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OVERVIEW

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 "CRYSVITA" 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
"CRYSVITA" in Switzerland is the "Arzneimittelinformation/ Information sur le médicament" (see
www.swissmedic.ch) approved and authorized by Swissmedic. Kyowa Kirin Sarl is fully responsible for
the accuracy and correctness of the content of the published summary RMP of "CRYSVITA".



SUMMARY OF RISK MANAGEMENT PLAN FOR CRYSVITA
(BUROSUMAB)

This is a summary of the Risk Management Plan (RMP) for CRYSVITA. The RMP details important risks
of CRYSVITA, how these risks can be minimised, and how more information will be obtained about
CRYSVITA's risks and uncertainties (missing information).

CRYSVITA’s Summary of Product Characteristics (SmPC) and its Package Leaflet (PL) give essential
information to healthcare professionals and patients on how CRYSVITA should be used.

This summary of the RMP for CRYSVITA 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 CRYSVITA’s
RMP.

I. The Medicine and What It Is Used For

According to Swiss label

CRYSVITA is indicated for the treatment of X-linked hypophosphataemia (XLH) in children and
adolescents aged 1 to 17 years with radiographic evidence of bone disease, and in adults.

According to EU — SmPC

CRYSVITA is indicated for the treatment of X-linked hypophosphataemia (XLH) in children and
adolescents aged 1 to 17 years with radiographic evidence of bone disease, and in adults.

CRYSVITA is indicated for the treatment of FGF23-related tumour-induced osteomalacia (TIO)
associated with phosphaturic mesenchymal tumours that cannot be curatively resected or localised in
children and adolescents aged 1 to 17 years, and in adults.

CRYSVITA is available as a solution for injection.

Il. Risks Associated with the Medicine and Activities to Minimise or Further
Characterise the Risks

Important risks of CRYSVITA together with measures to minimise such risks and the proposed
activities for learning more about CRYSVITA’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 SmPC,
advice on the medicine’s packaging, and the medicine’s legal status (e.g. supply with
prescription only). Together, these measures constitute routine risk minimisation measures.

Routine pharmacovigilance activities consist of the continuous collection and regular analysis of
information on suspected adverse reactions, including through periodic safety update reports, so
that action can be taken as necessary. In some cases, routine pharmacovigilance may also include
targeted follow-up questionnaires to obtain more detailed information on specific adverse events.

In addition to these routine measures, CRYSVITA has additional risk minimisation measures for certain
risks (see section I1.B below) and additional pharmacovigilance activities for certain risks or missing
information (see section II.C below).



If important information that may affect the safe use of CRYSVITA is not yet available, it is listed as
‘missing information’ below.

ILA. List of Important Risks and Missing Information

Important risks of CRYSVITA 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 CRYSVITA. 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).

Table 1. List of important risks and missing information

Important identified risks Severe hypercalcaemia in tertiary hyperparathyroidism patients

Ectopic mineralisation
Important potential risks
Female reproductive toxicity

Use in Elderly patients 265 years
Missing information Patients with mild to moderate renal impairment

Long term use

1I.B. Summary of Important Risks
Table 2. Summary of important risks

Important identified risk — Severe hypercalcaemia in tertiary hyperparathyroidism patients

Evidence for linking the risk to the

. Identified risk highlighted from post-marketing data.
medicine

Patients with or at high risk of developing moderate to severe
hypercalcaemia, especially patients with underlying tertiary
Risk factors and risk groups hyperparathyroidism that have additional risk factors such as
prolonged immobilisation, dehydration, hypervitaminosis D or
renal impairment.

Routine pharmacovigilance activities beyond adverse reaction

reporting and signal detection: Targeted follow-up questionnaire
Pharmacovigilance activities associated with hypercalcaemia.

Additional pharmacovigilance activities: None.

Routine risk minimisation measures: Information in SmPC and PL
Risk minimisation measures (warnings/monitoring recommendations/inclusion in the
undesirable effects section).




Additional risk minimisation measures: Distribution of a Direct
Healthcare Professional Communication (DHPC).

Important potential risk — Ectopic

mineralisation

Evidence for linking the risk to the
medicine

Potential risk highlighted in non-clinical and clinical development
programmes.

Risk factors and risk groups

Patients with factors predisposing to ectopic mineralisation,
including prior conventional therapy (phosphate and active
vitamin D), hyperparathyroidism, hypercalcaemia/hypercalciuria,
and renal impairment.

Pharmacovigilance activities

Routine: None beyond routine activities.

Additional: XLH PASS in Europe (see section 2.C).

Risk minimisation measures

Routine: Information in SmPC and PL including monitoring and
avoidance of supranormal phosphate and active vitamin D
metabolites/analogues.

Additional: None.

Important potential risk — Female

reproductive toxicity

Evidence for linking the risk to the
medicine

Potential risk highlighted in non-clinical and clinical development
programmes.

Risk factors and risk groups

Females of child-bearing potential; pregnant females; breast-
feeding females.

Pharmacovigilance activities

Routine: None beyond routine activities.

Additional: XLH PASS in Europe (see section 2.C).

Risk minimisation measures

Routine: Information in SmPC and PL (contraception/pregnancy
and breastfeeding recommendations).

Additional: None.

Missing information — Elderly patients 265 years

Pharmacovigilance activities

Routine: None beyond routine activities.

Additional: None.

Risk minimisation measures

None.

Missing information — Patients wi

th mild to moderate renal impairment

Pharmacovigilance activities

Routine: None beyond routine activities.

Additional: XLH PASS in Europe (see section 2.C).




Risk minimisation measures

Additional: None.

Routine: Information in SmPC and PL (including contraindication
in severe renal impairment/end-stage renal disease and
monitoring recommendations).

Missing information — Long term use

Pharmacovigilance activities

Routine: None beyond routine activities.

Additional: XLH PASS in Europe (see section II.C).

Risk minimisation measures

None.

1I.C. Post-Authorisation Development Plan

11.C.1. Studies which are Conditions of the Marketing Authorisation

There are no planned or on-going imposed post-authorisation efficacy studies.

11.C.2. Other Studies in Post-Authorisation Development Plan

Table 3. Other studies in post-authorisation development plan

Study name

Rationale

Study objectives

Non-interventional Post-
Authorisation Safety Study
(PASS) of burosumab in
the treatment of children,
adolescents and adults
with X-linked
hypophosphataemia

XLH is a rare, chronic deforming
bone disease characterised by
excess circulating FGF23 leading to
increased urinary phosphate
excretion, reduced 1,25(0OH)2D
synthesis and hypophosphataemia.
The MAH has established a
European XLH registry to
characterise treatment, progression
and long-term outcomes; the PASS
will be conducted using data
collected in the registry.

Primary objectives: Evaluate the

frequency and severity of safety
outcomes in burosumab-treated
paediatric and adult XLH patients,
including but not limited to long-
term safety outcomes (e.g. death,
hospitalisations, cardiovascular
disease, cancer [all sites],
hyperphosphataemia and its
complications, ectopic
mineralisation and increased
parathyroid hormone levels). To
evaluate the frequency and
outcomes of pregnancies in female
patients treated with burosumab.
To evaluate the frequency and
severity of safety outcomes in
patients with mild to moderate
chronic kidney disease at baseline
treated with burosumab.

Secondary objectives: Retrospective

cohort comparison of safety
outcomes in burosumab-exposed
patients vs patients receiving
alternative treatments for XLH
(using registry data).

Planned final report: 2031.
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