Real-World Treatment Patterns and Effectiveness in Patients With ALK+ Advanced NSCLC Treated With 1L ALK TKils
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Background

+ Anaplassc lymphoma kinase-positive (ALKs) non-smal cell lung cancer (NSCLC) accounts for approximately 4-5%
of all NSCLE cases.?
+ Approved targeted therspies for ALK+ NSCLC include the first-generation ALK A e THI)
ertzotinb. and nex-generation ALK TKis. such as brigatnib. alectinib. and loraind
For first4ine (1L) treatment of advanced ALK+ NSCLC, crizotinid, brigatinid, alectini®d, and lonatink received
Food and Drug Administration (FDA) approvals in January 2013, May 2020, November 2017, and March 2021,
respectively *
+ in thew respective phase (il cincal tials, brgatind_slsctnd, and loratinb exhted supenor cinesi effcacy
‘companed with crizonit for the 1L trestment of paients with ALK+ NSCLC.*
= Thens is & lack of real-work! data on reatment patiarms and chnical GUICOMes i the 1L setting for patients with
ALK+ advanced NSCLC

+ To describe reakworid reatment patierns and sflectiveness in patents with ALK+ advanced NSCLC roated with
L ALK Ticis.

Methods

Study design and patients
+ Thas retrospective cohort study used dala extracted from the US Flatron electionic medical record-derived database
(Jan 2011-Sept 2023) (Figure 1)
* Paents were incuded ¥ they
Had & diagnosis of ALK+ advanced NSCLC.
Received slectind, brgatiub, crzotnits, of lortatind monotherapy as thewr frst ALK TKI reatment after intial
advanced NSCLC diagnosis: and
Wors aged 218 years. at the time of initisting 1L slectinib, brigatinib, crirotin®, or loriatinib monotherapy.
+ Paiants wih a postive ROS1 test resul anylime wers exchuded.
+ Index date was Gefined a3 the date of infiation of 1L ALK TKI

Study outcomes and statistical analyses

+ Study ouicomes inchuded frst subsequent trsatment (second-ine [2L]) sfter 1L ALK TKI; real.worid time to tremtment
dscontinustion (rwTTD). and real-worid fme 1o next inatment (reTTNT) of 1L ALK TKI

+ Kaplan-Meier survial Bnslyses were used 1o estimate the medisn w1 TD and rwTTNT for each study cohart

A muttvanste Cox proportonal hazard model was parformed to compars w1 TD ana wTTNT for 1L brigasnio or

1L sloctinds vs. 1L. tzobrt, echusing or rebevan cowreles {age, e, racs, Eastem Cooparsiiee Oncology Group

performance score (ECOG PS). smoking, baseiing brain motastass, and tme from acvanced diagnoses

date|

+ To huther compare Bhe resl-word eflectivaness of 1L brigaind va. 1L slectinid or 1L crizolinib, propenay score
matthng Lsing an Fverse probabiily of Ueatment weghting (1P TW) method wes apphed
for propensity matching ncluded age. sex. smoking stalus. ECOG PS. baseine bran metastasis. and time from
aavanced Gagnoss 1o noex date

+ A sansiivty aralyss was conducted to minimis bias. resuling from diorert FDA approval dafes of the ALK TKis. which
ncuded patiorts Yeated wih slecind. brgatind. or ozoind on or after May 22. 2020 (The FDA approval date for brgatind)

+ Formal assessmants on the cutcomes (TTO/TTNT) of 1L lorlatinib wers not conductsd dus 10 the Smal sampies sirs
and immature data

Patierts

+ The study ncluded 8532 patients. of which 64 patients recaived 1L alectinib, 28 received 1L brigating. 144 receved
1L crizotnit, and 17 received 1L loriatinib (Figures 1 and 2).

indard deviaion [SD]) age of pasents in the 1L alectnib, 1L brigatinb. 1L crizotini, and 1L lonatinib cohorts

ware 61.6 (13.2), 61.1 (14.1). 70.0 (11.5). and 60.6 (11.3) yearn. and 44.0%, 57.1%, &

ware male. respectvely (Table 1)
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Results

Figure 3, Kaplan-Meler curves for adjusted rwTTD for (A} 1L alectinib vs. 1L brigatinib, and (B) 1L brigatinib vs. 1L crizotinib, and adjusted rwTTNT for (C) 1L alectinib vs. 1L brigatinib, and (D) 1L brigatinib vs. 1L crizotinib
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Table 2. of first v 1L
n (%) pabents with subsequent 1L aiectinis L brigatinis 1L erizotiniy 1L loriatinib
nees) =21 =144 =17
None 410 (638) 750) 82(569) 14.(824)
Croma 10(1.8) [ 16 (11.9) 0
Chemo=i0 812 o 6 (a2 o
10 512 [ 8(58 ]
™ 186 (20.9) 821.4) 13(9.0) 201
ALK TIG-based regimen” rE0) o 5(25] 1(69)
Aectnd monomerapy 8(12) 642 [
Srquing monotheragy (58) [} 1007) 169
Certni) monotheragy 4(086) o o o
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Unadjusted madian®  Adjusted median® Adjustad HRY
L ALK THI* monthe ($5% C1) manths (B5% Ci) i P valus
wTTD
TLalectnb 643 022292 25(108-M2) 0304 (0.41-0384)  <0.0001
28 239 (84-NR) 239 (Ba-NR) 0.387 (0.196-0841) 00006
44 41(30-50) £7(30-187)
643 255 (205-31 6) 289(228-39) 0.321 (0. 254-0 405) «0 0001
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In the sensitnty analysis with index date on or after May 22, 2020 {date of FDA approval for brigatinib), median (95%
1) wTTNT for 1L siectinib, 1L brigatini, and 1L crizotind was 26.2 (18.8-NR), 23.9 (10.8-NR). and 6.3
(3.6-13.4), respectvely (Figure 48)

* This real-world study showed that with 1L and 1L had similar rwTTD and rwTTNT.
Ke dy * (A) rwTTD and (B) rwTTNT
Tak . Tln r-al-moﬂd l|nd|r|nl lfom this study mirror and support the phase Ill ALTA-1L trial data demonstrating the efficacy of 1L
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Table 1. Baseline characteristics + Among the 1L slectini, 1L brgatind, 1L crizotn®, and 1L lorlstini cohorts, 68.9%, 50.0%, 60.4%, and 64.7% of " ~
. .
SRVEIeS SpsEY patients had ECOG PS scores of 0-1 at index date, respectively (Table 1). —— b
Bassine charactarisbes - Among Bwess cohors, 19.4%, 42.0%, 18.8%, and 29.4% had uknown ECOG PS scoms, respectvely. ! f
Age at index date. years. mean (50) 00119 606(11.3) * Mean (SO) follow-up duraion from the start of 1L ALK TK reatmernt was 24 4 (19.3) months for 1L alectinb, 171 (10.8)
Make, n (%) 65(45.1) 6(353) mantha for 1L brigatnd, 4.1 (15.2) monthe for 1L orcotnd, and 137 (8.1) months for 1L lonatind (Table 1) =
Race, 5 (%)
Asiar 8(58 ° Real-world treatment patiems * o0
Black or Arcan American uE7n @9 * I the 1L slectnib cohort, 2L loralind was the most comman ALK TKI (17.4%) tolowed by brigatinib monotherapy s % % 8 & ¥ » F- O S
Hapanc or Latno o ° (5.6%) (Table 2) 1lz 3
- i z";[’::: ::‘::; + in the 1L brigatinib cohort, 2L loriatink was e most common ALK TKI (17.9%) . - . L » = . “
History of smoking. n (%) 34235 100 (9.4 a@ms + in the 1L crizotinib cohort, 21 slectin was he most common ALK TKI (4.2%). LT w0 DOT
Pafionts with brsin metastsss ot baselne, (%) 97 (15.1) 29 201) 6(353) + inthe 1L lorlatini cohort (Nw17), one patient received brigatin in the 21 setiing (5 %), and ane patient received 100 pamares vestes m: et tpatr, o crouAet on o s Mdw LTy P e—
BOO0 S st e date, m (90) combination tharsgy of ALK TK phus chemomerapy (5.9%). OB et 0 T o e o Ao TS sttt ot o o Bt
o FILTEs 28(19.4) - et -
1%, mnd 35, 3% of patient 1 28 (355) 59 (41.0) )
R — 2 21(14.6) « Unadjusted median (85% confidence intenval [CI]) rwTTD for 1L alectinib, 1L brigatini, and 1L crzotind was
3 8(56) 1(58) 232(18.2-292) 23 8 (8.4-not reached [NR]). and 4.1 (3.0-5 0) months. respectvely
) 1007 * Post-IPTW analysis showed that adjusied median (B5% CI) rwTTD for 1L slectinib, 1L brigatink, and 1L crizotink
Uninown 27 (18.8) 5(294) was 235 (18.6-34 2). 239 (8.4-NR). and 6 7 (3.0-15 7) months. respectvely (Figures 3A and 38) = The sampie sze for the 11 brigatinib cohort i smal. larger sample size and longer follow-up are warranted for huture
;::“‘;:‘:\'_"”""';’“""""‘“‘“ - 15(09.44) 25(12446) TS5(24,187) 40(18,358) + Adusied hazard ratio (HRs) for rwTTD comparing 1L alectinib vs. 1L crizotnib was 0.304 (85% C1 0.241-0.384 e
. mu:ruh ) o - & P<0.0001). and for 1L brigatini va. 1L crizotink was 0.357 (95% C1 0.199-0.641; P=0.0006) (Table 3). * Data genamied from real-wond e sdject rmor, OF MHSSINg values
oy “""’" o 106 505 1(5.9) * i the sonstvity analysis with indax dato on or aftar May 22, 2020 (date of FDA approval for brigatinib). median (95% ECOG data were missing across the reaiment cohorts, with 8 high percentage of missing data for the
Chamssoien “”‘ 0 5.5 o C1) twTTD for 1L alactin®, 1L brigatinib, and 1L crizotinib was 23.5 (19.3-NR). 23.0 (8.4-NR), and 6.1 1L brigatia cohart.
0 8(12) 0 8 (58 0 (2.8-10.8), respactively (Figure 4A). Information on interventions that happensd outsids of the Flatiron network were not caphired
1O chem/oiar agents ™12y 10.m 52041 0 . The majority of the chivics or institutions waihin the Flatron network are communty-based practices. tharelore
s (14} 0 1(76) 2(11.8) Labed the results may not be generakzable 1o academic INSUULONS.
No prior nan-ALK TKI theragy, n (% %08 (192) T & (438 14 (824 + Unadjusted median (B% CI) TTNT for 1L slecind, 1L brigatinib, 8nd 1L crizolind was 25.5 (20.5-31.6)
Number of prior knes. of theragy.* A (%) 2.9 (10.8-NR), and 5.3 (4.1-7.4) months, respectively.
HING 204 oty - ) PaulcPTV sialyale shouned e s s (NG G EWETHT B . alanitds, 1. fgatialy st 1. ciantinty _
108) 20(139) 0 was 28,0 (22 5-36.9). 239 (10 8-NR), and 12.5 (NR-NR) monihs, respectively (Figures 3C and 30)
1(36) 0 + Adpsted MR for reTTNT comparing 1L slectind va. 1L crizobnib wes 0.321 (5% CI 0.254-0.408; £<0.0001). * i pationts with ALK+ advanced NSCLC, ireatment with 1L, siecin and 1L. brigatin was found 1o have similar
vty dule, morthe and for 1L bAQABN® vs. 1L crzotind was 0.377 (95% C1 0.210-0 675, P=0 001) (Table 3) WTTD and rwTTN
2440103) 7A(108) 141 (15.2) 1378

* 1L sisctinib and 1L brigatinis wers associsted with improved rwTTD and rwTTNT vs. 1L erzotinib
« IPTW analysis showed similar effectiveness for 1L alectinib and 1L brigatinis and improved effactiveness for
1L brigatink mnd 1L slectinik v. 1L crizotin.
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