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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 medicinal products. 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 “ltovebi” 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
“ltovebi” in Switzerland is the “Arzneimittelinformation / Information sur le médicament” (see
www.swissmedic.ch) approved and authorized by Swissmedic. “Roche Pharma (Schweiz) AG” is fully
responsible for the accuracy and correctness of the content of the published summary RMP of Itovebi.



PART VI: SUMMARY OF THE RISK MANAGEMENT PLAN

Summary of Risk Management Plan for Itovebi (inavolisib)

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

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

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

I THE MEDICINE AND WHAT IT IS USED FOR

Itovebi is indicated in combination with palbociclib and fulvestrant for the treatment of adult patients
with PIK3CA-mutated, HR-positive, HER2-negative, locally advanced or metastatic breast cancer,
following recurrence on or within 12 months of completing adjuvant endocrine treatment. It
contains inavolisib as the active substance, and it is given by oral route.

Further information about the evaluation of Itovebi's benefits can be found in ltovebi's EPAR,
including in its plain-language summary, available on the EMA Web site, under the medicine’s Web

page.

Il. RISKS ASSOCIATED WITH THE MEDICINE AND ACTIVITIES TO MINIMIZE OR
FURTHER CHARACTERIZE THE RISKS

Important risks of Itovebi, together with measures to minimize such risks and the proposed studies
for learning more about Itovebi’s risks, are outlined below.

Measures to minimize 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 SmPC addressed to patients and healthcare professionals

e Important advice on the medicine’s packaging

e The authorized pack size—The amount of medicine in a pack is chosen so as 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 minimize its risks.
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Together, these measures constitute routine risk-minimization measures.

In addition to these measures, information about adverse events is collected continuously and
regularly analyzed, 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 Itovebi is not yet available, it is listed under
“missing Information” below.

I.LA List of Important Risks and Missing Information

Important risks of Itovebi are risks that need special risk-management activities to further
investigate or minimize 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 Itovebi. 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 about 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 Hyperglycemia and Associated Complications (including Diabetic
Ketoacidosis)

Important potential risks None

Missing information o  Safety in patients with Type 2 diabetes mellitus (requiring non-

insulin anti-hyperglycemic treatment)

e  Safety in patients with Type 1 or Type 2 diabetes mellitus
(requiring insulin treatment)
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1I.B Summary of Important Risk

Diabetic Ketoacidosis)

Important Identified Risk: Hyperglycemia and Associated Complications (including

Evidence for linking the
risk to the medicine

¢ Nonclinical studies, showing dose dependent and reversible,
minimal to marked, increases in glucose observed in rats at
>1 mg/kg and in dogs at >0.5 mg/kg

. Clinical trial data from studies WO41554 and GO39374

o Class effect: As observed with other PI3Ka inhibitors such
as alpelisib, changes in glucose metabolism may lead to
hyperglycemia

e  Complications due to hyperglycemia, including diabetic
ketoacidosis have not been reported in studies WO41554
and GO39374. Cases of hyperglycemia, including
complications such as life-threatening ketoacidosis have
been reported in the post-marketing setting.

Risk factors and risk
groups

There are several risk factors for developing hyperglycemia,
including (pre)diabetes, HbA1c > 5.7%, BMI > 30 kg/m?, >45
years of age, history of gestational diabetes, and family history of
diabetes mellitus.

No specific risk factors for the development of complications of
hyperglycemia in ltovebi-treated patients have been identified.
However, high-risk patients (e.g., patients with a medical history
of Type 1 or 2 diabetes, concurrent infections, those receiving
concomitant systemic corticosteroids, or other conditions
requiring more intensified glycemia management), may be at
greater risk of experiencing hyperglycemia leading to associated
complications.

Risk-minimization
measures

Routine risk communication:
SmPC Section 4.2 Posology and method of administration, Dose
Modification

SmPC Section 4.4 Special warnings and precautions for use

SmPC Section 4.8 Undesirable Effects

Routine risk-minimization activities recommending specific
clinical measures to address the risk:
SmPC Section 4.2 — Posology and method of administration
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contains instructions about dose modification and management
advice for hyperglycemia

SmPC Section 4.4 — Special warnings and precautions for use
provide recommendations on monitoring and management of
hyperglycemia, including diabetic ketoacidosis

Other routine risk-minimization measures beyond the
Product Information:

Pack size

Medicine’s legal status:

Inavolisib is a prescription only medicine

Additional risk-minimization measures:

Patient Card

Additional
pharmacovigilance
activities

Additional pharmacovigilance activities:

Study GO45322 to evaluate inavolisib-associated hyperglycemia
in Type 2 diabetic patients (requiring non-insulin anti-
hyperglycemic treatment).

A non-interventional, retrospective, cohort study in patients with
Type 1 or Type 2 Diabetes (requiring insulin treatment).

See Section I1.C of this summary for an overview of the post-
authorization development plan.

BMI=body mass index; HbA1.=glycosylated hemoglobin; SmPC =Summary of Product

Characteristics.
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Missing Information:

treatment)

o Safety in patients with Type 2 diabetes mellitus (requiring non-insulin anti-
hyperglycemic treatment)

e Safety in patients with Type 1 or Type 2 diabetes mellitus (requiring insulin

Risk-minimization
measures

Routine risk communication:
SmPC Section 4.4 Special warnings and precautions for use

Routine risk-minimization activities recommending
specific clinical measures to address the risk:

Information on use in patients with diabetes is provided in
SmPC Section 4.4

Other routine risk-minimization measures beyond the
Product Information:

Pack size

Medicine’s legal status:

Inavolisib is a prescription only medicine

Additional risk-minimization measures:

No additional risk-minimization measures

Additional
pharmacovigilance
activities

Additional pharmacovigilance activities:

Study GO45322 to evaluate inavolisib-associated
hyperglycemia in Type 2 diabetic patients (requiring non-
insulin anti-hyperglycemic treatment).

Retrospective, non-interventional study in patients with Type 1
or Type 2 Diabetes (requiring insulin treatment).

See Section I1.C of this summary for an overview of the post-
authorization development plan.

SmPC =Summary of Product Characteristics.

I.C Post-Authorization Development Plan

1I.C.1 Studies that are Conditions of the Marketing Authorization
There are no studies that are conditions of the marketing authorization or specific

obligation of inavolisib.

I.C.2 Other Studies in Post-Authorization Development Plan

Study short name: Study GO45322

7/8



A planned phase Il prospective, open-label safety study of inavolisib and fulvestrant with or without
palbociclib in patients with PIK3CA-mutated, HR-positive, HER2-negative advanced breast cancer
and Type 2 diabetes.

Purpose of the study:

This study will evaluate the safety of the use of inavolisib and inavolisib-associated hyperglycemia
in Type 2 diabetic patients (requiring non-insulin anti-hyperglycemic treatment) with PIK3CA-
mutated, hormone receptor-positive, HER2-negative advanced breast cancer and metastatic
breast cancer treated with a combination of inavolisib plus palbociclib and endocrine therapy.

Study short name: To be confirmed

A planned non-interventional study of inavolisib and fulvestrant with or without a CDK inhibitor in
patients with PIK3CA-mutated, HR-positive, HER2-negative advanced breast cancer and Type 1 or
Type 2 diabetes (requiring insulin treatment).

Purpose of the study:

This study will evaluate the safety of the use of inavolisib and inavolisib-associated hyperglycemia
in Type 1 or Type 2 and diabetic patients requiring insulin treatment with PIK3CA-mutated,
hormone receptor-positive, HER2-negative locally advanced or metastatic breast cancer treated
with a combination of inavolisib and endocrine therapy with or without CDK inhibitor.
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