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Disclaimer

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 Alhemo® 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 Alhemo® in Switzerland is the “Arzneimittelinformation /
Information sur le médicament” (see www.swissmedic.ch) approved and
authorized by Swissmedic. Novo Nordisk Pharma AG is fully responsible for the
accuracy and correctness of the content of the published summary RMP of
Alhemo®.
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Summary of the risk management plan for concizumab

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

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

Important new concerns or changes to the current ones will be included in updates
of Alhemo's RMP.

1. The medicine and what it is used for

Alhemo has been authorised for routine prophylaxis to prevent or reduce the
frequency of bleeding in patients with haemophilia A or B with inhibitors (>12
years) in certain countries. Alhemo will be authorised for routine prophylaxis for
haemophilia A or B without inhibitors (>12 years, see SmPC for the full indication).
It contains concizumab as the active substance and it is given by the
subcutaneous route of administration.

Further information about the evaluation of Alhemo’s benefits can be found in
Alhemo’s EPAR, including in its plain-language summary, available on the EMA
website, under the medicine’s webpage: EPAR link.

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

Important risks of Alhemo, together with measures to minimise such risks and the
proposed studies for learning more about Alhemo 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 Product Information 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;

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

Together, these measures constitute routine risk minimisation measures.

In addition to these measures, information about adverse events 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 Alhemo is not yet available,
it is listed under ‘missing information’ below.

2.1 List of important risks and missing information

Important risks of Alhemo 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 sufficient proof of a link with the use of Alhemo.
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). A list of important risks and missing information
for Alhemo is provided in Table 1.

Table 1 List of important risks and missing information

List of important risks and missing information

Important identified risks e Thromboembolic events

Important potential risks e None

Missing information e None

2.2 Summary of important risks

An overview of important identified risk(s) for Alhemo is provided in Table 2. No
important potential risks or missing information have been recognised for Alhemo.

Table 2 Important identified risks

Thromboembolic events

Evidence for linking the risk | Thrombosis formation consistent with an exaggerated
to the medicine pharmacological effect was observed in repeat-dose toxicology
studies conducted in normo-coagulant cynomolgus monkeys at

4

VV-REG-579998 2.0



Q

. ®
novo nordisk

high concizumab exposures.

A few patients on treatment with concizumab reported serious
non-fatal thromboembolic events in the phase 3 clinical studies.
An overall medical assessment of the events revealed multiple
risk factors that may have contributed to the development of
these events. These were a combination of different
thromboembolic risk factors and the use of high or frequent
doses of breakthrough bleed treatment.

Risk factors and risk groups

Possible risk factors include a history of thromboembolic events,
thromboembolism in the family, obesity, arrhythmias,
hypertension, diabetes, hypercholesterolaemia, smoking, post-
surgical status, immobilisation, infection, liver disease and old
age. The use of high or frequent doses of breakthrough bleed
treatment with factor products could be a risk factor for the
development of thromboembolic events.

In general, patients with a pathological condition in which Tissue
Factor is expressed more extensively than considered
physiological, e.g., advanced atherosclerosis, cancer, crush
injury, or septicaemia, may be at a higher risk of developing
thromboembolic events.

Risk minimisation measures

Routine risk minimisation measures:

Information is provided in the SmPC (Special warnings and
precautions for use) that cases of non-fatal arterial and venous
thromboembolic events have been reported in the concizumab

clinical studies. These cases occurred in patients with multiple
risk factors including high or frequent doses of breakthrough
bleed treatment. The SmPC also includes a statement
highlighting that caution should be exercised when the patient is
at high risk of developing thromboembolic events. PL contains a
warning that blood clots (thromboembolic events) may occur and
that the patient should stop using concizumab in case of signs of
blood clots, and the PL provides information on symptoms of
thromboembolic events.

In the SmPC, it is recommended that patients should be
informed of and monitored for the occurrence of signs and
symptoms of thromboembolic events, and in case of suspicion of
thromboembolic events, concizumab should be discontinued and
further investigations and appropriate medical treatment should
be initiated.

Additional risk minimisation measures:
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e Guide for Healthcare Professionals
e Guide for Patient/Carer
e Patient alert card

Additional Additional pharmacovigilance activities:
pharmacovigilance activities | Registry-based cohort study

Abbreviations: SmPC = Summary of Product Characteristics; PL = package leaflet; RMP = risk
management plan.

2.3 Post-authorisation development plan

2.3.1 Studies which are conditions of the marketing authorisation

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

2.3.2 Other studies in post-authorisation development plan
Registry-based cohort study summary (NN7415-7533)

A registry-based observational cohort study is planned to characterise the safety
profile of concizumab in people with haemophilia in the real-world setting.

The primary objective is to estimate the thromboembolic event rate in people with
haemophilia on concizumab in the real-world setting. The secondary objectives are
1) to describe individual cases of thromboembolic events including any risk factors,
2) to estimate the rate of hypersensitivity reactions in people with haemophilia on
concizumab in the real-world setting and to describe individual cases of
hypersensitivity and 3) to estimate the rate of other adverse events in people with
haemophilia on concizumab in the real-world setting.
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