Long-term Survival and Safety Analysis of eXalt3 Study:
Ensartinib vs Crizotinib as First-line Regimen in ALK+ NSCLC Patients W
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BACKGROUN RESULTS

+ Ensartinib is a second-generation small molecule that inhibits * In total, 290 patients were randomized (ensartinib, n=143; Figure 2: KM Plot for OS (mITT Population) + Among responders, the median DOR was 37.45 mos. (95% Cl, 27.83-53.45) in

anaplastic lymphoma kinase (ALK)." crizotinib, n=147) with 247 patients in mITT population 10 LogRank Puabe: 15065 the ensartinib arm (n=90) and 13.14 mos. (95% Cl, 10.84—16.69) in the crizotinib
(ensartinib, n=121; crizotinib, n=126). Wi il 08 arm (n=91) (HR 0.39, 95% ClI, [0.28-0.57]; log-rank P<0.0001) (Figure 5).

« Results from eXalt3 (NCT02767804), a phase Il randomized . _ ; f ; f o o,
study, led to the approval of ensartinib by United States Food . O\(erall median age was 54.0°years, 24.7% of patientg had 08 4 rTehST;,;gﬁT;;tFHtémgéi)t,reatmem failure in the brain rate was 4% vs 25%,
and Drug Administration based on the interim analysis (blinded Egg{rgrﬁsﬁghuiras%i :r:dn?ftfs{; :;5?255’;}5;‘:‘?;?;9&?;” E‘T
independent review committee [BIRC]-assessed progression- . A ; 000 2 054 : . : :
free survival [PFS] with ensartinib vs crizotinib in the intent-to- radiotherapy) in the mITT population (Table 1). E Flgurue 5: KM Plot for DOR per Investigator (mITT Populatlon)mmmm Q0001
treat [ITT] population: median, 25.8 mos. vs 12.7 mos.).2? = & Hazard Rt 039

Table 1: Baseline Patient Characteristics (mITT Population) Y1 . . 0

« Here, we report mature overall survival (OS), and updated PFS, j, *Omind
duration of response (DOR), and safety data from the eXalt3 Characteristic Ensartinib (n=121) - Crizotinib (n=126) il = g i "
trial (data cutoff: April 1, 2025). Age, median (range), y 54.0(25-86) 53.0(26-90) IR EEEEEEEEEEEEEERE] é

Time (Worths)
METHODS >65 y, n (%) 15 (12.4) 18 (14.3) Pasiets al Risk § o
Ensanb 121197194111904 98 93 91 91 85 82 M0 7T T3 T3 T2 6066 63 61 GO SU SB 54 5247 M A W 9 5 1 1 11 0
Sex, n (%) Crzofink 126121120 114112105101 99 94 89 83 79 76 69 63 B9 65 63 S8 S5 §1 ST QM M S W B/ MW 6 3 3 2 0 0 0 0 02 — CROR
Study Design Femal 60 (49.6) 6249.2) KM, Kaplan-Meier; mITT, modified intent-to-treat; OS, overall survival i it Al Y
emale . . 00 4 -~ Croiib
« Eligible patients with advanced ALK-positive non—small cell T T . L s A A
S 9 3 . . 003 6 8 1215182120 27 30 1 % B 4245 48 5 S ST 00 GBI G662 TS MM M W
lung cancer (NSCLC) who were ALK tyrosine kinase inhibitor- REE 0 Figure 3: OS by Subgroups (mITT Population) ThoeQlorce] ki
naive (up to one prior chemotherapy regimen) were randomized Non-Asian® 49 (405) 49 (38.9) Subgroup Nuuabas of Pathits fiard o Patts ol Rk )
to receive ensartinib (225 mg; once daily) or crizotinib (250 mg; Ensarin 9 E: BENHS SO QI 68N EWLNBBTTNDHBNS 20
twice daily) until disease progression, unacceptable toxicity, or Asian 73 (60.3) 78 (619) Overall 121126 —— 089 (06210127) YR T WAL IR W R TR A R e T
i § DOR, duration of response; KM, Kaplan-Meier; mITT, modified intent-to-treat
withdrawal of consent (Figure 1). ECOG performance status at baseline, n (%) A&fstyurs) 1%}05 _— &31 (0.61t0 1.35)
Figure 1: Study Design O 115 (95.0) 119 (94.4) 5 + No new safety signals were detected (Table 2). Rash and elevated
Female 60i62 SR [ 114 (066101 953 transaminases continued to be the most common AEs of ensartinib,
B — Ensartinib 225 mg QD 2 6(5.0) 7(56) Male 61/64 ———r 0.70 (04210115 mostly Grades 1-2. These AEs are reversible through measures such
+ ALK+ by local FDA Stratified by: . No Stage of disease, n (%) “pﬁn o il aR iR as dose reduction or discontinuation.
approved assays or m\:\olhera crossover ' Non-Asian 48148 e 0.86 }0 4901 Sﬂg
central confirmation . Py allowed s 9(7.4) 9(7.1) Smoking Status Table 2: Safety Summary (Safety Population)
15 (A (t3cE) Ra”dfq”md ECOG PS + Trial fully Never Used 74783 _— ggpe 01

+ ECOG PS 0-2 : + Asia Paciic v ROW  acrued as Past Use 4141 — 0.80 (04210151 Ensartinib (n=143)  Crizotinib (n=146

+ No prior ALK inhibitor + Brain metastases atBL  of Nov 2018 v AR ) vunaty Vees w e inib (1=143) zotinib (n=146)

’ f;gﬁnﬁiﬁ SETEEEY CNS metastases at baseline®, n (%) 41(33.9) 50 (39.7) Eé: 05 Pefformance Status Lise b 08808010125 Median treatment duration, mos. 243 1.7

Crizotinib 250 mg BID Previous radiotherapy to brain, n (%) 5(4.1) 6(4.8) Brain at Bassline TRAE all grades, n (%) 138 (96.5) 137 (93.8)
Y 41/50 —— 0.81(048101.39 » e - :

ALK, anaplastic lymphoma kinase; BID, twice daily; BL, baseline; ECOG PS, Eastern One previous chemotherapy regimen, n (%) 26 (21.5) 35(27.8) N 8076 —_— 0.85 <(U,69t: 1 543

Cooperative Oncology Group performance status; FDA, US Food and Drug . Grade 3-5, n (%) 79 (55.3) 66 (45.2)

FISH, fluorescence in situ hybridization; NSCLC, non-small cell lung cancer; QD, once daily; i o Prior Chemotherapy

ROW, rest of world. #More than one race can be selected for a patient. ®Non-Asian patients included White None 9591 —— 0.93 (0.62 to 1.40)

(ensartinib, 45 [37.2%]; crizotinib, 43 [34.1%]), Black or African American (ensartinib, 1 Prior Regimen 2635 —_—— 077037101600 Grade 5,n (%) 1(0.7) 427)

1[0.8%]; crizotinib, 3 [2.4%]), Native Hawaitan or other Pacific Islander (ensartinib, Reglon

0 [0%]; crizotinib 1 [0.8%]), and other (ensartinib, 3 [2.5%]; crizotinib, 2 [1.6%]) Asta-Pacific 7374 —.— 0.82 (0.51 te 1.30]

<The presence of brain metastases was assessed by an independent review committee. Rest of World 48152 —_—— 1.00 $D 5Tt01 75§ Treatment-related SAE, n (%) 13(9.1) 9(6.2)
Analytical Plan CNS, central nervous system; ECOG, Eastern Cooperative Oncology Group; mITT,

modified intent-to-treat; n, sample size; y, year. « Ensartinib Crizotinib — TRAE leading to dose reduction, n (%) 36 (25.2) 30 (20.5)

« Efficacy endpoints were defined as follows: K 0 1 2 3 4 5

+ 0S: time from randomization to death due to any cause. . At the April 1. 2025 data cutoff. the median follow-up in the Cl, confidence interval; ECOG, Eastern Cooperative Oncology Group; miTT, modified intent-to-treat; N, no; N/A, | RAE leading to treatment discontinuation, n (%) 16(112) 1.5
e R ) . " ’ not available/ applicable; OS, overall survival; Y, yes.

« PFS: time from randomization to the first date of progression mITT poF:)uIatlon was 77.2 mos : : : : .

or death due to any cause - . Figure 4: KM Plot for PFS per Investigator (m|TT Populatlon) SAE, serious adverse event; TRAE, treatment-emergent adverse event.

. ’ ’ . o * The median OS in the mITT population was 74.0 mos. 10 Log:Rank Paue: <1001

+ DOR: time from the first rec_orded, confirmed ob!ectlve (95% Cl, 50.9-not estimable [NE]) in the ensartinib arm teemiRloc 04t CONCLUSIONS

response (complete or partial response) to the first date of and 55.7 mos. (95% Cl, 38.0-NE) in the crizotinib arm 08

documented disease progression. (HR, 0.89; 95% ClI, 0.63-1.26) (Figure 2). . Long-term follow-up demonstrated a sustained OS benefit with

. ) i « Five- o o i LT ensartinib, further reinforcing its superior efficacy versus crizotinib.

- Median OS, PFS, and DOR, with corresponding 95% Five-year OS rates were 55.2% and 46.7%, respectively. 3 N , ol Qd t'f'pd o o )(; 0
confidence intervals (Cls), were estimated using Kaplan—-Meier « OS findings were consistent across key subgroups s O new sa ety signals were identified. 1hese findings suppo
methods. Hazard ratios (HRs) with 95% Cls were estimated (Figure 3). 5 o ensa_rtlnlb as a first-line treatmer)t option for patlent§ with ALK-
using the Cox proportional hazards regression model. pos'|'t|ve_ NS_CL,C,' eXPand'ng available treatment options and

« At the conclusion of PFS assessments by BIRC (July 2022), 024 Censered Naa, facilitating individualized care.
- Efficacy results are presented for the prespecified modified ITT the PFS in the mITT population was 31.3 mos. for ensartinib — b e SRS R e e &
(mITT) population consisting of patients with central laboratory- and HR was 0.47 (95% CI 0.32-0.68). M s - - - T — REFERENCES
confirmed ALK-positive NSCLC by fluorescence in situ + Atthe April 1, 2025 data cutoff, investigator-assessed PRV RS AT NEN AR S TUS ORR MER YNNG 9
hybridization. median PFS in the mITT population was 29.7 mos. Pasents 3t Rk . § . .
(95% Cl, 18.3-39.6) for ensartinib and 12.9 mos. (95% Cl, Ersarinb 121107 92 8 75 68 6 60 55 4 52 0 45 £ 9 B K H U N WE BB BB BT 3 20 ;;5";""; e'da"' g;"ce'zesea’fhfl)”ég;r‘:])'49?//0‘31‘fd' H°m/:‘a"'/JAMA O”°°’;’9y2?.21'7(“)'16;7'

+ Safety outcomes were evaluated in the safety population (ie, 11.0-15.0) for crizotinib (HR, 0.47; 95% ClI, 0.34-0.63; log- Gooh WA ANLRBZREBVEERAVIBETTI T2 2T 9000 S A A A -"jﬁga'c’é’n"ilf i

patients who received at least one dose of either study drug). rank P<0.0001) (Figure 4). KM, Kaplan-Meier; mITT, modified intent-to-treat; PFS, progression-free survival. o . 0 )
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