Summary of risk management plan for Skilarence 30 and 120 mg gastro-resistant tablets
(dimethyl fumarate)

This is a summary of the Risk Management Plan (RMP) for Skilarence 30 and 120 mg gastro-
resistant tablets. The RMP details important risks of Skilarence 30 and 120 mg gastro-resistant
tablets, how these risks can be minimised, and how more information will be obtained about

Skilarence 30 and 120 mg gastro-resistant tablets's risks and uncertainties (missing information).

Skilarence 30 and 120 mg gastro-resistant tablets's Summary of Product Characteristics (SmPC)
and its package leaflet give essential information to healthcare professionals and patients on how

Skilarence 30 and 120 mg gastro-resistant tablets should be used.

This summary of the RMP for Skilarence 30 and 120 mg gastro-resistant tablets should be read
in the context of all this information including the assessment report of the evaluation and its plain-

language summary, all which is part of the European Public Assessment Report (EPAR).

Important new concerns or changes to the current ones will be included in updates of Skilarence

30 and 120 mg gastro-resistant tablets's RMP.
I. The medicine and what it is used for

Skilarence 30 and 120 mg gastro-resistant tablets are authorised for the treatment of moderate
to severe plague psoriasis in adults in need of systemic medicinal therapy (see SmPC for the full
indication). It contains dimethyl fumarate as the active substance and it is given by oral route of

administration.

Further information about the evaluation of Skilarence 30 and 120 mg gastro-resistant tablets’s
benefits can be found in Skilarence 30 and 120 mg gastro-resistant tablets’s EPAR, including in
its plain-language summary, available on the EMA website, under the medicine’s webpage

(https://www.ema.europa.eu/en/medicines/human/EPAR/skilarence).




Il. Risks associated with the medicine and activities to minimise or further characterise the
risks

Important risks of Skilarence 30 and 120 mg gastro-resistant tablets, together with measures to
minimise such risks and the proposed studies for learning more about Skilarence 30 and 120 mg
gastro-resistant tablets's risks, are outlined below.

Measures to minimise the risks identified for medicinal products can be:

e Specific information, such as warnings, precautions, and advice on correct use, in the

package leaflet and SmPC addressed to patients and healthcare professionals;
¢ Important advice on the medicine’s packaging;

e The authorised pack size — the amount of medicine in a pack is chosen so to ensure that
the medicine is used correctly;

o The medicine’s legal status — the way a medicine is supplied to the patient (e.g. with or
without prescription) can help to minimise its risks.

Together, these measures constitute routine risk minimisation measures.

In the case of Skilarence 30 and 120 mg gastro-resistant tablets, these measures are
supplemented with additional risk minimisation measures mentioned under relevant important

risks, below.

In addition to these measures, information about adverse reactions is collected continuously and
regularly analysed, including PSUR assessment so that immediate action can be taken as

necessary. These measures constitute routine pharmacovigilance activities.

If important information that may affect the safe use of Skilarence 30 and 120 mg gastro-resistant

tablets is not yet available, it is listed under ‘missing information’ below.

II.LA List of important risks and missing information

Important risks of Skilarence 30 and 120 mg gastro-resistant tablets are risks that need special
risk management activities to further investigate or minimise the risk, so that the medicinal product
can be safely taken. Important risks can be regarded as identified or potential. Identified risks are

concerns for which there is sufficient proof of a link with the use of Skilarence 30 and 120 mg



gastro-resistant tablets. Potential risks are concerns for which an association with the use of this
medicine is possible based on available data, but this association has not been established yet
and needs further evaluation. Missing information refers to information on the safety of the
medicinal product that is currently missing and needs to be collected (e.g. on the long-term use
of the medicine);

List of important risks and missing information

Important identified risks o Decreases in leukocyte and lymphocyte counts

e Serious infections (including opportunistic infections such as
Progressive Multifocal Leukoencephalopathy, PML)

e Gastrointestinal Events

Important potential risks e Malignancies, including renal carcinoma
¢ Renal injury, including Fanconi sindrome

e Hepatic injury

Missing information e Safety profile in patients over 65 years old

e Safety profile in pregnant and lactating woman

e Safety profile in patients with renal impairment

¢ Safety profile in patients with hepatic impairment

e Safety profile in immunosuppressed patients

o Safety profile in patients with gastrointestinal disease

o Safety profile in patients with pre-existing/concurrent
infections

e Long Term Safety Profile

II.B Summary of important risks

Important identified risk: Decreases in leukocyte and lymphocyte counts

Evidence for linking the | DMF is known to cause reductions in White Blood Cell (WBC)
risk to the medicine count and Absolute Lymphocyte Count (ALC) values,
sometimes below the normal limits known as leukopenia and
lymphopenia respectively. Significant ALC reductions have
been described, resulting in grade Il lymphopenia (ALC <500
cells/pL) in approximately 5% of patients [Wright, 2017].




Important identified risk: Decreases in leukocyte and lymphocyte counts

In the clinical development program for DMF gastro-resistant
tablets (Skilarence) “Decreases in leukocyte and lymphocyte
counts” have been observed.

Risk factors and risk
groups

Patients with concomitant chronic debilitating conditions (such
as haematological malignancies, organ transplant patients,
severe stages of rheumatoid arthritis or systemic lupus
erythematosus) who require concomitant immunosuppressive
therapies such as steroids at immunosuppressive doses,
immunosuppressant or Tumour Necrosis Factor (TNF)-a
antagonists [Fica, 2014].

Patients who have concomitant uncontrolled immunodeficiency
disorders such as Human Immunodeficiency Virus (HIV)
infection.

Patients concomitantly taking other treatments for psoriasis, that
may affect the immune system such as Methotrexate (MTX) or
cyclosporine, which can induce lymphopenia.

Risk minimisation
measures

Routine risk minimisation measures
e SmPC sections 4.4 and 4.8.

e PL section 2.

e According to section 4.4 of the SmPC, complete blood count
monitoring before starting and every 3 months during the
treatment; additionally, specific criteria (lymphocytes and
leukocites count values) before initiating and to discontinue
the treatment.

¢ Prescription only medicine.

e Use restricted to physicians experienced in the treatment of
psoriasis.

Additional risk minimisation measures

e Educational Material (EM) for healthcare professionals.

Additional
pharmacovigilance
activities

Additional pharmacovigilance activities

Retrospective chart review to assess the effectiveness of the
Skilarence risk minimisation activities in daily practice.

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




Important identified risk: Serious infections (including opportunistic infections such
as Progressive Multifocal Leukoencephalopathy, PML)

Evidence for linking the | Published literature and clinical development program for DMF
risk to the medicine gastro-resistant tablets (Skilarence).

Since DMF is known to cause reductions in WBC count and ALC
values [Wrigth, 2017], serious infections, including opportunistic
infections such as PML may occur.

Risk factors and risk | Patients with concomitant chronic debilitating conditions (such
groups as haematological or lymphoreticular malignancies, organ
transplant patients, severe stages of rheumatoid arthritis or
systemic lupus erythematosus) who require concomitant
immunosuppressive  therapies such as steroids at
immunosuppressive doses, MTX, immunosuppressants such as
natalizumab [Longbrake, 2015], or TNF-a antagonists [Fica,
2014].

Patients who have immunodeficiency disorders such as HIV
infection or congenital immunodeficiencies [Pavlovic, 2015].

Risk minimisation | Routine risk minimisation measures

measures e SmPC sections 4.4 and 4.8.

e PL section 2.

e According to section 4.4 of the SmPC, a complete blood test
monitoring (including complete WBC counts with differential)
prior to initiating treatment with Skilarence and periodically
monitoring thereafter is recommended. If a patient develops
an infection during treatment with Skilarence, suspension of
treatment should be considered and the benefits and risks
should be reassessed prior to re-initiation of therapy.
Patients receiving Skilarence should be instructed to report
symptoms of infection to a physician. In addition, patients
who develop lymphopenia should be monitored for signs and
symptoms of opportunistic infections, particularly for
symptoms indicative of PML. If PML is suspected, treatment
with Skilarence should be stopped immediately and further
appropriate neurological and radiological examinations
performed.

e Section 4.4 of the SmPC also clearly reflects the stopping
treatment criteria depending on leukocytes or lymphocytes
count values.

e Prescription only medicine.




Important identified risk: Serious infections (including opportunistic infections such
as Progressive Multifocal Leukoencephalopathy, PML)

e Use restricted to physicians experienced in the treatment of
psoriasis.

Additional risk minimisation measures

e EM for healthcare professionals.

Additional
pharmacovigilance
activities

Additional pharmacovigilance activities

Skilarence Post-Authorisation Safety Study
Psoriasis Registries.

in European

Retrospective chart review to assess the effectiveness of the
Skilarence risk minimisation activities in daily practice.

See section 1I.C of this summary for an overview of the post-
authorisation development plan.

Important identified risk: Gastrointestinal Events

Evidence for linking the
risk to the medicine

Published literature and clinical development program for
DMF gastro-resistant tablets (Skilarence).

Clinical studies have shown that, while the overall safety
profile of oral DMF was favourable, between

27% and 38% of DMF-treated patients experienced GlI-
related adverse events within the first 3 months of
treatment [Gold R, 2018].

Risk factors and risk ) ) ) ) ) ) )
Patients with medical history of gastrointestinal diseases.

groups

Risk minimisation | Routine risk minimisation measures

measures

e SmPC sections 4.8.
e PL section 2.

e Section 4.3 Contraindications:
disorders.

Severe gastrointestinal

e Section 4.5 Interaction with other medicinal products and
other forms of interaction: In cases of severe or prolonged
diarrhoea during treatment with Skilarence, absorption of
other medicinal products may be affected

e Prescription only medicine.




Important identified risk: Gastrointestinal Events

e Use restricted to physicians experienced in the treatment of
psoriasis.

Additional risk minimisation measures

e None.

Important potential risk: Malighancies, including renal carcinoma

Evidence for linking the
risk to the medicine

Some medicines that influence the immune system may
increase the risk of developing malignancies. This is therefore a
theoretical risk with Skilarence, although currently there is no
evidence that Skilarence increases the risk of malignancies.

Risk factors and risk | Cancer risk seems to be higher in patients with severe psoriasis.

groups Psoriasis increases the risk for some cancers, such as non-
melanoma skin cancers and alcohol or smoking-related
tumours. Higher cancer risks in patients with severe psoriasis
may be confounded by the effect of systemic treatment [Beyaert,
2013].
Patients witsh long-duration psoriasis seem to be at an
increased risk for kidney cancer [Brauchli, 2009].

Risk minimisation | Routine risk minimisation measures

measures ¢ Prescription only medicine.
e Use restricted to physicians experienced in the treatment of

psoriasis.

Additional risk minimisation measures
e None.

Additional Additional pharmacovigilance activities

zgg\tngowgllance Skilarence Post-Authorisation Safety Study in European

Psoriasis Registries.

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




Important identified risk: Renal injury, including Fanconi Syndrome (FS)

Evidence for linking the
risk to the medicine

Fumaric Acid Esters (FAEs) have been anecdotally linked to
renal adverse events, such as acute kidney injury and FS [Balak,
2016].

Risk factors and risk
groups

A number of risk factors that predispose to chronic kidney
disease are especially prevalent in people with severe psoriasis
including diabetes, hypertension and cardiovascular disease as
well as use of the nephrotoxic drug, cyclosporine [European S3-
Guidelines, 2015].

Risk factors for drug-induced renal FS include: drug dose and
duration of therapy, pre-existing renal impairment, reduced renal
mass, older age or very young, drug interactions, low body
weight, volume depletion or underlying pharmaco-genetic
factors [Gold, 2014]. Female patients with psoriasis treated long
term with FAEs seem to be particularly at risk of FS [Balak,
2016]

Risk minimisation
measures

Routine risk minimisation measures
e SmPC sections 4.4 and 4.8.

e PL section 2.

e According to section 4.3 of the SmPC, Skilarence is
contraindicated in patients with severe renal impairment.

e The SmPC section 4.4 recommends to check renal function
(e.g. creatinine, blood urea nitrogen and urinalysis) prior to
initiation of treatment and periodically thereafter. In the event
of a clinically relevant change in renal function, particularly in
the absence of alternative explanations, consideration
should be given to treatment reduction or discontinuation. In
case of unclear symptoms Fanconi syndrome should be
considered and appropriate examinations should be
performed.

e Prescription only medicine.

e Use restricted to physicians experienced in the treatment of
psoriasis.

Additional risk minimisation measures

e None.




Important identified risk: Renal injury, including Fanconi Syndrome (FS)

Additional
pharmacovigilance
activities

Additional pharmacovigilance activities

Skilarence Post-Authorisation Safety Study
Psoriasis Registries.

in European

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

Important identified risk: Hepatic injury

Evidence for linking the
risk to the medicine

Published literature and clinical development program for DMF
gastro-resistant tablets (Skilarence).

The safety profile of DMF is generally considered favourable,
and only moderate elevations of liver enzymes have been
reported in long-term safety assessments in patients with
psoriasis. However, to date, DMF has not been linked to
instances of clinically apparent liver injury with jaundice [Jungst,
2016].

Risk factors and risk | Concomitant use of hepatotoxic medication such as MTX.
groups Patients with liver diseases such as cirrhosis or hepatitis.
Risk minimisation | Routine risk minimisation measures

measures

e SmPC section 4.4.
e PL section 2.

e According to section 4.3 of the SmPC, Skilarence is
contraindicated in patients with severe hepatic impairment.

e The SmPC section 4.4 recommends to monitor hepatic
function (serum glutamic oxaloacetic transaminase, serum
glutamic pyruvic transaminase, gamma-glutamyl
transferase, alkaline phosphatase) prior to initiation of
treatment and every 3 months thereafter. In the event of a
clinically relevant change in hepatic parameters, particularly
in the absence of alternative explanations, consideration
should be given to dose reduction or treatment
discontinuation.

e Prescription only medicine.

e Use restricted to physicians experienced in the treatment of
psoriasis.

Additional risk minimisation measures




Important identified risk: Hepatic injury

e None.

Missing information: Safety profile in patients over 65 years old

Risk minimisation
measures

Routine risk minimisation measures

e SmPC section 4.2.

e According to section 4.2 of the SmPC, based on the
pharmacology of dimethyl fumarate, a need for dose
adjustment in the elderly is not expected.

e Prescription only medicine.

e Use restricted to physicians experienced in the treatment of
psoriasis.

Additional risk minimisation measures

e None.

Additional
pharmacovigilance
activities

Additional pharmacovigilance activities

Skilarence Post-Authorisation Safety Study in European
Psoriasis Registries

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

Missing information: Safety profile in pregnant and lactating woman

Risk minimisation
measures

Routine risk minimisation measures

e SmPC sections 4.3, 4.6 and 5.3.

e According to section 4.3 and 4.6 of the SmPC, Skilarence is
contraindicated during pregnancy and breast-feeding.

e Prescription only medicine.

e Use restricted to physicians experienced in the treatment of
psoriasis.

Additional risk minimisation measures

¢ None.

Additional
pharmacovigilance
activities

Additional pharmacovigilance activities




Missing information: Safety profile in pregnant and lactating woman

Skilarence Post-Authorisation Safety Study in European
Psoriasis Registries

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

Missing information: Safety profile in patients with renal impairment

Risk minimisation
measures

Routine risk minimisation measures
e SmPC sections 4.2, 4.4 and 5.2.

e Sections 4.2 and 4.4 of the SmPC state that no dose
adjustment is needed in patients with mild to moderate renal
impairment.

e According to sections 4.2, 4.3 and 4.4 of the SmPC,
Skilarence is contraindicated in patients with severe renal
impairment.

e Prescription only medicine.

e Use restricted to physicians experienced in the treatment of
psoriasis.

Additional risk minimisation measures

e None.

Additional
pharmacovigilance
activities

Additional pharmacovigilance activities

Skilarence Post-Authorisation Safety Study in European
Psoriasis Registries

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




Missing information: Safety profile in patients with hepatic impairment

Risk
measures

minimisation

Routine risk minimisation measures
¢ SmPC sections 4.2, 4.4 and 5.2.

e Sections 4.2 of the SmPC states that no dose adjustment is
needed in patients with mild to moderate hepatic impairment.

e According to sections 4.2, 4.3 and 4.4 of the SmPC,
Skilarence is contraindicated in patients with severe hepatic
impairment.

e Prescription only medicine.

e Use restricted to physicians experienced in the treatment of
psoriasis.

Additional risk minimisation measures

e None.

Additional

pharmacovigilance

activities

Additional pharmacovigilance activities

Skilarence Post-Authorisation Safety Study in European
Psoriasis Registries

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

Missing information: Safety profile in immunosuppressed patients

Risk
measures

minimisation

Routine risk minimisation measures

e SmPC sections 4.4 and 4.5.

e According to section 4.4 of the SmPC, limited data are
available on the efficacy and safety of Skilarence in patients
who have been previously treated with other
immunosuppressive or immunomodulating therapies. When
switching patients from such therapies to Skilarence, the
half-life and mode of action of the other therapy should be
considered in order to avoid additive effects on the immune
system.

e Section 4.5 of the SmPC states that Skilarence should be
used cautiously in combination with other systemic
antipsoriatic therapy (e.g. methotrexate, retinoids, psoralens,
ciclosporin, immunosuppressants or cytostatics). During
treatment with Skilarence, simultaneous use of other fumaric
acid derivatives (topical or systemic) should be.




Missing information: Safety profile in immunosuppressed patients

e Prescription only medicine.

e Use restricted to physicians experienced in the treatment of
psoriasis.

Additional risk minimisation measures

e None.

Additional
pharmacovigilance
activities

Additional pharmacovigilance activities

Skilarence Post-Authorisation Safety Study in European
Psoriasis Registries

See section 1I.C of this summary for an overview of the post-
authorisation development plan.

Missing information: Safety profile in patients with gastrointestinal disease

Risk minimisation
measures

Routine risk minimisation measures

e SmPC section 4.4.

e According to sections 4.3 and 4.4 of the SmPC, Skilarence
is contraindicated in patients with severe gastrointestinal
disorders.

e Section 4.4 of the SmPC states that gastrointestinal
tolerability can be improved by following the dose titration
schedule on initiating Skilarence treatment and by taking
Skilarence with food.

e Prescription only medicine.

e Use restricted to physicians experienced in the treatment of
psoriasis.

Additional risk minimisation measures

e None.

Additional
pharmacovigilance
activities

Additional pharmacovigilance activities

Skilarence Post-Authorisation Safety Study in European
Psoriasis Registries

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




Missing information: Safety profile in patients with pre-existing/concurrent infections

Risk minimisation | Routine risk minimisation measures
measures e SmPC section 4.4.

e According to section 4.4 of the SmPC, for patients with pre-
existing infections of clinical relevance, the physician should
decide if treatment with Skilarence should only be initiated
once the infection has resolved. If a patient develops an
infection during treatment with Skilarence, suspension of
treatment should be considered and the benefits and risks
should be reassessed prior to re-initiation of therapy.
Patients receiving Skilarence should be instructed to report
symptoms of infection to a physician.

e Prescription only medicine.

e Use restricted to physicians experienced in the treatment of
psoriasis.

Additional risk minimisation measures

e None.

Additional Additional pharmacovigilance activities
SZS\CQZlgowgllance Skilarence Post-Authorisation Safety Study in European

Psoriasis Registries

See section 1I.C of this summary for an overview of the post-
authorisation development plan.

Missing information: Long Term Safety Profile

Risk minimisation
measures

Routine risk minimisation measures

e Prescription only medicine.

e Use restricted to physicians experienced in the treatment of
psoriasis.

Additional risk minimisation measures

e None.

Additional
pharmacovigilance
activities

Additional pharmacovigilance activities




Missing information: Long Term Safety Profile

Skilarence Post-Authorisation Safety Study in European
Psoriasis Registries

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

II.C Post-authorisation development plan

II.C.1 Studies which are conditions of the marketing authorisation

There are no studies which are conditions of the marketing authorisation or specific obligation of

Skilarence.

II.C.2 Other studies in post-authorisation development plan

Skilarence Post-Authorisation Safety Study in European Psoriasis Registries

Purpose of the study:

In Sept-2017, Skilarence obtained the Marketing Authorisation via centralised procedure in
Europe, for the treatment of moderate to severe psoriasis. At that time, there was limited
information on some special populations and with the long term safety use, so the Committee for
Medicinal Products for Human Use (CHMP) requested to obtain data on the long-term safety of
Skilarence in the post-marketing setting, with a focus on safety concerns of interest (serious
infections, malignancies, and all types of renal injuries) as well as safety in populations not
included in the clinical trials. Specifically, Almirall was asked to explore different options for
collecting these data and to consider the use of one or more psoriasis-specific patient registers
to conduct a PASS.

Retrospective chart review to assess the effectiveness of the Skilarence risk minimisation

activities in daily practice

Purpose of the study:

The aim of this PASS is to assess the effectiveness of risk minimisation measures for Skilarence®
in daily clinical practice. The SmPC and an educational programme aim to inform health care

professionals about the risk of serious opportunistic infections such as PML, associated with the



use of Skilarence® and to provide guidance on how to minimise and manage this risk through

appropriate monitoring of lymphocyte and leukocyte count abnormalities.
The primary objective of this PASS is:

e To assess if physicians who prescribe Skilarence® follow the SmPC recommendations
(particularly, laboratory test monitoring according to leukocyte and absolute lymphocyte

count).
The secondary objectives of this PASS are:

e To describe the characteristics of patients treated with Skilarence® in routine clinical
practice (demographics, disease characteristics, medical history, concomitant diseases,

concomitant medications).
e To assess the average starting dose and the average maintenance dose of Skilarence®.

e To assess the incidence of serious infections (including opportunistic infections such as

PML) in patients treated with Skilarence®.

e To evaluate the incidence of Adverse Drug Reactions (ADRs) and Serious ADRs
(SADRS).
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