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Integrated biomarker analysis of brigatinib efficacy in anaplastic lymphoma kinase-positive non—-small cell lung
cancer refractory to alectinib
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Introduction

The anaplastic lymphoma kinase (ALK) tyrosine kinase inhibitor (TKI) alectinib is a standard-of-care option for ALK gene-rearranged
(ALK+) non—-small cell lung cancer (NSCLC); however, most patients eventually develop disease progression on alectinib, often
through the development of secondary ALK resistance mutations such as G1202R’

« Emerging evidence suggests echinoderm microtubule-associated protein-like 4-ALK (EML4-ALK) fusion status and secondary ALK
mutations may influence the efficacy of ALK inhibitors?

 Brigatinib is a next-generation ALK TKI with potent activity against ALK fusions and broad coverage of ALK-acquired resistance
mutations34

Objective

« To examine the impact of ALK fusion variants and secondary ALK mutations on clinical efficacy with brigatinib from two phase 2
studies in patients with ALK+ NSCLC with disease progression on alectinib

— ALTA-2 (NCT03535740): Patients with locally advanced or metastatic ALK+ NSCLC with disease progression on alectinib or ceritinib®

— J-ALTA (NCT03410108): Japanese patients with locally advanced or metastatic ALK+ NSCLC; the main cohort enrolled patients
with disease progression on alectinib (x crizotinib)®

ALTA-2 and J-ALTA enrolled 133 patients (ALTA-2, n=86; J-ALTA, n=47) with advanced ALK+ NSCLC that progressed on alectinib;
Flgure 1 describes plasma circulating tumor DNA (ctDNA) collected at screening

« ctDNA molecular profiling was determined by next-generation sequencing of actionable genes from the Resolution ctDX Lung™ panel
(Agilent, formerly Resolution Biosciences)

« Blinded independent review committee (BIRC)-assessed clinical efficacy (confirmed ORR, DoR, PFS, and OS) was assessed
according to molecularly defined populations, including ALK fusion and mutation status

Figure 1. Summary of plasma specimens analyzed
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« Baseline characteristics for all patients in the integrated population are shown in Table 1

Table 1. Baseline patient characteristics

Characteristic, n (%) Integrat:lo=l 1p3o3pulat|on

Age, median (range), y 54 (22-82)
Female, n (%) 68 (51)
Brain metastases at baseline by BIRC 66 (50)
Stage IV disease at study entry 131 (98)
Prior anticancer therapies
Alectinib only 77 (58)
Crizotinib and alectinib 56 (42)
Chemotherapy for metastatic disease 41 (31)
2 prior therapies 53 (40)
3 prior therapies 24 (18)
Duration of prior alectinib, median (range), months 15 (1-65)
Best response to prior alectinib as CR/PR 96 (72)

CR, complete response; PR, partial response
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ALK fusions
 An ALK fusion was detected in 80/131 patients (61%) in plasma ctDNA at screening (Table 2)

« EML4-ALK fusion represents the majority of detected ALK fusions (90%; 72/80), with variant 1 (V1) and variant 3 (V3) comprising
32% (23/72) and 54% (39/72)

« Patients without a detectable ALK fusion at screening had better clinical outcomes compared with patients with a detectable
ALK fusion

— ORR: 39% vs 25%
— Median PFS: 10.2 months vs 3.5 months (Figure 2)
— Median OS: Not reached vs 16.2 months

Table 2. ALK fusion status at screening and brigatinib clinical efficacy?

Patients, n (%)
(n=131)

Confirmed ORR,
% (95% CI)

Median PFS,
months (95% CI)

Median DoR,
months (95% CI)

Median OS,
months (95% CI)

ALK fusion at screening

Plasma samples without a detectable

ALK 51 (39) 39 (26-54) 10.2 (7.5-NR) NR (9.2-NR) NR (NR-NR)
:T;T:sis:;“p'es with a detectable 80 (61) 25 (16-36) 3.5 (1.8-5.2) 5.3 (3.7-NR) 16 (11-NR)
EML4-ALK V1 23 (29)° 13 (2.8-34) 3.7 (1.9-NR) 7.3 (1.9-NR) 12 (11-NR)
EML4-ALK V2 4 (1) 75 (19-99) 5.4 (0.7-NR) 3.7 (3.7-NR) NR (NR-NR)
EML4-ALK V3 39 (49)° 26 (13-42) 2.6 (1.8-5.2) 5.6 (3.8-NR) NR (10-NR)
gg',e\';s’z;’”""'ALK variants 6 (1)° 17 (0.42-64) 1.8 (1.1-NR) 3.8 (NR-NR) 6.2 (2.5-NR)

a Assessed by BIRC
b Denominator is the number of patients with a detectable ALK mutation (n=80)
NR, not reached; V, variant

Figure 2. Kaplan-Meier—estimated median PFS by ALK fusion detected versus not detected in ctDNA at screening
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« Baseline CNS disease and prior therapy in patients with ALK mutations are shown in Table 3
« ALK mutations were detected in 34/131 patients (26%) in ctDNA at screening (Table 4)
« (1202 mutations were the most frequent ALK mutation detected (47%; 16/34 patients)
« Patients with or without a detected ALK mutation benefited similarly from brigatinib treatment
— ORR: 32% vs 30%
— Median PFS: 3.7 months vs 5.6 months (Figure 3)
— Median OS was not reached in either subgroup

Table 3. CNS disease and prior treatment in patients with ALK secondary mutations at screening?

Patients with
multiple ALK
mutations, n (%)
(n=34)

Prior
chemotherapy,
n (%)

Patients, n (%)
(n=34)

CNS disease,?
n (%)

Prior crizotinib,

ALK mutation at screening n (%)

G1202 mutations 16 (47) 6 (18) 8 (50) 4 (25) 7 (44)
L1196(M/Q) mutations 8 (24) 3 (1) 7 (88) 4 (50) 4 (50)
11171(N/T/S) mutations 9 (26) 5 (15) 6 (67) 3 (33) 4 (44)

@ Assessed by BIRC

Table 4. ALK secondary mutations at screening and brigatinib clinical efficacy?

Median PFS,
months
(95% CI)

Median OS,
months
(95% CI)

Confirmed
ORR, %
(95% CI)

Median DoR,
months
(95% CI)

ALK mutation at
screening

Patients, n (%)
(n=131)

Patients without a

detectable 97 (74) 30 (21-40) 5.6 (3.8-9.2) NR (5.7-NR) NR (16—NR)
ALK mutation
Patients with a
detectable 34 (26) 32 (17-51) 3.7 (1.8-7.4) 5.6 (3.5-NR) NR (10-NR)
ALK mutation
G1202 mutations 16 (47)° 13 (1.6-38) 1.8 (1.7-5.6) 4.6 (3.5-NR) NR (7.2-NR)
L1196(M/Q) o
mutations 8 (24) 25 (3.2—65) 9.2 (1.7-NR) 7.3 (7.3—-NR) NR (2.3-NR)
11171 mutations 9 (26)° 67 (30-93) 5.2 (3.5-NR) 3.5 (3.4-NR) NR (12-NR)

2 Assessed by BIRC
b Denominator is the number of patients with a detectable ALK mutation (n=34)

Figure 3. Kaplan-Meier—estimated median PFS by ALK mutation detected versus not detected in ctDNA at screening
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Figure 4. PFS by IRC in patients with detected ALK mutations in ctDNA at screening
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Other mutations include G1269A (n=4), V1180L (n=3), and V1180Y, LRP1B, E1419K, D1203N, F1174L, and QSLP1188P (n=1 each).
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Figure 5. DoR by IRC in patients with detected ALK mutations in ctDNA at screening
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* Patients with compound mutations
Other mutations include V1180L, V1180Y, and G1269A.

EML4-ALK fusion variants
« EML4-ALK fusion variant status (V1 vs V3) did not impact PFS in patients treated with brigatinib (Figure 6)

Figure 6. Kaplan-Meier—estimated median PFS by EML4-ALK fusion variant 1 versus variant 3 in ctDNA at screening
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Conclusions

 Brigatinib showed clinical activity in a pooled population of patients with disease progression on alectinib treatment

* The presence of a detectable ALK fusion in ctDNA at screening was associated with reduced clinical activity compared with the absence
of a detectable ALK fusion

* The presence of secondary ALK mutations at screening did not impact response
— Limited clinical activity was observed in patients with G1202R mutations

— Improved ORR, DoR, PFS, and OS were observed in patients with the alectinib resistance mutation 11171N
— Clinical activity was similar in patients with the dominant EML4 variants 1 and 3
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