Brilliant first analysis: A real-world study of characteristics and safety about brigatinib as first-line for Chinese patients with ALK+ NSCLC
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Background Satety
g « 82 patients were included in the safety analysis. 51.2% (42 patients) were reported

« Brigatinib is a next-generation tyrosine kinase inhibitor with potent activity against anaplastic Study design and patients treatment-emergent adverse events.
'ymphoma kinase (ALK) and high central nervous system penetration.* The Brilliant study is an ambispective, single arm, observational (retrospective + prospective), multi-center real-world study from 2022 to 2029 (NCT05721950) (Figure 1). * Any grade and = grade 3 TRAEs were reported in 35 patients (42.7%) and 6 patients

* In the phase 3 ALTA-1L study (NCT02737501), brigatinib was the first ALK inhibitor that exhibited _ y _ P J P Prosp y J (7.3%] of patients, respectively (Figure 2).
superior efficacy, tolerability, and significantly improved health-related quality of life than crizotinib Figure 1. Study design » TRAEs leading to dose modification and interruption occurred in 4 (4.9%) and 3 (3.7%)
in patients with ALK-positive (ALK+) locally advanced or metastatic non-small cell lung carcer T Study target population 77 L T patients, respectively.

(NSCLC) (depth of response [>75% tumor shrinkage]: 56% vs 34%; complete response: 24% vs
13%).24 Subsequent analysis revealed a median real-world progression-free survival 2 of 74.7
months with first-line (1L) brigatinib followed with lorlatinib.°

Key inclusion criteria: Study outcomes * Any grade TRAEs > 5% included increased aspartate aminotransferase (19.5%),

increased blood creatine phosphokinase (17.1%), increased alanine aminotransferase

Primary endpoint: rwTTD g
(11%), and rash (6.1%) (Figure 3).

 Age =218 years

« Secondary endpoints: rwPFS; 1/2/3-year rwPFS/OS rates;
rwORR; rwDOR

Exploratory endpoints: Resistance mechanism of brigatinib;
subsequent anticancer therapy (rwTTD2, rwPFS2); AEs,
dose modification and reasons for interruption or
discontinuation; molecular determinants; the association
between the effectiveness of brigatinib and baseline ALK
Fusion Variants and TP53 mutation status; genetic testing
methods in real-world settings; QoL

Histologically or cytologically confirmed locally advanced or
metastatic NSCLC with ALK rearrangement confirmed by
local hospital medical records

 Brigatinib has been recommended by authoritative guideline as a preferred choice for 1L
treatment in ALK+ NSCLC patients.®

« There is a lack of real-world data of brigatinib as a 1L therapy and subsequent treatment patterns
in the Chinese population.

Objectives
« Sign the study ICF or have a waiver ICF accepted by the

« The aim is to better understand the real-world practice of brigatinib in 1L for Chinese patients with : :
ALK+ locally advanced or metastatic NSCLC.  ~— moeoeoooooooooooo =thics Review Board Do

1L, first-line; AEs, adverse events; ALK, anaplastic lymphoma kinase; ICF, informed consent form; NSCLC, non-small cell lung carcer; OS, overall survival; QoL, quality of life; rwDOR, real-world duration of response; rwORR, real-world objective response rate;
_ oo
Statistical analyses

Patient characteristics

1L treatment of brigatinib

Figure 2. Overview of TRAEs

7.3%
(n=6)

7 days followed by 180 mg

» Received brigatinib since September 1, 2022 as 1L treatment once daily for up to 36 months

—_— i * 90 mg orally once daily for first
confirmed by medical records i

Had at least one medical record after the start of brigatinib
treatment
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-« Safet ts included itoring treatment-related ad ts (TRAEs), d dificati d treatment int ti di tinuation.
. By June 30, 2024, 82 patients were enrolled with a median follow-up of 3.96 months (Table 1) afety assessments included monitoring treatment-related adverse events ( s), dose modification, and treatment interruption or discontinuation

. The median age was 55.5 years (range, 28-80) (Table 1). . ”ngtzsir;aslgrsr:;ﬂy utilize Kaplan-Meier methods for survival curves, the Brookmeyer Crowley method for confidence intervals, and descriptive statistics for baseline characteristics and quality of (5n7=i°7/‘;

« 6 patients (7.3%) were at stage IIl and 76 patients (92.7%) at stage IV. 76 patients (92.7%) were Without TRAE
reported having = 2 metastatic sites (Table 1). B < grade 3 TRAEs

Table 1. Baseline characteristics B =grade 3 TRAEs

n, number of patients in a specific category; TRAES, treatment-related adverse events

Characteristic E:Ig; tinib Characteristic E:‘gza tinib Characteristic ﬁ:lgza fini Characteristic ﬁi‘gzat""b
Figure 3. TRAEs reported in >5% of patients

- 0
Median age, years (range) 55.5 (28-80) c1I'[rElM Stage (at trial entry), n (%) 6 (73) E\I\;I1L4 ALK fusion, n (%) - M (before first treatment of brigatinib), n (%) £ 5
Mx 0 8
Median follow-up time, months 3.96 mA 3 (50.0) V2 2 (2.4) VO 6 (7.3) Ej 195
Median duration of medication, months 4.57 mc 3 (50.0) V3 11 (13.4) Nr 27 (32.9) 5 20 1
Duration from diagnosis of locally advanced IV 76 (92.7) V5 2(2.4) M1a 14 (17.1) S s 4
or metastatic NSCLC to first treatment of IVA 16 (21.1) Other 13 (15.9) M1b 4 (4.9) ?
brigatinib, days IVB 30 (39.5) Unknown 46 (56.1) E 10 -
N | 81 Unknown 30 (39.5) | - o TP53 status, n (%) %
Mgdlan 9 Metastatic site, n (%) T (before first treatment of brigatinib), n (%) Mutant 6 (7.3) S 5
MMéIr], madx S— S— 2, 112 1 6 (7.3) % g (6.1) Wild type 2 (2.4) g
edian uration trom IagnOSIS (o] + (o] 2 26 31 7 Unknown 74 902 o’ =
first treatment of brigatinib, days 3 22 §26 83 Tis 0 (902) = _AST Blood CPK _ALT Rash
N 82 . T1 12 (14.6) _ increased increased increased
_ 4 18 (22.0) ' Brain metastases, n (%)
Median ) 5 8 (9.8 T1a 0 Y, 24 (29 3 ALT, alanine aminotransferase; AST, aspartate aminotransferase; CPK, creatine phosphokinase; TRAEs,
Min, max 1, 1704* -5 5 §2'4§ T1b 1 (1 _2) N?)S 58 570'7; treatment-related adverse events
: T1c 2 (2.4 '
Female, n (%) 50 (61.0%) T2 16( (19).5) Previ dioth brai o .
Histologic type, n (%) T23 3 (3.7) revious radiotherapy to brain, n (%) CO“CIUSlO“S
ECOG performance status, n (%) gic type, N (7o T2 Yes 3 (12.5)
0 ’ 8 (9.8 Adenocarcinoma 67 (81.7) b 0 No 21 (87.5) _ o _ _ _
(9.8) S _cell i 1(1.2 T3 14 (17.1) - The real-world baseline characteristics and safety profile of patients with ALK+ locally
1 59 quamous-cell carcinoma (1.2) . ! _ cLy Pl \ : _ _
(26.8) T4 29 (35.4) Previous treatment advanced or metastatic NSCLC treated with brigatinib as 1L therapy in China align with
Unknown 14 (17.1)
2 2(2.4) Chemotherapy 8 (9.8) the results of phase 3 ALTA-1L study.
Unknown 50 (61.0) _ o . Chemotherapy + VEGFRI 5(6.1) - Patients with locally advanced stage IIIA and IIIC received brigatinib treatment in real-
ALK testing, n (%) N[\(lbefore first treatment of brigatinib), n (%) No 70 (85.4) world clinical practice.
- = 0 ’ X . ] ] )
Sr[\r:oklng hlitC:jry, n (/0) 5 (LG FISH 1 (1 _2) NO 2 (2_4) Three patients with resectable early-stage NSCLC had a duration of more than one year  This first analysis shows better tolerability of brigatinib in real-world clinical practice,
Fc()e;/ricrefrsnr(r)\oier 18 E > 2' 0; PCR 21 (25.6) N1 6 (7.3) A'-r*:, agaplastilc 'y;ngh:)ma kin?SteidECOtQ Elistime;ﬁpﬁrative OHCO'PQV_EFﬁUS:_EM'E_‘L he with lower rates of dose modification and interruption than in the ALTA-1L study.
. ecninoaerm microtubule-associatea protein-like 4; , luorescence In situ nybridization; s
Current smoker 2 (2.4) IHC 26 (31.7) N2 4 (4.9) immunohistochemistry; N, number of patients; n (%), number and percentage of patients in a « Real-world effectiveness and post-treatment will continue to be evaluated.
' NGS 29 (35.4) N3 23 (28) specific category; NGS, next-generation sequencing; NSCLC, non-small cell lung carcer; PCR,
Unknown 37 (45-1) Unknown 5 (6.1) 47 (57.3) polymerase chain reaction; TNM, tumor, node, metastasis; TP53, tumor protein 53; VEGFR,
vascular endothelial growth factor receptor inhibitor
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