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Central Nervous System (CNS) Activity of Zipalertinib in Non-Small Cell Lung Cancer (NSCLC)
Patients With Uncommon EGFR Mutations (EGFRmt)
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Introduction Results: Safety

- CNS metastases in patients with NSCLC harboring EGFR mutations are associated with poor prognosis' _ Cohort C Total RANO-BM Measurable Intracranial Response Overall Response X « Safety profile of zipalertinib 100 mg BID was consistent with previous studies (Tables 3 and 4)
. . . . . . . . = = - =35a = . . .. .
« There are limited treatment options for patients with NSCLC harboring EGFR ex20ins mutations with CNS : — e (RANO-BM Measurable n=357) (RECIST v1.1 Measurable n=52°) + Low incidence of EGFR-related Grade =3 toxicity in both Cohort C total and RANO-BM measurable groups
9 Median age (range), years 62 (23-84) 62 (23-84) 100 1204 . . . .
metastases Female, n (%) 34 (58) 24 (56) o 80 o 100 + Grade 23 treatment-related adverse events (TRAESs) (in >1 patient) were dermatitis acneiform (n=3), amylase
 Zipalertinib is an oral, highly selective, irreversible EGFR tyrosine kinase inhibitor (TKI) that has demonstrated Race n’(%) E ] El 80- increase (n=2), and interstitial lung disease (n=2) in Cohort C total and dermatitis acneiform (n=2), and amylase
clinical activity against advanced/metastatic NSCLC harboring EGFR ex20ins mutations in a phase 1/2 trial, W'hite 30 (51) 24 (56) é - 60 g 7 eod? increase (n=2) in the RANO-BM measurable group
. . . . _ 4
including in patients with CNS metastases®™ Asian 21 (36) 13 (30) g8 *9a g8 Lodla « Adverse events were manageable (Tables 3 and 4)
* Zipalertinib also demon_Strate.d C“n'lcal activity in patients with locally advanced/met?StatéC NSCLC harboring Black or African American 1(2) 1(2) qé’% 20 qé’% o Mm--oe + Dose reductions, interruptions, or treatment discontinuations due to TRAEs were reported in 7 (12%), 14 (24%),
other uncommon mutations, including L861Q, G719X, S768l, and compound mutations Not collected 7(12) 5(12) _(C“; = 0 g2 and 7 (12%) patient(s), respectively, in Cohort C total and 5 (12%), 10 (23%), and 5 (12%) patient(s),
» Here we report follow-up results from Cohort C of the ongoing phase 2b REZILIENT2 trial (NCT05967689), ECOG performance status 0/1 15 (25)/44 (75) 12 (28)/31 (72) %‘5 -20 | j%.j,s _204 EL I respectively, in the RANO-BM measurable group
fOCUSIng on patlents Wlth NSCLC harborlng EGFR eXZOInS or Other uncommon mUtatlonS (InC|Ud|ng L861 Q’ EGFR exon20 mUtationss n (%) 40 (68)2{ 29 (67)8 -‘{]:_,; g —40 | g g 404 T CLAA E 77 ° Grade >3 TRAES |ead|ng to treatment dlscontlnuatlon were Interstltlal |ung dlsease (n=2) and pneumonltls
' i ' i i o2 o2 EL A L . : Iy L : ’
G719X, S768l) and compour)d muta’gons, who have active newly diagnosed and/or progressing brain A767_V769dup (ASV) 11 (19) 9 (21) g~ 60 5 604 i Aﬁ anaphylactic reaction, and nausea (n=1 each) in Cohort C total and pneumonitis, anaphylactic reaction,
metastases and/or leptomeningeal disease (LMD) S768_D770dup (SVD) 4(7) 3(7) 3 80 3 _80- . interstitial lung disease, and nausea (n=1 each) in the RANO-BM measurable group
N771_H773dup (NPH) 2(3) 1(2) D 00 100
M th d St d D . (H)t7h73dUp il 22 22)7) 12 g;) Patients Patients ﬁ
etnoas. u esign er CR MPR 'SD MPD
y g Other EGFR mutations, n (%) 20 (34) 15 (35) = = =
G719X 4 (7) 4 (g) a8 of 43 patients were not evaluable for response. b7 of 59 patients were not evaluable for response.
REZILIENT?2 i Iti h I I h 2 trial (NCT - EUDRA CT 202 4 A, prior amivantamab therapy; CR, complete response; E, prior EGFR exon20 targeted therapy (other than amivantamab); L, leptomeningeal disease; PD, progressive in 215% of 2 ®
IS a mu tICO Ol't open- abe ’ p ase trla ( C 05967689! U C 0 3'503865' 8) S768l 1 (2) 1 (2) disease; PR, partial response; RANO-BM, Response Assessment in Neuro-Oncology Brain Metastases; RECIST v1.1, Response Evaluation Criteria in Solid Tumors, Version 1.1; Any'grade TRAEs in 215% o patlents, n (A’) - m-
L861Q 3(5) 1(2) SD, stable disease. (N=59) Any Grade Grade 23
Eligibility Endpoints E709X 1) 1(2) 21 TRAE 52 (88) 17 (29) 20 (34) 15 (25)
« Age 218 years with locally advanced/metastatic NSCLC (investigator assessed) Compound mutations 9 (15) 7 (16) _ _ o _ L Paronychia 17 (29 7 (12 9 (15 1(2
J y . y . Primaryv: Other® 2(3 102 » Figure 4 shows treatment duration and individual patient responses by RANO-BM criteria and RECIST v1.1 yen (29) (12) (15) @
* Documented ex20ins or other uncommon single or compound rrimary: er (3) ) ] o i . . ST ] ) . Dermatitis acneiform 13 (22) 5 (9) 5 (9) 3(5)
non-ex20ins EGFR mutations? - ORR per RECIST v1.1 Leptomeningeal disease, n (%) 13 (22) 9 (21)  Zipalertinib demonstrated comparable systemic and intracranial activity in ex20ins NSCLC with brain Diareh e T 5 e
’ 0/ - _ 0 iarrhea
* Measurable disease per RECIST v1.1 and CNS metastases by aOne patient had more than one mutation. ®Other EGFR mutations were G779F (n=1) and 1740_K745dup (n=1). metastases (RECIST v1.1 ORR 37.5%; RANO-BM ORR 34.5%) o
RANO-BM Seconda ECOG, Eastern Cooperative Group; EGFR, epidermal growth factor receptor; RANO-BM, Response Assessment in Neuro-Oncology Brain Metastases. . Responses occurred after prior amivantamab_omy treatment (REC|ST v1.1 4/7: RANO-BM 3/6) Antitumor Stomatitis 12 (20) 10 (17) 2(3) 0
) Seconcary: i - - imi : ’ Dry skin 10 (17 5(9 5(9 0
+ Active brain metastases: newly diagnosed and/or progressing brain * Intracranial ORR, intracranial activity after prior ex20ins TKls was limited (RECIST 0/4; RANO-BM 1/3) i ) ©) ©)
lesions (without CNS targeted therapy) and/or LMD DOR. and intracranial DCR * In non-ex20ins NSCLC, predominantly pretreated with EGFR TKiIs, response rates were modest (RECIST v1.1 Rash 10(17) 4(7) 6 (10) 0
« ECOGPS 0 or 1 per RANO-BM 3/19; RANO-BM 3/14) Anemia 9 (15) 6 (10) 0 3(5)
« Any prior line of therapy for advanced/metastatic disease . Safety _ Cohort C Total RANO-BM Measurable TRAEs, treatment-related adverse events.
N=59 n=43
Patients with at least 1 prior systemic drug therapy, n (%) 46 (78) 32 (74)
"Determined by localtesting perfrmed at a CLIA cerlfed (US) orlocallycerlfed aboratory (outside the US). Median number of prior theraples (range)? 2 (1-6) 2 (1-6) R
CNS, central nervous system; DCR, disease control rate (complete response + partial response + stable disease); DOR, duration of response; ECOG PS, Eastern Cooperative . . . o
On_colpgy Group Performance Status; EGFR, epid_ermal growth factor receptor; ex20ins, exon 20 ins_ertion; LMD, Ieptomeni_ngeal disease; NSCLC, non-small cell lung _cance_r; ORR Prior SYStemlc theraples, n (/0) A Prior amivantamab thera
gtgltie;t_;_\ﬁ?nrgrssp-onse rate (complete response + partial response); RANO-BM, Response Assessment in Neuro-Oncology Brain Metastases; RECIST, Response Evaluation Criteria in 0 13 (22) 11 (26) . py 4 = = = = = . Any-grade TRAEs in 215% of patients, - (%)
1 16 (27) 11 (26) E Prior EGFR exon20 L B = *u " (n=43) Any Grade Grade 23
_ _ 2 13 (22) 9 (21) targeted therapy (other than L 2 X ot X >
» Data cutoff: June 27, 2026; study is ongoing >3 17 (29) 12 (30) amivantamab) F = " . 1TRAE 38 (88) 11(26) 17.(40) 10(23)
withdrawal criteria Prior lines of EGFR-TKI therapies, n (%) B Death L : ® = = * - 1arrhea (26) 7(16) 3(7) 2)
« Median number of cycles received was 7 (range, 1-35) 0 34 (58) 24 (56) o = = — . Dermatitis acneiform 8(19) 3(7) 3(7) 2(5)
1 16 (27) 13 (30) O RECIST v1.1 Response 5 A = = Rash 7 (16) 3(7) 4(9) 0
. = L 2 o< ]
2 8 (14) 6 (14) + RECIST v1.1 Progressive N ———— w . Stomatitis 7 (16) 7 (16) 0 0
R It . P t t 23 1(2) 0 disease Toe o f <
es u S " a Ie n s Prior amivantamab therapy, n (%) 9 (15) 8 (1 9) A RANO-BM response é‘- ° = §; .+ . " RANO-BM, Response Assessment in Neuro-Oncology Brain Metastases; TRAEs, treatment-related adverse events.
Prior CNS radiotherapy, n (%) 18 (31) 16 (37) # RANO-BM progressive EL = X = "
« Of 59 enrolled patients, 43 were Response Assessment in Neuro-Oncology Brain Metastases (RANO-BM) Time from end of therapy to first zipalertinib dose, range, months 1-62 1-62 disease AeL ++x;»"<‘< < -
measurable (Figure 1) aRANO-BM: n=32; Total: N=46. BRANO-BM: n=19; Total: N=25. X Treatment discontinued y x"l"'>é “ - C O N C L U S I 0 N S
CNS, central nervous system; EGFR-TKI, epidermal growth factor receptor—targeted tyrosine kinase inhibitor; RANO-BM, Response Assessment in Neuro-Oncology Brain Metastases. glx * "
NeW ant|Cancer thera - T T T T T T T T T T T T T T T T T T T T T T T T T T T 1 ° i Tall Tal] i i i i VI I o/ 1 H
| " R EERE NIRRT TR R AN 2ol dororerecd icaly neaning sl sntumor acty wih 2 0% intacraial ORR by
Resu |tS: Efflcacy Treatment duration (Months) c . patients 9 e otherunc on sing compou
S RANO-BM M bl RANO-BM N bl uncommon mutations
-ol Measurable -El Non-measurable —  Zipalertinib also appears to demonstrate activity in patients with LMD
COhOI"t C At data CUt'Off EGFR, epidermal growth factor receptor; RANO-BM, Response Assessment in Neuro-Oncology Brain Metastases; RECIST, Response Evaluation Criteria in Solid Tumors. lea|ert|n|b Showed Systemic (REC|ST 1 1 ORR 375%) and intracrania| (RANO_BM ORR 345%) activity in
Patients enrolled * For RANO-BM measurable patients (n=43), median time on treatment was 4.4 months (range, 0.3-21.4) patients with ex20ins NSCLC and brain metastases
N=59 » 13/43 patients (ORR 30%; 95% CI: 56, 85) with measurable CNS disease had confirmed responses b , i i i - . -
RANO-BM critegria (including 2 intracranial)complete response [CRY]) (Figures 2 and 3) Y » Median PFS per RECIST v1.1 was 5.0 (95% Cl: 3.4, 7.1) months for Cohort C total and 5.4 (95% Cl: 3.4, 7.4) g‘ I\/T’éfg;”z;\:aSﬁL;treestzogrzetrserggfvrv?tcri] Zf;%ﬁg;gmé\t/:g?g:%vgglﬁ r:s:;ment (RECIST v1.1 4/7; RANO
— Median intracranial duration of response (DOR) was 9.7 months (95% CI: 3.1, not evaluable [NE]) months for the RANO-BM measurable group (Figure 5) ’ ) : : _
RECIST v1.1 measurable RANO-BM measurable _ _ , _ _ Response rates were modest in predominantly EGFR TKI-pretreated non-ex20ins NSCLC; small subgroups
_59 43 + Of the 13 patients with confirmed intracranial response limit interpretation
n= n= — 10 patients had no prior CNS radiotherapy; the remaining 3 had prior CNS radiotherapy >8 months before , : o : : :
the start of zipalertinib treatment The safety profile of zipalertinib was consistent with previous reports
Discontinued treatment n=51 Discontinued treatment n=37 — 3 patients also had LMD at baseline; median time on treatment was 6.8 months (range, 3.0-12.6)
AE/SAE: n=12 AE/SAE: n=10 » For RECIST measurable patients (N=59), median time on treatment was 4.4 months (range, 0.3-27.4) 10 Per RECIST v1.1
. . . - . . . . ) . 07 RANO-BM
Clinical disease progression: n=6 Clinical disease progression: n=3 + 18/59 patients (objective response rate [ORR] 31%; 95% CI: 19, 44) had confirmed systemic responses by % 09- Cohort C Total RANO-BM Measurable  Non-measurable
Radiographic disease progression?: n=28 Radiographic disease progression?: n=19 RECIST v1.1 (Figures 2 and 3) S osA (N=59) (n=43) (n=16)
Withdrew consent: n=1 Withdrew consent: n=1 — Median DOR was 8.4 months (95% CI: 4.4, 15.6) g 0.7 Events, n (%) 49 (83) 35 (81) 14 (88) Presenter Disclosures
- A= = C . . T . Median PFS (95% Cl), months 5.0 (3.4, 7.1) 5.4 (3.4, 7.4) 3.8(1.4,9.7) ; : ) - ' - ) . .
Death: n=4 Death: n=4 . - Y | Consulting or Advisory Role: AstraZeneca, Daiichi Sankyo, Blueprint Medicines, Janssen, C4 Therapeutics, Cullinan Oncology, Black Diamond
Long term data show similar intracranial and SyStemIC response rates E 0.6 Therapeutics, Taiho Oncology, AbbVie, Novocure, Takeda, Bristol Myers Squibb/Roche, Orion Clinical
§ 057 Research Funding: AstraZeneca (Inst), Astellas Pharma (Inst), Lilly (Inst), Novartis (Inst), Pfizer (Inst), Daiichi Sankyo (Inst), Cullinan Oncology (Inst),
Treatment ongoing at data cutofft Treatment ongoing at data cutoff® L 0.4+ Janssen Oncology (Inst), Erasca, Inc (Inst), Blueprint Medicines (Inst), Black Diamond Therapeutics (Inst), Systimmune(Inst)
n=8 n=6 g 0.3 Other Relationship: Astellas Pharma
@ 0.2+ : :
D _ REGIST v1.1- ®Data cutoff: June 27 2026 Intracranial response Systemic response gg) 0.1 |—|
aDisease progression as per v1.1; PData cutoff: June 27, . - - . - -+
AE, adverse event; RANO-BM, Response Assessment in Neuro-oncology Brain Metastases; RECIST, Response Evaluation Criteria in Solid Tumors; SAE, serious adverse event. 100 (RANO'BM measurable n_43) 100 (RECIST vl measurable n—59) 09_ 0 I N Eeﬁgﬁglﬁis\], et al. JAMA Oncol. 2025:11:60-9. ?fﬁak:u(t,:g:‘:?vgﬁlgnl‘iakgt:) thank and acknowledge
= 80 72 = 80 70 I I I I I I I I I I 2. Watanabe N, et al. Ann Transl Med. 2022;10:1283. all trial participants, their families, and trial
= = 0 3 6 9 12 15 18 21 24 27 3. Hasako S, et al. Mol Cancer Ther. 2018;17:1648-58. personnel for participating in the studies.
. . . L. . . 5’&2 60 42 60 . 4. Udagawa H, et al. Mol Cancer Res. 2019;17:2233—-43. Medical writing assistance was provided by
» Median age of patients was 62 years (range, 23—84) in both groups and the majority had ex20ins mutations S 40 30 S 40 31 , Time to event (Months) 5. Piotrowska Z, et al. J Clin Oncol. 2025;43:2387-97. Yvonne E. Yarker, PhD, FRSM, from Medicite LLC,
(Table y ) = S Number at risk/number of events funded by Taiho Oncology, Inc.
. o 20 o 20 Cohort C Total 5900 3721 2512 15/7 6/6 5/0 113 110 1/0 0/0
 13/59 patients (22%) had LMD (Table 1) 0 0 RANO-BM Measurable 43/0 29/13 19/10 11/6 414 2/0 11 1/0 110 0/0 Contact email: YuH@mskcc.org . . .
. . . . Intracranial ORR Intracranial DCR ORR DCR . Copies of this poster obtained
« 27/43 RANO-BM measurable patients (63%) and 41/59 of all enrolled patients (69%) had not received prior RANO-BM Non-measurable ~ 16/0 8/8 6/2 4/1 212 2/0 111 1/0 1/0 0/0 Study sponsored by Taiho Oncology, Inc. through QR, AR, and/or text key
CNS radioth Table 2 DCR, disease control rate (complete response + partial response + stable disease); ORR, objective response rate (complete response + partial response); RANO-BM, Response . . codes are for personal use only and
raaiotnerapy ( able ) Assessment in Neuro-Oncology Brain Metastases; RECIST v1.1, Response Evaluation Criteria in Solid Tumors, Version 1.1. PFS, progression-free survival; RANO-BM, Response Assessment in Neuro-Oncology Brain Metastases; RECIST v1.1, Response Evaluation Criteria in Solid Tumors, Version 1.1. Presented at the European Society for Medical Oncology (ESMO) 2026 Congress; may not be reproduced without

23-27 October 2026; Madrid, Spain written permission of the authors.
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