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ALUNBRIG is indicated for the treatment of adult patients with anaplastic lymphoma
kinase (ALK)-positive metastatic non-small cell lung cancer (NSCLC)
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3.3 Dosage Modifications for Adverse Reactions

] . Dosage Modifications
Adverse Reaction Severity*

Withhold ALUNBRIG until recovery to Grade 1

Grade 3 or 4 elevation (greater | OF less (less than or equal to 3x ULN) or to
Hepatotoxicity (Elevation of  [than 5 x ULN) of either ALT or | baseline, then resume ALUNBRIG at next
alanine aminotransferase AST with bilirubin less than or | |ower dose (Table 1).

(ALT) or aspartate equal to 2 x ULN
aminotransferase (AST))

Grade 2 to 4 elevation (greater Permanently discontinue ALUNBRIG.

than 3 x ULN) of ALT or AST with
concurrent total bilirubin
elevation greater than 2 x ULN in
the absence of cholestasis or
hemolysis

[see Warnings and
Precautions (6.7)]
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6.7 Hepatotoxicity

In ALTA 1L, aspartate aminotransferase (AST) elevations occurred in 72% of
patients and Grade 3 or 4 AST elevations occurred in 4.5% of patients. Alanine
aminotransferase (ALT) elevations occurred in 52% of patients and Grade 3 or
4 ALT elevations occurred in 5.2% of patients. One patient (0.7%) had a
serious adverse reaction of hepatocellular injury.

In ALTA, AST elevations occurred in 38% of patients in the 90 mg group and
65% of patients in the 90—180 mg group. ALT elevations occurred in 34% of
patients in the 90 mg group and 40% of patients in the 90—180 mg group.
Grade 3 or 4 AST elevations occurred in 0.9% of patients in the 90 mg group
and did not occur in any patients in the 90—180 mg group. Grade 3 or 4 ALT
elevations did not occur in any patients in the 90 mg group and in 2.7% of
patients in the 90—180 mg group.

Monitor AST, ALT and total bilirubin during treatment with ALUNBRIG,
especially during first 3 months.

Withhold ALUNBRIG for Grade 3 or 4 hepatic enzyme elevation with bilirubin
less than or equal to 2 x ULN. Upon resolution or recovery to Grade 1 or less
(less than or equal to 3 x ULN) or to baseline, resume ALUNBRIG at a next
lower dose as described in Table 2. Permanently discontinue ALUNBRIG for
Grade 2 to 4 hepatic enzyme elevation with concurrent total bilirubin elevation
greater than 2 times the ULN in the absence of cholestasis or hemolysis [see
Dosage and Administration (3.3), Adverse Reactions (7)].

6.11 Lactose & Sodium
Sodium
This medicinal product contains less than 1 mmol sodium (23 mg) per tablet,
that is to say essentially ‘sodium-free’.

7 ADVERSE REACTIONS

The following adverse reactions are discussed in greater detail in other sections of
the prescribing information:

. i—-|.epatotoxicity [see Warnings and Precautions (6.7)]

9.1 Pregnancy

In the U.S. general population, the estimated background risk of major birth
defects and miscarriage in clinically recognized pregnancies is 2% to 4% and
15% to 20%, respectively.
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13 CLINICAL STUDIES

TKl-naive Advanced ALK-positive NSCLC (ALTA 1L Study)

Patients with a history of interstitial lung disease, drug-related pneumonitis, or
radiation pneumonitis were excluded. The major efficacy outcome measure was
progression-free survival (PFS) as evaluated by a Blinded Independent Review
Committee (BIRC) according to Response Evaluation Criteria in Solid Tumors
(RECIST v1.1). Additional efficacy outcome measures included confirmed
overall response rate (ORR), duration of response (DOR), intracranial ORR, and
intracranial DOR as evaluated by the BIRC, and overall survival (OS).

Crossover from the crizotinib arm to the ALUNBRIG arm was permitted following
disease progression.

ALtho d ¢ ool il

Table 7: Effi R I BIRC A ment in ALTA 1L
Efficacy Parameters
ALUNBRIG rizotinib
N=137 N=138

Duration of Response

Number of Confirmed responders n=101 n=285

NRB 33.1 (194 13.8 {9-310.4,
Median (months) (95% CI) 22.0, NE) 20.8)

T Based on final analysis data for confirmed responders observed at interim analysis

At the final analysis of overall survival, conducted approximately 3 years after the last

patient enrolled, there were 92 deaths (33% of all patients) including 41 deaths on
the ALUNBRIG arm and 51 deaths on the crizotinib arm; median OS was not
reached on either arm.

17 MANUFACTURER
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Takeda Pharma A/S
Delta Park 45,

2665 Vallensbaek Strand,
Denmark
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