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Brigatinib in Phase Il Trial. ORR: 45% vs 54% (arm B) 180 mgqdy
Patients With brigatinib 9o qd (arm A) | median PFS: 9.2 months vs with a 7-day
Crizotinib- or 180 mg qd y with a 7- 12.9 months (arm B) lead-in at 90
Refractory Alk(+) | day lead-in at 9o mg (arm | ORR in patients with mg (arm B).

Non-Small-Cell
Lung Cancer

B).

Pts: 222 (armA:n =112
arm B: n =110), 154 (69%)
had baseline brain
metastases and 164 of
222 (74%) had received
prior chemotherapy.

J Clin Oncol. 2017 Aug
1;35(22):2490-2498.

measurable brain metastases
at baseline : 42% (11 of 26
patients) vs 67% (12 of 18
patients) in arm B.

ADE : nausea (40%), diarrhea
(38%), headache (27%), and
cough (34%), and were mainly
grades 1to 2. A subset of
pulmonary adverse events
with early onset (median
onset: day 2) occurred in 14 of
219 treated patients (all
grades, 6%; grade = 3, 3%).
none occurred after escalation
to 180 mg in arm B. Seven of 14
patients were successfully
retreated with brigatinib.
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Brigatinib vs open-label, phase 3 trial, | Pts 275: 137 ( brigatinib) vs 138 | 180 mg once
Crizotinib in ALK- | brigatinib 180 mg/qd ( crizotinib ) daily (with a
Positive Non- (with a 7-day lead-in PFS : 67% vs 43% 7-day lead-in
Small-Cell Lung period at 90 mg) vs ORR: 71% vs 60% ( crizotinib); | period at 90
Cancer crizotinib 250mg bid the confirmed rate of mg)
(ALTA-L1 study) N Engl J Med 2018; intracranial response : 78% vs

(B EREIE | 379:2027-2039 20% .
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* mPFS: median progression free survival; ORR: Objective response rate; ADE :
adverse events
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Mechanism of action of ALK inhibitors. ALK activates various signaling
pathways involved in cell proliferation and survival, including the PI3K
pathway, the RAS/MEK pathway and the JAK/STAT pathway. ALK
inhibitors have similar mechanisms of action by binding to the ATP-
binding site and blocking activation of ALK. Crizotinib was the first ALK
inhibitor approved by the FDA but, unfortunately, resistance to
Crizotinib commonly occurs due to mutations the ALK gene. Therefore,
Ceritinib, Alectinib, Brigatinib and Lorlatinib were developed, and can
be used for patients who are not responding to Crizotinib.

EXTRACELLULAR
MATRIX
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BRIGATINIB

LORLATINIB
‘ ‘ ‘ CERITINIB

ALK
"~ receptor

Cell

proliferation »* ALK
cYTOSoL and survival i

Clinical development of targeted and immune based anti-cancer therapies. J Exp
Clin Cancer Res 38, 156 (2019). https://doi.org/10.1186/s13046-019-1094-2
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