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+« Alectinib is indicated for the treatment of patients with ALK positive, locally

advanced or metastatic non-small cell lung cancer (NSCLC) who progressed on
or are intolerant to crizotinib.
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Alecensa as monotherapy is indicated for the first-line treatment of adult patients
with anaplastic lymphoma kinase (ALK)-positive advanced non-small cell lung
cancer (NSCLC).
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:Xan y1na PTIY 4.2 Posology and method of administration q'voa
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Posology
The recommended dose of Alecensa is 600 mg (four 150 mg capsules) taken twice daily with food

(total daily dose of 1200 mg).

Patients with underlying severe hepatic impairment (Child-Pugh C) should receive a starting dose of
450 mg taken twice daily with food (total daily dose of 900 mg).
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Special populations

Hepatic impairment

No starting dose adjustment is required in patients with underlying mild (Child-Pugh A) or
moderate (Child-Pugh B) hepatic impairment.

Patients with underlying severe hepatic impairment (Child-Pugh C) should receive a starting
dose of 450 mg taken twice daily (total dose of 900 mg) (see section 5.2). For all patients with
hepatic impairment, appropriate monitoring (e.g. markers of liver function) is advised, see

section 4.4.

:xan yTna pTiy 5.2 Pharmacokinetic properties gyoa

Hepatic impairment

As elimination of alectinib is predominantly through metabolism in the liver, hepatic
impairment may increase the plasma concentration of alectinib and/or its major metabolite
M4. Based on a population pharmacokinetic analysis, alectinib and M4 exposures were
similar in patients with mild hepatic impairment and normal hepatic function.

Following administration of a single oral dose of 300 mg alectinib in subjects with severe
(Child-Pugh C) hepatic impairment, alectinib Cmax was the same and AUCinr was 2.2-fold
higher compared with the same parameters in matched healthy subjects. M4 Cpax and AUCins
was 39% and 34% lower respectively, resulting in a combined exposure of alectinib and M4
(AUCins) 1.8-fold higher in patients with severe hepatic impairment compared with matched
healthy subjects.

The hepatic impairment study also included a group with moderate (Child-Pugh B) hepatic
impairment, and a modestly higher alectinib exposure was observed in this group compared
with matched healthy subjects. The subjects in the Child Pugh B group however did in
general not suffer from abnormal bilirubin, albumin or prothrombin time, indicating that they
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may not be fully representative of moderately hepatically impaired subjects with decreased
metabolic capacity.
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