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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 BEYONTTRA® 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 BEYONTTRA® in Switzerland, is the “Arzneimittelinformation/ Information sur le
médicament” (see www.swissmedic.ch) approved and authorized by Swissmedic. Bayer
(Schweiz) AG is fully responsible for the accuracy and correctness of the content of the
published summary RMP of BEYONTTRA®, hereinafter referred to as BEYONTTRA.
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Summary of Risk Management Plan for Acoramidis

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

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

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

1. The medicine and what it is used for

BEYONTTRA is indicated for the treatment of wild-type or variant transthyretin amyloidosis
in adult patients with cardiomyopathy (ATTR-CM). It contains acoramidis as the active
substance and is taken orally. Each film-coated tablet contains 356 mg of acoramidis
equivalent to 400 mg of acoramidis hydrochloride.

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

2. Risks Associated with the Medicine and Activities to Minimise or
further Characterise the Risks

Important potential risks of BEYONTTRA, together with measures to minimise such risks,
are outlined below.

Routine risk minimisation measures for acoramidis include:

e 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;

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.
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In addition to these measures, information about adverse reactions is collected continuously
and regularly analysed, including Periodic Safety Update Report (PSUR) assessment so that
immediate action can be taken as necessary. These measures constitute routine
pharmacovigilance activities.

2.1 List of Important Risks and Missing Information

Important risks of acoramidis 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 acoramidis. 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 None

Important potential risks Reproductive and developmental toxicity
Kidney injury

Missing information None

2.2 Summary of Important Risks

Important potantial risk: Reproductive and developmental toxicity

Evidence for linking the risk | The source of evidence is a single PPND toxicity study in
to the medicine rats (Study 8411736). The adverse acoramidis-related
effects were noted in F1 generation in rats at the highest
dose of 1000 mg/kg/day (approximatively 80 times of the
projected human dose/AUC/concentration). Severe maternal
toxicity including mortalities and weight loss during the
period of organogenesis was also observed at this dose. The
NOAEL in the PPND toxicity study in rats were established
at the tested dose of acoramidis HCI 350 mg/kg/day (AUC
values were approximatively 21-fold the human exposure at
the clinical dose of acoramidis.

As per ICH S5, in general, there is increased concern when
the NOAEL occurs at exposures less than 10-fold the human
exposure at the MRHD; above this threshold, concern is
reduced. Effects that are limited to occurrence at more than
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Important potantial risk: Reproductive and developmental toxicity

25-fold the human exposure at the MRHD are usually of
minor concern for the clinical use of the pharmaceutical.

There are no data on acoramidis in pregnant women as they
were excluded from the clinical development programme.

Considering the data are from a single PPND study in rats
with exposures well above the ICH thresholds for clinical
concern, and there are no data in pregnant women, evidence
for this potential risk is weak.

Risk factors and risk groups

Pregnant women and women of childbearing potential with
the diagnosis of ATTR cardiomyopathy who are not using
contraception are at risk.

Risk minimisation measures

Routine risk minimisation measures:

e SmPC Section 4.6 Fertility, pregnancy, and lactation
e SmPC Section 5.3 Preclinical safety data

e SmPC Package leaflet: Information for patients, No. 2

Additional risk minimisation measures:
None

Additional
pharmacovigilance activities

None

Important potential risk: Kidney injury

Evidence for linking the risk
to the medicine

The pattern of renal laboratory observations seen in the
acoramidis development programme, the pattern of the
serum creatinine changes, favourable profiles for both
UACR and urine albumin excretion (a marker of kidney
injury) compared to placebo, clinical outcomes favouring
acoramidis over placebo, and lack of association with renal
AEs are consistent with a renal haemodynamic effect of
acoramidis and inconsistent with AKI.

Risk factors and risk groups

No risk factors or groups were identified, including from
analysis in the subgroup of patients with eGFR < 30
mL/min/1.73 m2 at screening.
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Important potential risk: Kidney injury

Risk minimisation measures

Routine risk minimisation measures:

e SmPC Section 4.4 Special warnings and precautions for
use — Renal haemodynamic parameters

e SmPC Section 5.1. Pharmacodynamic properties
e SmPC Package leaflet: Information for patients, No. 2

Additional risk minimisation measures:
None

Additional
pharmacovigilance activities

None

3. Post-authorisation Development Plan

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 acoramidis.

3.2 Other Studies in Post-authorisation Development Plan

There are no studies required for acoramidis.
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