicine is possible based on available data, but this association has not been establish
needs further evaluation. Missing information refers to information on the safety of
product that is currently missing and needs to be collected (e.g. on the Iong -t

medicine); '\\
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List of important risks and missing information

None

Tumorigenicity \
Ectopic tissue formation &
Hypersensitivity reactions 0
Transmission of infectious agents
Immunogenicity/allo-immunoreactio
Development of new anal fistula and/ofanal abscess or relapse of
treated fistula {

Medication errors Yo N

Long-term safety \¥/

Experience during pregnan lactation

Experience in the elderlb

Repeat use

Important identified risks
Important potential risks

Missing information

o)
II.B Summary of important potential risks \

Important potential risk: Tumorigenicity { N\

Evidence for linking the risk to
the medicine

Evi rom the published scientific literature and clinical
devielopment programs.

Risk factors and risk groups

CD [%Uents with persistent inflammation, long-standing
ase, extensive disease, young age at diagnosis, family
)nstory of colorectal cancer and co-existing primary
sclerosing cholangitis.

Risk minimisation measure

0
b\}

Routine risk minimisation measures:
SmPC section 5.2

Additional risk minimisation measures:
None
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Additional pharmac
activities

Routine pharmacovigilance activities beyond adverse
reactions reporting and signal detection:
None

Additional pharmacovigilance activities:

o ADMIRE-CD II Study

o ADMIRE CD II long-term extension study

o Retreatment PASS

o European multi-database linkage study

See section II.C of this summary for an overview of the
post-authorisation development plan.

“he medicine

]
ﬁtant potential risk: Ectopic tissue formation
vidence for linking the risk to Evidence from the published scientific literature and clinical

development programs.

Risk factors and risk groups

Unknown

Risk minimisation measures

Routine risk minimisation measures:
SmPC section 5.2

Additional risk minimisation measures:




None

Additional pharmacovigilance
activities

Additional pharmacovigilance activities:
o ADMIRE-CD II Study
o ADMIRE CD II long-term extension study

o Retreatment PASS %

See section II.C of this summary for an
post-authorisation development plan.

Important potential risk: Hypersensitivity reactions

Evidence for linking the risk to
the medicine

& w of the
Evidence from the published sci

'@erature and clinical
development programs. N

Risk factors and risk groups

Patients with known hyperse y to Alofisel or any of its
constituents

Risk minimisation measures

Routine risk minimisatio’@wasures:
SmPC section 4.3 and §QPC section 4.4

Package Leaflet sect@

Additional risk |sation measures:

None
Additional pharmacovigilance Addltlonal acovigilance activities:
activities o IT Study
o re?ﬂent PASS
See section II.C of this summary for an overview of the
post risation development plan.

Important potential risk: Transmissi

Evidence for linking the risk to
the medicine

ion Mtlous agents
E nce from the published scientific literature and clinical

Risk factors and risk groups

evelopment programs.
( nown

Vi
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Routine risk minimisation measures:

SmPC section 4.4 where it is recommended that patients
should be followed-up for potential signs of infection after
administering Alofisel.

SmPC section 4.8

Additional risk minimisation measures:
Healthcare Professional Guide

Additional pha &wgllance

activities Q

Routine pharmacovigilance activities beyond adverse
reactions reporting and signal detection:
None

Additional pharmacovigilance activities:
o ADMIRE-CD II (Cx601-0303) Study
o Retreatment PASS

See section II.C of this summary for an overview of the
post-authorisation development plan.

portant potential risk: Immunogenicity/allo-immunoreactions

Evidence for linking the risk to the
medicine

Evidence from the published scientific literature and clinical
development programs.

Risk factors and risk groups

Patients who develop DSA. However, the number of
sensitised Cx601-treated patients was too low to allow for
meaningful evaluation of the impact of DSA on the

frequency and nature of TEAEs.




Risk minimisation measures

Routine risk minimisation measures:
SmPC section 4.2
SmPC section 5.1
Additional risk minimisation measures
None

Additional pharmacovigilance
activities

Additional pharmacovigilance activiti \'
o ADMIRE-CD II (Cx601-0303) Stud
o ADMIRE CD II (Cx601-0303) Iong.n extension

study
Retreatment PASS &

y fior an overview of the
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See section II.C of this summ
post-authorisation develop

fistula

Important potential risk: Development of new anal fistula and/o?

cess or relapse of treated

Evidence for linking the risk to the
medicine

Evidence from the published scientific literature and clinical

development progra

Risk factors and risk groups

All patients with @ risk of developing anal fistula

and anal abscess

Risk minimisation measures

Routine risk imiSation measures:

SmPC sectiopd"
SmPC 59@8

None

Additional pharmacovigilance
activities

Additi:nal risk minimisation measures:

Addi al pharmacovigilance activities:
%MIRE CD II (Cx601-0303) Study
DMIRE CD II (Cx601-0303) long-term extension
study

(Jo Retreatment PASS

See section II.C of this summary for an overview of the
post-authorisation development plan.

errors

Important potential risk:)&\tion
e

Evidence for linking the ri (0]
medicine

Evidence from the published scientific literature and clinical
development programs.

Risk factors and risk g@‘

Risk factors for medication errors could be

related to the incorrect administration of the product, to
the manipulation of the product, and to the storage of the
product. There are no data available about risk groups or
risk factors for medication errors with Alofisel.

<

(Y
Risk minin&:}@measures
>

Routine risk minimisation measures:
SmPC section 4.2
SmPC section 4.4

Additional risk minimisation measures:
Healthcare Professional Guide

)
%nal pharmacovigilance
\t| ities

Routine pharmacovigilance activities beyond adverse
reactions reporting and signal detection:
None

Additional pharmacovigilance activities:
o ADMIRE-CD II (Cx601-0303) Study
o Retreatment PASS

See section II.C of this summary for an overview of the




| post-authorisation development plan.

Missing information: Long-term safety

Risk minimisation measures

No risk minimisation measures ‘b

Additional pharmacovigilance
activities

Routine pharmacovigilance activities beyo verse
reactions reporting and signal detection%

None ‘
Additional pharmacovigilance activj &
o ADMIRE-CD II (Cx601-0303) Stu

o ADMIRE CD II (Cx601-0303)%erm extension
study &

o Retreatment PASS

See section II.C of this su or an overview of the
post-authorisation develow

plan.

Missing information: Experience duri

ing pregnancy

Risk minimisation measures

Routine risk minimi ion measures:

SmPC section 4.6

r%wisation measures:

Additional risk

C

None
Additional pharmacovigilance Routine ph covigilance activities beyond adverse
activities reactim\ rting and signal detection:

None

i @: pharmacovigilance activities:

RE-CD II (Cx601-0303) Study

ADMIRE CD II (Cx601-0303) long-term extension
tudy

Retreatment PASS

JSee section II.C of this summary for an overview of the
post-authorisation development plan.

he elderly

Missing information: Experi@in t
Risk minimisation measureso

Routine risk minimisation measures:
SmPC section 4.2

Additional risk minimisation measures:
None

Vigilance

Additional phar
activities

*

Routine pharmacovigilance activities beyond adverse
reactions reporting and signal detection:
None

Additional pharmacovigilance activities:

o ADMIRE-CD II (Cx601-0303) Study

o ADMIRE CD II (Cx601-0303) long-term extension
study

o Retreatment PASS

See section II.C of this summary for an overview of the

post-authorisation development plan.

Missing information: Repeat dose

Risk minimisation measures

Routine risk minimisation measures:
SmPC section 4.2

Additional risk minimisation measures:
None




Additional pharmacovigilance Routine pharmacovigilance activities beyond adverse
activities reactions reporting and signal detection:

None

Additional pharmacovigilance activities: @

o Retreatment PASS ¢

See section II.C of this summary for a view of the
post-authorisation development plan.

)

I1.C. Post-authorisation development plan
iqn >

I1.C.1. Studies which are conditions of the marketing authorisat
The following studies are conditions of the marketing authorisation: @

ADMIRE-CD II (Cx601-0303): Phase III Study
Purpose of the study: To evaluate the efficacy and safety
h

ofisel compared to placebo for the
treatment of complex perianal fistula(s) in patients with Cro i

0
@lsease at Week 24 with a follow-up
period up to 52 weeks. %

I1.C.2. Other studies in post-authorisation develo@ lan

Purpose of the study: To evaluate the long-te fety and efficacy of darvadstrocel including
adverse events of special interest (immunogenicity, tumorigenicity and ectopic tissue formation). The
study will also evaluate the long-term effect rvadstrocel treatment on fistula remission, major
fistula-related events (hospitalizations and s s).

ADMIRE-CD II (Cx601-0303) Long Term Exte% tudy
a

Retreatment PASS
Purpose of the study: The overall jegtive of the study is to assess the efficacy and safety of
repeat administration of darvadstrocelin patients with Crohn’s disease and complex perianal fistula.

to quantify malignancy rates in n’s disease patients with complex perianal fistula patients treated

with darvadstrocel. O
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European multi-database Iin? udy: An observational European multi-database linkage study



