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Kisgali is indicated in combination with:

- anon-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.
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4.2 Posology and method of administration

ECGs with 1.  The dose should be interrupted.

QTcF >480 msec 2. If QTcF prolongation resolves to <481 msec, resume treatment at the next
lower same dose level.

3. If QTcF >481 msec recurs, interrupt dose until QTcF resolves to
<481 msec and then resume Kisqali at the next lower dose level.

ECGs with If QTcF is greater than 500 msec, en-atleast2-separate ECGs interrupt Kisgali
QTcF >500 msec until QTcF is <481 msec then resume Kisqali at next lower dose level.

If QTcF interval prolongation to greater than 500 msec or greater than 60 msec
change from baseline occurs in combination with torsade de pointes or
polymorphic ventricular tachycardia or signs/symptoms of serious arrhythmia,
permanently discontinue Kisqali.

Special populations

Renal impairment

No dose adjustment is necessary in patients with mild or moderate renal impairment. A starting dose of 200
mg is recommended in patients with severe renal impairment. Kisgali has not been studied in breast cancer
patients with severe renal impairment (see sections 4.4, 5.1 and 5.2).

Caution should be used in patients with severe renal impairment, ESRD (End Stage Renal Disease) or on
dialysis treatment with close monitoring for signs of toxicity as there is no experience with Kisgali in this
patient population.

Hepatlc impairment

#&Heﬂen—ne No dose adjustment is necessary in patlents Wlth mlld hepatlc |mpa|rment (Chl|d Pugh class A).
Patients with moderate (Child-Pugh class B) and severe hepatic impairment (Child-Pugh class C) can have
increased (less than 2- fold) exposure to rlbocmllb and the startmg dose of 400 mg Klsqall once daily is
recommended. Ribe 3 A 3 , i

impairment (see section 5. 2)

4.4 Special warnings and precautions for use

Blood creatinine increase

Ribociclib may cause blood creatinine increase as an inhibitor of the renal transporters organic cation
transporter 2 (OCT2) and multidrug and toxin extrusion protein 1 (MATEL), which are involved in the active
secretion of creatinine from the proximal tubules (see section 4.5). In case of blood creatinine increase while
on treatment, it is recommended that further assessment of the renal function be performed to exclude renal
impairment.
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Renal impairment

The recommended starting dose of 200 mg for patients with severe renal impairment is estimated to result in
approximately 45% lower exposure compared with the standard starting dose in patients with normal renal
function. The efficacy at this starting dose has not been studied. Caution should be used in patients with
severe renal impairment with close monitoring for signs of toxicity (see sections 4.2 and 5.2).

4.8 Undesirable effects

Description of selected adverse drug reactions

Patients with renal impairment

In the three pivotal studies, 341 patients with mild renal impairment and 97 patients with moderate renal
impairment were treated with ribociclib. No patient with severe renal impairment was enrolled (see

section 5.1). There was a correlation between the degree of renal impairment at baseline and blood creatinine
values during the treatment. Slightly increased rates of QT prolongation and thrombocytopenia were
observed in patients with mild or moderate renal impairment. For monitoring and dose adjustment
recommendations for these toxicities see sections 4.2. and 4.4.
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