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Kisqali is indicated in combination with:

- a non-steroidal aromatase inhibitor for the treatment of pre/perimenopausal or
postmenopausal women, with hormone receptor (HR)-positive, human epidermal
growth factor receptor 2 (HER2)-negative locally advanced or metastatic breast
cancer, as initial endocrine-based therapy; or

- fulvestrant for the treatment of men and postmenopausal women with HR-positive,
HER2-negative advanced or metastatic breast cancer, as initial endocrine-based
therapy or following disease progression on endocrine therapy.

7'vo niIn

Ribociclib (as succinate) 200 mg
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4.4 Special warnings and precautions for use

Interstitial lung disease/pneumonitis

ILD/pneumonitis has been reported with CDK4/6 inhibitors including Kisqali. In the 3

phase Il clinical studies (MONALEESA-2 [A2301], MONALEESA-7 [E2301-NSAl] and
MONALEESA-3 [F2301]), ILD (any grade 0.3%, including 0.1% grade 3) was reported in the
Kisqali-treated group, with no cases in the placebo-treated group. Pneumonitis was-reperted

in-beth-the Kisqali-—and-the placebo-treated-groups-(any grade 0.46%, versus 0.4%with-no
grade-3-or4-in-eithertreatment-group)- was reported in the Kisqali- and placebo-treated

groups, respectively, with no grade 3 or 4 events in either treatment group.
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Based on the severity of the ILD/pneumonitis, which may be fatal, Kisqali may require dose
interruption, reduction or discontinuation as described in Table 5 (see section 4.2).

Patients should be monitored for pulmonary symptoms indicative of ILD/pneumonitis which
may include hypoxia, cough and dyspnoea and dose modifications should be managed in
accordance with Table 5 (see section 4.2).

4.8 Undesirable effects

Summary of the safety profile

The most common_adverse reactions (ADRs) and-the-mest-commeon-grade-3/4-ADRs
(reported at a frequency 220%-and-=2%;-respesctively) in the pooled dataset for which the

frequency for Kisqgali plus any combination exceeds the frequency for placebo plus any

combination were neutropenia, infections, reutropenia;-leukopenia-headachecough;

nausea, fatigue, diarrhoea, leukopenia, vomiting, headache, constipation, alopecia, cough,
rash, back painand-rash, anaemia and abnormal liver function tests.

The most common grade 3/4 ARs (reported at a frequency of >2%) in the pooled dataset for
which the frequency for Kisqali plus any combination exceeds the frequency for placebo plus
any combination were neutropenia, leukopenia, abnormal liver function tests, lymphopenia,
and-infections, back painneutropenia-ledkopenia, anaemia, fatigue, abrermatliverfunction
tests;-lymphopenia--hypophosphataemia and vomiting-respectively.

Dose reduction due to adverse events, regardless of causality, occurred in 37-339.5% of
patients receiving Kisqali in the phase lll clinical studies regardless of the combination and
permanent discontinuation was reported in 7-08.7% of patients receiving Kisgali and any
combination in the phase lll clinical studies.

Tabulated list of adverse reactions

The overall safety evaluation of Kisqali is based on the pooled dataset from 1,065 patients
who received Kisqali in combination with endocrine therapy (N=582 in combination with an
non-steroidal aromatase inhibitor and N=483 in combination with fulvestrant) and who were
included in the randomised, double-blind, placebo-controlled phase lll clinical studies
(MONALEESA-2, MONALEESA-7 NSAI subgroup and MONALEESA-3) in HR-positive,
HERZ2-negative advanced or metastatic breast cancer.

Additional ADRs were identified post-marketing.

The median duration of exposure to Kisgali-study treatment across the pooled phase Il
studies dataset was 24-719.2 months, with 61.7% patients exposed =12 months.

Table 7 Adverse reactions observed in the three phase lll clinical studies and
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during post-marketing experience

Adverse reaction Frequency
Infections and infestations

Infections' | Very common
Blood and lymphatic system disorders

Neutropenia, leukopenia, anaemia, lymphopenia Very common
Thrombocytopenia, febrile neutropenia Common
Metabolism and nutrition disorders

Decreased appetite Very common
Hypocalcaemia, hypokalaemia, hypophosphataemia Common
Nervous system disorders

Headache, dizziness Very common
Vertigo Common

Eye disorders

Lacrimation increased, dry eye | Common
Cardiac disorders

Syncope | Common
Respiratory, thoracic and mediastinal disorders

Dyspnoea, cough | Very common

Gastrointestinal disorders

Nausea, diarrhoea, vomiting, constipation, stematitis;-abdominal pain?,

stomatitis, dyspepsia Very common

Dysgeusia Common
Hepatobiliary disorders

Hepatotoxicity? | Common
Skin and subcutaneous tissue disorders

Alopecia, rash?*, pruritus Very common
Dry skin, Eerythema, dry-skin, vitiligo Common
Toxic epidermal necrolysis (TEN)* Not known
Musculoskeletal and connective tissue disorders

Back pain | Very common
General disorders and administration site conditions

Fatigue, peripheral oedema, pyrexia, asthenia; pyrexia Very common
Oropharyngeal pain, Bry-dry mouth; eropharyngealpain Common
Investigations

Abnormal liver function tests® Very common
Blood creatinine increased, electrocardiogram QT prolonged Common

"Infections: urinary tract infections, respiratory tract infections, gastroenteritis, sepsis (<1%).
2 Abdominal pain: abdominal pain, abdominal pain upper.

3 Hepatotoxicity: hepatic cytolysis, hepatocellular injury, drug-induced liver injury (<1%),
hepatotoxicity, hepatic failure, autoimmune hepatitis (single case).

4Rash: rash, rash maculopapular, rash pruritic.

5 Abnormal liver function tests: ALT increased, AST increased, blood bilirubin increased.

* Adverse reactions reported during post-marketing experience. These are derived from
spontaneous reports for which it is not always possible to reliably establish frequency or a
causal relationship to exposure to the medicinal product.

Description of selected adverse reactions

Neutropenia
Neutropenia was the most frequently reported adverse reaction (#3-775.4%) and a grade 3

or 4 decrease in neutrophil counts (based on laboratory findings) was reported in 58-:662.0%
of patients receiving Kisqgali plus any combination in the phase Il studies.
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Among the patients who had grade 2, 3 or 4 neutropenia, the median time to onset was
16-17 days, for those patients who had an event. The median time to resolution of grade =3
(to normalisation or grade <3) was 12 days in the Kisqali plus any combination arms
following treatment interruption and/or reduction and/or discontinuation. Febrile neutropenia
was reported in about +-41.7% of patients exposed to Kisqgali in the phase Il studies.
Patients should be instructed to report any fever promptly.

Based on its severity, neutropenia was managed by laboratory monitoring, dose interruption
and/or dose modification. Treatment discontinuation due to neutropenia was low (0.8%) (see
sections 4.2 and 4.4).

Hepatobiliary toxicity

In the phase Il clinical studies, hepatobiliary toxicity events occurred in a higher proportion
of patients in the Kisqali plus any combination arms compared with the placebo plus any
combination arms (23-227.3% versus 16-519.6%, respectively), with more grade 3/4 adverse
events reported in the patients treated with Kisqali plus any combination (44-413.2% versus
5:46.1%, respectively). Increases in transaminases were observed. Grade 3 or 4 increases
in ALT (9-711.2% versus 4-51.7%) and AST (6-77.8% versus 2.1%) were reported in the
Kisqali and placebo arms, respectively. Concurrent elevations in ALT or AST greater than
three times the upper limit of normal and total bilirubin greater than two times the upper limit
of normal, with normal alkaline phosphatase, in the absence of cholestasis occurred in

6 patients (4 patients in Study A2301 [MONALEESA-2], whose levels recovered to normal
within 154 days and 2 patients in Study F2301 [MONALEESA-3], whose levels recovered to
normal in 121 and 532 days, respectively, after discontinuation of Kisqgali). There were no
such cases reported in Study E2301 (MONALEESA-7).

Dose interruptions and/or adjustments due to hepatobiliary toxicity events were reported in
16-412.3% of Kisqgali plus any combination treated patients, primarily due to ALT increased
(67.9%) and/or AST increased (6-17.3%). Discontinuation of treatment with Kisqali plus any
combination due to abnormal liver function tests or hepatotoxicity occurred in 2.32.4% and
0-40.3% of patients respectively (see sections 4.2 and 4.4).

In the phase Il clinical studies, 83:270.9% (8990/467127) of grade 3 or 4 ALT or AST
elevation events occurred within the first 6 months of treatment. Among the patients who had
grade 3 or 4 ALT/AST elevation, the median time to onset was 85-92 days for the Kisqali
plus any combination arms. The median time to resolution (to normalisation or grade <2)
was 22-21 days in the Kisqali plus any combination arms.

QT prolongation

In study E2301 (MONALEESA-7), the observed mean QTcF increase from baseline was
approximately 10 msec higher in the tamoxifen plus placebo subgroup compared with the
NSAI plus placebo subgroup, suggesting that tamoxifen alone had a QTcF prolongation
effect which can contribute to the QTcF values observed in the Kisqali plus tamoxifen group.
In the placebo arm, a QTcF interval increase of >60 msec from baseline occurred in 6/90
(6.7%) patients receiving tamoxifen and in no patients receiving a NSAI (see section 5.2). A
QTcF interval increase of >60 msec from baseline was observed in 14/87 (16.1%) patients
receiving Kisqali plus tamoxifen and in 18/245 (7.3%) patients receiving Kisgali plus a NSAI.
Kisqali is not recommended to be used in combination with tamoxifen (see section 5.1).

In the phase Il clinical studies 8:49.3% of patients in the Kisqali plus aromatase inhibitor or
fulvestrant arms and 3.:23.5% in the placebo plus aromatase inhibitor or fulvestrant arms had
at least one event of QT interval prolongation (including ECG QT prolonged and syncope).
Review of ECG data showed 154 patients (4-31.4%) had >500 msec post-baseline QTcF
value, and 59-61 patients (5.68%) had a >60 msec increase from baseline in QTcF intervals.
There were no reported cases of torsade de pointes. Dose interruptions/adjustments were
reported in 2.39% of Kisqali plus non-steroidal aromatase inhibitor or fulvestrant treated
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patients due to electrocardiogram QT prolonged and syncope.

The analysis of ECG data showed 52-55 patients (4-95.2%) and 44-12 patients (1.45%) with
at least one >480 msec post-baseline QTcF for the Kisqali plus non-steroidal aromatase
inhibitor or fulvestrant arms and the placebo plus non-steroidal aromatase inhibitor or
fulvestrant arms, respectively. Amongst the patients who had QTcF prolongation >480 msec,
the median time to onset was 15 days regardless of the combination and these changes
were reversible with dose interruption and/or dose reduction (see sections 4.2, 4.4 and 5.2).
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