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The Risk Management Plan (RMP) is a comprehensive document submitted as part of the
application dossier for market approval of a medicine. The RMP summary contains information
on the medicine's safety profile and explains the measures that are taken in order to further
investigate and follow the risks as well as to prevent or minimise them. The RMP summary of
NEXPOVIO® is a concise document and does not claim to be exhaustive. As the RMP is an
international document, the summary might differ from the “Arzneimittelinformation /
Information sur le médicament” approved and published in Switzerland, e.g. by mentioning
risks occurring in populations or indications not included in the Swiss authorization. Please
note that the reference document which is valid and relevant for the effective and safe use of
NEXPOVIO® in Switzerland is the “Arzneimittelinformation/ Information sur le médicament”
(see www.swissmedic.ch) approved and authorized by Swissmedic. Stemline Therapeutics
Switzerland GmbH is fully responsible for the accuracy and correctness of the content of the
published summary RMP of NEXPOVIO®.



Summary of risk management plan (RMP) for NEXPOVIO (selinexor)

This is a summary of the risk management plan (RMP) for NEXPOVIO. The RMP details
important risks of NEXPOVIO, how these risks can be minimised, and how more information
will be obtained about NEXPOVIO 's risks and uncertainties (missing information).

NEXPOVIO's Arzneimittel information and its package leaflet give essential information to
Healthcare Professionals (HCPs) and patients on how NEXPOVIO should be used in
Switzerland.

This summary of the RMP for NEXPOVIO is based upon information approved in the EU
Summary of product characteristics (SmPC) and EU RMP. It should be read in the context of
all available information including the assessment report of the evaluation and its plain-
language summary, all of 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
NEXPOVIO 's RMP

l. The medicine and what it is used for

NEXPOVIO is authorised in combination with dexamethasone, for the treatment of multiple
myeloma in adult patients who have received at least four prior therapies and whose disease
is refractory to at least two proteasome inhibitors, two immunomodulatory agents and an
antiCD38 monoclonal antibody, and who have demonstrated disease progression on the last
therapy (see EU SmPC for the full indication). NEXPOVIO is indicated in combination with
bortezomib and dexamethasone for the treatment of adult patients with multiple myeloma who
have received at least one prior therapy (see EU SmPC for the full indication). It contains
selinexor as the active substance and it is given by oral route. Further information about the
evaluation of NEXPOVIO’s benefits can be found in NEXPOVIO’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/nexpovio

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

Important risks of NEXPOVIO, together with measures to minimise such risks and the
proposed studies for learning more about NEXPOVIO 's risks, are outlined below.

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

¢ Specific information, such as warnings, precautions, and advice on correct use, in the
package leaflet and SmPC addressed to patients and healthcare professionals.

e 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.


https://www.ema.europa.eu/en/medicines/human/EPAR/nexpovio

e 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 addition to these
measures, information about adverse reactions is collected continuously and regularly
analysed, including PSUR (Periodic Safety Update Report) 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 NEXPOVIO which is not yet
available, it is listed under ‘missing information’ below.

Il.A List of important risks and missing information

Important risks of NEXPOVIO 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 NEXPOVIO. 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 e Thrombocytopenia and Bleeding
e Severe infections due to
Neutropenia
Important Potential risks e Acute cerebellar syndrome
e Medication error
Missing Information e Use in patients with severe renal
impairment
o Use in patients with severe hepatic
impairment

Il.B Summary of important risks

Important identified risk: Thrombocytopenia and Bleeding

Evidence for linking the risk to the medicine | Thrombocytopenia was experienced
frequently by patients in the target
population in clinical trials. Almost half of
the patients with events in completed trials
had thrombocytopenia of Grade =3 intensity
and one patient died from bleeding due to
thrombocytopenia considered possibly
related to selinexor treatment.

Risk factors and risk groups Assessment of the contribution of selinexor
to the development of thrombocytopenia in
the patients under study was influenced by
multiple confounding variables including
baseline thrombocytopenia, bone marrow
cellularity and replacement with malignant
plasma cells, disease indication, patient
age, previous treatments, advanced




disease, current comorbidities, concomitant
medications and the complexity of the
patient populations studied.

Risk minimisation measures

Routine risk minimisation measures: SmPC
sections 4.2, 4.4, 4.8, PIL sections 2 and 4

Legal status: restricted medical prescription

Additional risk minimisation measures: none

Important identified risk: Severe infections due to Neutropenia (including the PTs
Neutropenia and Neutrophil count decreased)

Evidence for linking the risk to the medicine

Adverse events of neutropenia were
experienced frequently by patients in the
target population in clinical trials. About
30% of the patients had neutropenia at
some point of treatment and most instances
were Grade 3 events. Severe infections due
to neutropenia were observed in clinical
trials with the most commonly reported
infectious event occurring concurrently with
neutropenia (defined as +/- 5 days of onset
of neutropenia event) were pneumonia,
lung infection, sepsis, urinary tract infection,
bacteraemia and influenza, Although
Neutropenia is not considered to be a risk
fact for viral infections, this information is
presented here in the context of
neutropenia and infections. Neutropenia
considered related to selinexor treatment
was reported for about a quarter of the
patients. About 15% of patients with
neutropenia had = grade 3 infections
related events.

Risk factors and risk groups

Main risk factors for the development of
neutropenia in cancer patients are age,
poor performance status, advanced
disease, certain comorbidities (renal
impairment, hepatic impairment,
cardiovascular disease), low baseline blood
cell counts, low body surface area/body
mass index, treatment with
myelosuppressive chemotherapies, and
specific genetic polymorphisms.
Neutropenia can increase the risk of
infections in these heavily pre-treated
patients with underlying hematological
malignancy. Infections are common in
patients with advanced hematological
malignancies due to the underlying
cytopenia secondary to malignancy, various
anti-neoplastic treatments, advanced age
and associated co-morbidities. .




Risk minimisation measures

Routine risk minimisation measures: SmPC
sections 4.2, 4.4, 4.8, PIL sections 2 and 4

Legal status: restricted medical prescription
Additional risk minimisation measures: none

Important potential risk: Acute Cerebellar Syndrome (ACS)

Evidence for linking the risk to the medicine

Three cases of ACS related events were
reported in selinexor development program
One (1) case has occurred in an adult
patient with heavily pretreated, relapsed
pancreatic cancer and baseline cerebellar
abnormalities on magnetic resonance
imaging (MRI) who was treated with
selinexor 145 mg twice weekly (i.e., a very
high dose which is no longer used); 2 cases
occurred in pediatric patients with refractory
Acute Myeloid Leukemia (AML), also with
baseline cerebellar abnormalities and
treated at very high doses no longer used.
No new reports were identified since these
cases were reported and further study of
higher doses was discontinued.

No cases of ACS have occurred in adult
patients with MM or other hematologic
malignancies. Because ACS can be
associated with significant morbidity and
there are direct implications for monitoring
and management, ACS has been
characterized as an important potential risk
of selinexor.

Risk factors and risk groups

Reported events of ACS are often
confounded by a variety of factors including
central nervous system disorders due to
progressive disease complicating the
electrolyte profile, intrinsic tumor-related
factors, variable risk factors that predispose
towards development of ACS and
concomitant use of multiple medications,
which are associated with ACS.

Risk minimisation measures

Routine risk minimisation measures: None
Legal status: restricted medical prescription

Additional risk minimisation measures:
none

Important potential risk: Medication error

Evidence for linking the risk to the medicine

Medication error (ME) in the form of
overdose were reported in 3 and 5 patients
in HM-Pool and MM-Pool respectively. All
events were low grade and resolved.




A clear causal association cannot be
established, ME has been recognized as an
important potential risk of selinexor.

Risk factors and risk groups

Reported events of ME are confounded by
age and concomitant use of several
medications.

Risk minimisation measures

Routine risk minimization measures:
Labelling, SmPC 4.9

Legal status: restricted medical prescription
Additional risk minimization measures: none

HM pool refers to all Company Sponsored Trials of selinexor in hematological malignancies with data available (KCP-330-001,
KCP-330-008, KCP-330-009, KCP-330-010, KCP-330-012, KCP-330-013); data cut-off date: 07 September 2019.

MM pool refers to all Company Sponsored Trials of selinexor in MM with data available (KCP-330-001, KCP-330-012, KCP-

330-017, KCP-330-023); data cut-off date: 07 September 2019.

Missing information: Use in patients with severe renal impairment

Risk minimisation measures

Routine risk minimisation measures: SmPC
section 5.2 where information on the
missing information is provided.

Legal status: restricted medical prescription

Additional risk minimisation measures: none

Missing information: Use in patients with severe hepatic impairment

Risk minimisation measures

Routine risk minimisation measures: SmPC
section 5.2 where information on the
missing information is provided.

Legal status: restricted medical prescription

Additional risk minimisation measures: none

Il.C Post-authorisation development plan

Il.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 NEXPOVIO.

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

There are no additional PV activities ongoing or planned.




