RISK MANAGEMENT PLAN

Lamzedee
[velmanase alfa]

RMP Version Number: 11.0

Data Lock Point for this RMP: 22 March 2023

Date of final sign-off: 03 August 2023

Marketing Authorisation Holder: Chiesi SA, Villars-sur-Glane, Switzerland

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 Lamzede 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 Lamzede in Switzerland is the

“Arzneimittelinformation / Information sur le médicament” (see www.swissmedic.ch) approved and authorized by Swissmedic. Chiesi SA is fully

responsible for the accuracy and correctness of the content of the published summary RMP of Lamzede.


https://url.de.m.mimecastprotect.com/s/KbcuCOgmqBUjr8P9iEf8CGfKpc?domain=swissmedic.ch
https://url.de.m.mimecastprotect.com/s/KbcuCOgmqBUjr8P9iEf8CGfKpc?domain=swissmedic.ch
https://url.de.m.mimecastprotect.com/s/KbcuCOgmqBUjr8P9iEf8CGfKpc?domain=swissmedic.ch

SUMMARY OF RISK MANAGEMENT PLAN FOR LAMZEDE
(velmanase alfa)

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

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

This summary of the RMP for Lamzede 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 Lamzede's RMP.

1. The medicine and what it is used for?

Lamzede is authorised as an enzyme replacement therapy for the treatment of non-neurological
manifestations in patients with mild to moderate alpha-mannosidosis. It contains velmanase alfa as the
active substance and it is given by intravenous infusion at a controlled speed.

Further information about the evaluation of Lamzede’s benefits can be found in Lamzede’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/lamzede.

I1. Risks associated with the medicine and activities to minimise or
further characterise the risks

Important risks of Lamzede, together with measures to minimise such risks and the proposed studies for
learning more about Lamzede’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;

* Important advice on the medicine’s packaging;

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

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


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

ILA List of important risks and missing information

Important risks of Lamzede 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 Lamzede. 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

Infusion-related reactions

Immunogenicity
Hypersensitivity

Important potential risks

Loss of consciousness
Acute renal failure
Medication errors due to self-administration/home infusion

Missing information

Long term safety.

Safety in non-Caucasian patients.

Safety in pregnant or lactating women.

Safety in patients with hepatic or renal insufficiency.
Safety in patients not capable of performing endurance test.

II.B Summary of important risks

Important identified risk: Infusion related reactions

Evidence for linking the risk
to the medicine

Clinical trials (thLAMAN-02, thLAMAN-03, thLAMAN-04, rhLAMAN-05,
rhLAMAN-07, rhLAMAN-08, thLAMAN-10, SPARKLE), Italian Patient
Support Program (PSP).

Risk factors and risk groups

None identified.

Risk minimisation measures

Routine risk minimisation measures:
-Statement in sections 4.2 4.4, 4.8 and 6.6 of SmPC
-Warnings and precautions in section 2 of PIL

-Administration in section 3 of PIL
-Listed as possible side effects in section 4 of PIL

Important identified risk: Immunogenicity

Evidence for linking the risk
to the medicine

Clinical trials (rhLAMAN-02, thLAMAN-03, thLAMAN-04, rhLAMAN-05,
rhLAMAN-08, thLAMAN-10, SPARKLE).

Risk factors and risk groups

None identified.

Risk minimisation measures

Routine risk minimisation measures:
-Special warnings and precautions related to immunogenicity in section 4.4 of
SmPC

-Listed in section 4.8 of SmPC
-Warnings and precautions in section 2 of PIL




Important identified risk: Hypersensitivity

Evidence for linking the risk
to the medicine

Clinical trials (rhLAMAN-02, thLAMAN-03, thLAMAN-04, rthLAMAN-05,
rhLAMANOS8, rhLAMAN-10, SPARKLE).

Risk factors and risk groups

None identified.

Risk minimisation measures

Routine risk minimisation measures:

-Special warnings and precautions related to hypersensitivity in section 4.4 of
SmPC

-Listed in section 4.8 of SmPC

-Warnings and precautions in section 2 of PIL
-Possible side effects in section 4 of PIL

Important potential risk:

Loss of consciousness

Evidence for linking the risk
to the medicine

Clinical trials (thLAMAN-02, rhLAMAN-03, thLAMAN-04, rthLAMAN-05,
rhLAMAN-08, rhLAMAN-10, SPARKLE)

Risk factors and risk groups

None identified.

Risk minimisation measures

Routine risk minimisation measures:
-Listed in section 4.8 of SmPC
-Possible side effects in section 4 of PIL

Important potential risk

. Acute renal failure

Evidence for linking the risk
to the medicine

Clinical trials (thLAMAN-02, thLAMAN-03, rhLAMAN-04, rhLAMAN-05,
rhLAMAN-08, rhLAMAN-10, SPARKLE)

Risk factors and risk groups

Arthrosis is a common co-morbidity in patients and may require the use of
medications that may affect the kidney. Anti-inflammatory and anti-rheumatic
products were used in 33.3% of subjects in clinical trials.

Risk minimisation measures

-Routine risk minimisation measures:
-Listed in section 4.8 of SmPC
-Possible side effects in section 4 of PIL

Important potential risk

: Medication errors due to self-administration/home infusion

Evidence for linking the risk
to the medicine

Clinical trials (thLAMAN-02, thLAMAN-03, hLAMAN-04, thLAMAN-05,
rhLAMAN-07, thLAMAN-08, thLAMAN-10, SPARKLE), Italian Patient
Support Program (PSP).

Risk factors and risk groups

Most errors in a UK-based prospective study occurred when giving bolus doses
or making up drugs that require multiple step preparations. In an Australian
study, four error types, (wrong intravenous rate, mixture, volume and drug
incompatibility) accounted for 91.7% of errors. A significant proportion of errors
suggest skill and knowledge deficiencies, with errors and severity reducing with
increasing clinical experience.

Risk minimisation measures

Routine risk minimisation measures:

Posology and administration instructions in section 4.2 of SmPC
Pharmaceutical particulars, incompatibilities, storage, disposal, reconstitution
and administration instructions in section 6 of SmPC.




How to use in section 3 of PIL.
How to store in section 5 of PIL.

Additional risk minimization measures:
Home infusion manual for health care professionals

Missing information: Long ferm safety

Risk minimisation measures

Not Applicable.

Missing information: Safety

in non-Caucasian patients

Risk minimisation measures

Not Applicable.

Missing information: Safety in pregnant or lactating women

Risk minimisation measures

Routine risk minimisation measures:

Warnings and precautions with regards to use in pregnancy, lactation and impact
on fertility in section 4.6 of SmPC.

Preclinical data on reproduction and development in section 5.3 of SmPC.
Pregnancy and breast feeding listed in warnings and precaution section, section
2 of PIL.

Missing information: Safety

in patients with hepatic or renal insufficiency

Risk minimisation measures

Routine risk minimisation measures:

Statement regarding no dose recommendations for use in hepatic or renal
insufficiency in section 4.2 of SmPC.

Description of pharmacokinetic properties in section 5.2 of SmPC.

Missing information: Safety in patients not capable of performing endurance test.

Risk minimisation measures

Not Applicable




II. C.

I1.C.1

Post-authorisation development plan

The following studies are conditions of the marketing authorisation:

Studies which are conditions of the marketing authorisation

Study (type and study | Objectives Efficacy Status (planned, Date for submission of
number) uncertainties started) interim or final reports
addressed
rhLAMAN-8 Pharmacokinetics, Efficacy in patients | Completed Final CSR released on 1
safety and efficacy in | from birth to <6 February 2021
Open label 24month ) Y ) Y ' v
. . patients from birth to | years
study in patients from
. < 6 years
birth to < 6 years
The Alpha- To evaluate the long- Long-term Started Annual reports to be
Mannosidosis Registry: | term effectiveness and | effectiveness submitted as part of the

Long term effectiveness

and safety of Lamzede
therapy in European
patients with

safety profile of
treatment with
Lamzede® under
conditions of routine
clinical care.

annual re-assessment

alphamannosidosis To characterize the
entire alpha-
mannosidosis
population, including
variability of clinical
manifestation,
progression and
natural history

I1.C.2 Other studies in post-authorisation development plan

Study (type and study
number)

Objectives

Efficacy
uncertainties
addressed

Status (planned,
started)

Date for submission of
interim or final reports

rhLAMAN-7 Long term safety and Long term efficacy | Study Start date: Final CSR
ffi includi includi lity of | 27 September 2013
Open label in patients © 1c?1cy m(f ueme lflc ueing quatily o CPIETbE 20 April 2023
. . quality of life (QoL) life (QoL) )
previously enrolled in Study finish:
rhLAMAN-02 or 30 September 2022
thLAMAN-05 epiember
rhLAMAN-9 Long term safety and Long term efficacy | Study Start date: Final CSR

Open label in patients
previously enrolled in
rhLAMAN-02 or
rhLAMAN-05

efficacy including
quality of life (QoL)

including quality of
life (QoL)

10 June 2013
Study finish:

30 September 2022

21 April 2023




