EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

Pigray

Procedural steps taken and scientific information after the authorisation*

*Due to the Agency s update of its procedure management systems, an additional document, reflecting the historical lifecycle may be available in the
'Assessment history' section. For the complete product lifecycle procedures, you may need to also refer to EPAR - Procedural steps taken and scientific

information after authorisation (archive).

Application number Opinion/ Commission Product Summary

Notification | Decision Information
ljssued on | Issued? / affected?®
amended on

Variation type II / C.I HUMAN AND VETERINARY MEDICINAL 02/10/2025 Annex II The SmPC (Annex I) is unchanged. For more

1 Notifications are issued for type I variations and Article 61(3) notifications (unless part of a group including a type II variation or extension application or a worksharing application). Opinions
are issued for all other procedures.

2 A Commission decision (CD) is issued for procedures that affect the terms of the marketing authorisation (e.g. summary of product characteristics, annex II, labelling, package leaflet). The
CD is issued within two months of the opinion for variations falling under the scope of Article 23.1a(a) of Regulation (EU) No. 712/2012, or within one year for other procedures.

3 SmPC (Summary of Product Characteristics), Annex II, Labelling, PL (Package Leaflet).
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EMA/VR/0000275207

Variation type II /
EMA/VR/0000263396

PRODUCTS - C.I.4 Change(s) in the
Summary of Product Characteristics,
Labelling or Package Leaflet due to new
quality, preclinical, clinical or

pharmacovigilance data - Accepted

The final report for study CBYL719C2005,
listed as a category 3 study in the RMP, was
submitted. This is a non-interventional Post-
authorisation Safety Study (PASS)/survey
that was conducted to assess healthcare
professionals’ knowledge on management of
hyperglycemia when using alpelisib in
selected EU/EEA countries. The Annex II and
RMP (version 9.0) have been updated

accordingly.

C.I HUMAN AND VETERINARY MEDICINAL
PRODUCTS - C.I.4 Change(s) in the
Summary of Product Characteristics,
Labelling or Package Leaflet due to new
quality, preclinical, clinical or

pharmacovigilance data - Accepted

Update of section 5.3 of the SmPC in order
to reflect the results of the 2-year
carcinogenicity study conducted in rats
(study R2070118). In addition, the MAH took
the opportunity to correct sections 4.5 and
5.2 of the SmPC with regards to the drug-
drug interaction study conducted with the

CYP3A4 substrate everolimus.

24/07/2025

SmPC

information, please refer to the Summary of Product
Characteristics. In Annex II.D. Conditions or
restrictions with regard to the safe and effective
used of the medicinal product. The paragraph on
additional risk minimisations measures, describing
the required educational programme aiming at
increasing awareness and providing information
concerning the signs and symptoms of severe
hyperglycaemia, including ketoacidosis, and how to

manage them, is deleted.

Section 5.3 Preclinical safety data Genotoxicity /
Carcinogenicity Results of standard genotoxicity in
vitro studies with alpelisib were negative. Alpelisib
was not genotoxic in a repeated-dose rat toxicity
study where micronucleus analysis was integrated,
up to exposure levels approximately twice the
estimated exposure (AUC) in humans at the
recommended dose of 300 mg. Alpelisib was not
carcinogenic in a 2-year carcinogenicity study
conducted in rats when administered by daily oral
gavage at doses up to 4 mg/kg (approximately 0.2
times the clinical exposure in patients at the highest
recommended dose of 300 mg/day based on AUC).

For more information, please refer to the Summary
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Variation type IB /
EMA/VR/0000262559

Variation type IA_IN /
EMA/VR/0000247317

This was an application for a group of 28/04/2025
variations.

B.II.f.1.b Extension of the shelf life of the
finished product - B.II.f.1.b.1 As packaged
for sale (supported by real time data) -
Accepted

B.II.f.1 Change in the shelf-life or storage
conditions of the finished product - B.IL.f.1.e
Change to an approved stability protocol -

Accepted

B.II.b.2.c Replacement or addition of a 30/01/2025
manufacturer responsible for importation

and/or batch release - B.II.b.2.c.1 Not

including batch control/testing - Accepted

SmPC

Annex II and
PL

of Product Characteristics.
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