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Therapeutic advances in EGFR ex20 ins mutations

EXCLAIM EXCLAIM-2 E -
Accelerated approval Mobocertinib vs g -
e T — mobocertinib Chemo i
Structural basis PFS: 9.6 v9.6 m —_
‘esistance to 1G Tena tmescts)
=GFR TKI in Ex20 CHRYSALIS e e L .
asertions Accelerated approval Roubichoux et al. WU-KONG 1B
asuda STM 2013 — amivantamab Structural-functional Accelerated approval
(monotherapy) basis classification | - Sunvozertinib 200 mg

008 e Wil 20 :

Yang et al. Role of

fafinib i Osimertinib 160 mg OM PAPILLON FAVOUR WU-KONG 28
a atmtl' in U][‘Sc;(mzmc’“ POSITION20 SoC chemo- Firmonertinib Phase llI
E_L;; :;orll_su(x 6) 7 ORR 28%, mPFS 6.8 m amivantamab ORR 78.6% Sunvozertinib 300 mg
-3 COh'OrtS: Exon 20 ECOG ACRIN EA5162 o mDoR 15.2 m vs chemo
ins/atypicals/ T790M ORR 24%, mPFS 9.6 m o
Limited efficacy for 3
afatinib in exon 20 ins i
)-' HASCO26 eresenteoav: Daniel SW Tan, National Cancer Centre Singapore ASCO
3 P

Presentation is property of the auther and ASCO. Permission required for reuse; contact permissicns@asco org.




EGFR Exon20ins

Sunvozertinib Monotherapy versus Platinum-based Chemotherapy as First-line Treatment for Advanced
NSCLC with EGFR Exon20ins: Primary Analysis of A Multinational Phase 3 Randomized Study (WU-KONG28)

John V. Heymach, MD, PhD

Cytologically/histologically

confirmed locally advanced or Randomized at 1:1
metastatic non-sq NSCLC = - Stratified by baseline
+ Documented EGFR exon20ins brain metastasis (Y/N)
*  Newly diagnosed or treatment naive
+ ECOG:0or1
| Primary Endpoint:

| = PFS assessed by BICR *

. Secondary Endpoints:
OS5 (Key secondary) ®
PFS assessed by investigator
ORR, DCR, DoR, and tumor size change |
Safety, Pharmacokinetics {

| Exploratory Endpoints:
{ « PFS2ele.

® % ® ®

investigator assessment or death from any cause, whichever comes first
* Tumor assessment was conducted per RECIST 1.1 every 6 weeks in the first year and 12 weeks thereafier
® 05 follow-up was conducted every 3 monilhs

026 ASCO PN elep g 'eswmosy: Or. John V. Heymach, MD, PhD

M UAL MEETIM

WU-KONG28 Study Design

Sunvozertinib

(300 mg, once daily, orally)
Key Eligibility Criteria

Platinum-based Chemotherapy
(Carboplatin, AUCS + pemetrexed, 500

pemetrexed maintenance therapy),
intravenous infusion

Crossover to sunvozertinib was allowed
upon BICR-confirmed progressive disease

Prasmnisban i (opaty of e suifon snd ASCO Parmesan mpered e ieus, (onb [Srasons e ong

PD Sunvozertinib

+ mg/mZ, Q3W up to 6 cycles, followed by ——— (300 mg, once

daily, orally)

65,8% crossover

Data cut-off date for primary analysis: January 16, 2006, Abbreviation: AUC. Area Under Curve: BICR, Blinded Independent Central Review: DCR, Disease Coniral Rate: DoR. Duration of Response: ECOG, Eastern Co-
operative Oncology Group: EGFR, Epidermal Growth Factor Receptor;, Exon20ins, Exon 20 Inserion Mutations; NSCLC, Non-small Cell Lung Cancer, ORR, Objective Response Rate; 08, Overall Sunvival, PFS,
Progression Frea Survival, PF52, Second Progression Free Surdval, QD Once Daily, Q3W, Every 3 Weeks; PF52 is defined as the ime from randomization 1o objective tumor progression on nax ling therapy based on
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EGFR ex6n 20 ins o®
Sunvozertinib Monotherapy versus Platinum-based Chemotherapy as First-line Treatment for Advanced G eC P

lung cancer

NSCLC with EGFR Exon20ins: Primary Analysis of A Multinational Phase 3 Randomized Study (WU-KONGZ28) research
John V. Heymach, MD, PhD

° .
100 ~ " ha Median Hazard Ratio P Value DOR 1 1 ’2 VS. 7’1 m
90 - (95% Cl) (95% Cl)
/]
£ 80+ Sunvozertinib  10.3 (8.3, 14.0) 0.65(0.50, 0.85) 0.0008 100 -
o Median (95% Cl)
£ 701 Chemotherapy 7.5 (6.7, 8.5) 90 - 3
o 60 J _'2 80 Sunvozertinib 11.2(8.2, 13.9)
‘6 'g 70 4 Chemotherapy 7.1 (6.9, 11.1)
o 50 - 46.1% F o
5 40 4 | o B0 o T
g 30 | ini g 40+
2 :' Sunvozertinib % 30 - Sunvozertinib
9 9p A 26.7% : [
o 3 ! & 20+
10 A 3 171% E 10 -
0 i i 0 T T T T T T T T T T T
T T T T T } T T T I T
0 3 6 9 12 15 18 21 24 27 30 33
0 3 6 9 12 15 18 21 24 27 30 33 .
Time (months)
Months since Randomization Number At Risk:
Number At Risk: Sunvozertinib 96 91 64 48 36 28 22 17 9 4 2 0
Chemotherapy 50 44 29 13 9 5 1 1 1 0 0 0
Sunvozertinib 163 143 108 74 60 48 34 26 18 9 3 0
Chemotherapy 161 128 84 51 28 22 14 7 6 2 1 0
« SLP2:21,7vs.15,5m, HR 0,70 [0,52-0,95], p 0,0111

e SV:29,8vs.28,8m
e TR:58,9vs. 31,1%, p<0,0001

 TCE:94,5vs. 85,7% Accelerated FDA approval (post-chemo),

but unavailablein US
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Sunvozertinib Monotherapy versus Platinum-based Chemotherapy as First-line Treatment for Advanced G eC P

lung cancer

NSCLC with EGFR Exon20ins: Primary Analysis of A Multinational Phase 3 Randomized Study (WU-KONGZ28) research
John V. Heymach, MD, PhD

All Grades Grade 23 All Grades Grade 23
iarrhea 142 (87.1) 23 (14.1) 25 16 7
erum creatine kinase increased 95 (58.3) 34 (20.9) e EAs=G3: 61 ’3 VS. 49’3%
nemia 93 (57.1) 15(9.2) 94 (62 7) 17 (11 3) ) . N )
ash 86 (52.8) 1(0.6) 10 (6.7) 0 * Disminucion dosis: 40,5 vS. 24%
aronychia 79 (48.5) 6(3.7) 1(0.7) 0 e Stop porEAs: 7,4vs. 11,3%
eightdecreased 71 (43.6) 6 (3.7) 17 (11.3) 1(0.7)
ecreased appetite (38 7) 3(1.8) 42 (28.0) 2(1.3)
Serum creatinine increased (33 7) 1(0.6) 14 (9.3) 0
Nausea 46 (28.2) 3(1.8) 69 (46.0) 2(1.3)
Vomiting 46 (28.2) 3(1.8) 36 (24.0) 3(2.0)
Hypokalemia 41 (25.2) 6 (3.7) 11 (7.3) 1(0.7)
Amylase increased 38 (23.3) 2(1.2) 17 (11.3) 0
Lipase increased 38 (23.3) 9(5.5) 11 (7.3) 2(1.3)
Aspartate aminotransferase increased 36 (22.1) 4 (2.5) 56 (37.3) 1(0.7)
Mouth ulceration 33 (20.2) 2(1.2) 5(3.3) 0
Alanine aminotransferase increased 29 (17.8) 3(1.8) 52 (34.7) 2(1.3)
Fatigue 25 (15.3) 2(1.2) 30 (20.0) 4(2.7)
Neutrophil count decreased 24 (14.7) 4 (2.5) 68 (45.3) 28 (18.7)
White-cellcount decreased 20 (12.3) 1(0.6) 59 (39.3) 10 (6.7)
Constipation 18 (11.0) 1(0.6) 38 (25.3) 0
Platelet count decreased 15(9.2) 4 (2.5) 33 (22.0) 10 (6.7) S C. ot ol NEJM 2026

DOI: 10.1056/NEJMoa2604461
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EGFR mutaciones atipicas o
Overall survival of first-line amivantamab plus lazertinib in atypical EGFR-mutated advanced NS Lg SP

Updated results from the CHRYSALIS-2 study
Joel W. Neal, MD PhD

Frequency of EGFR mutations in NSCLC258.12-15.b 2 . CjF)
CHRYSALIS-2 Study Design i
NSCLC
Ex20ins Dose expansion cohorts
~5%—-10%
Atypical (" D
{G71 9X, Dose escalation phase
S768l, Sl v .
- RP2CD was identified: Cohort C: Atypical EGFR mutations Focus of this presentation
L861Q) IV amivantamab 1050 mg Treatment naive or post-EGFR TKl/chemotherapy® P
~5%-10% (1400 mg if 280 kg)?
Secondary endpoint:
plus + 0S8
Lazertinib 240 mg orally Other endpoints reported:
\_ J * Subsequent therapy
« Treatment duration
c:::‘:g:lgln « Safety (AEs)
or L858R)
~85%-90% + In an earlier analysis from Cohort C, OS was not estimable for the treatment-naive population (n=49)'; here, we present OS outcomes
from the treatment-naive population (n=49) of CHRYSALIS-2 Cohort C after longer follow-up
Common CHRYSALIS-2 ClinicalTrials gov Identifier. NCT04077483
Amivantamab was administered intravenously ance every week during Cycle 1, with the first dose split between 2 days (350 mg once daily on C1D1, and the remainder on C1D2) and then every 2 weeks in subsequent cycles. *Participants had received <2 previous lines of treatment with chemotherapy
. Exzoins and/or second-generation EGFR TKI as the most recent line of therapy.
1, Tomasini P, et al. J Clin Onicol. 2026,44(1).54-65.
B Atypical 2026 ASCO  [PITTRNTY  rrosomoe: Jool W Neal e e
ANNUAL MEETING Presentation is property of the author and ASCO. Permission required for reuse: comact permissions@asco.org ¥ permission from ASCO® or the authors of these siides.
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Overall survival of first-line amivantamab plus lazertinib in atypical EGFR-mutated advanced NS@L@ SP
Updated results from the CHRYSALIS-2 studly. e

Joel W. Neal, MD PhD

EGFR mutaciones atipicas

5 | ¢ Seguimiento 31,3 m (20% siguen en tto)

Overall Survival Y V. .
" * 39% entto >2 anos (duracion media: 13,3 m)

100 A
R _LLLHM e | * 71% reciben tto ala PD.
g « No nuevos EAs, la mayoria G1.
I
2 00 e EAs =G3:rash (14%), paroniquia (8%), reacciones
£ . Median OS A infusionales (6%)
‘2 Medif-m follow-up, 31.3 mo (9 5% Cl)
g f’l';'z":r't‘it:i'gab 41.0 mo (27.7-NE)
£ 20 1
; - SV: +/- 3,5 afos (41 m)

0

0 3 6 9 12 15 18 21 24 27 30 33 3 39 42 45 48 51 54

Merhe - Respuestas duraderas indep de mutacionesy
lazertinib 49 44 37 37 36 36 36 34 29 27 26 22 19 15 10 10 8 1 0 Caracterl'sticas Cll'nico_demogra'ficas.

2026 ASCO #ASCO26 presenTeD BY: Joel W Neal
ANNUAL MEETING Presentation is property of the author and ASCO. Permission required for reuse: Contact perMissions@asco org
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> Amivantamav-Lazertinib demuestra SV prolongada en 12L en mEGFR comunes y atipicas.
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5
Safety and efficacy results of the Phase 2 study of silevertinib (BDTX-1535) in treatment-naive pageﬁc P
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with non-small cell lung cancer with non-classical EGFR mutations reseeren

Julia Rotow, MD

Phase 2 Dose Expansion

Cohort 1 Recurrent NSCLC after <2 prior therapies

Main Inclusion Criteria: N=41  EGFR non-classical mutation (NCM) positive
* EGFR NCM by local NGS test

* Asymptomatic brain
metastases

Cohort2 Recurrent NSCLC after <2 prior therapies
N=42  EGFR acquired C7975 mutation positive

Main Exclusion Criteria:
* Classical EGFR mutations
(del19, L858R) [Cohort 3]
* Other resistant mutations
(e.g., EGFR T790M, exon
20ins, MET, KRAS G12€, etc.) ) Cohort3 Treatment-naive NSCLC with

\

N=43  EGFR non-classical mutations (NCMs)

ASCO Abstract 8620

Poster Board: 410

May 31, 2026
9:00 AM

S
Primary Objective:

* ORR

Secondary Objectives:
* PFS

+ DOR

05

» Safety

*PK

——

Focus of this
presentation

e TR:60%

e SLP:15,2m
* DoR:NR

* icTR: 86%

Silvertinib 200 mg (n=43)

EAs =2G3 60%/28%
Interrupciones 88%
Disminucion dosis 84%
Stop 14%

Rash 95% (=G3: 19%), Diarrea 77% (=G3: 19%),
paroniquia 77% (=G3: 5%), estomatitis 77% (=G3: 9%)




EGFR C797X
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DZD6008, A Fourth-generation EGFR TKI, in Pretreated NSCLC Patients with EGFR C797X GeCP

Mutations: Results from Phase 1/2 Studies

Mengzhao Wang

lung cancer
research

TIAN-SHAN1/2, diseno: TIAN-SHAN1 (NCT06905197) (US/Australia) y TIAN-SHAN2 (NCT06813365; CTR20241790) (China): estudios
en marcha fase 1/2 multicéntricos. Valoran seguridad, tolerancia y actividad de DZD6008 en CNMP mEGFR.

4 N
Key inclusion criteria

90 mg QD

Dose Escalation [ (n=3~10)

]

+ 218 years

» Locally advanced or
metastatic NSCLC

* EGFR sensitizing mutation
(19del or L858R)

60 mg QD -I
(n =3~10)

i

Dose Expansion Cohorts

Expansion Cohort 2 (n = 20~30) 40 mg 60 mg
Prior SOC, 60 mg QD (n=17) (n=21)

0 0
+ Progression or intolerance (40 “;9 C:I(::) Expansion Cohort 1 (n =20~30) TR 41,2% 42,97%
after third-generation n=s~ Prior SOC, 40 mg QD 0 0
EGFR TK'S J Stratification by sensitizing mutation type (19del or LB58R) TCE 94’ 1 A 90, 5/)
; ECOGPS O 20 mg QD SLP6m | 70,6m | 61,8m
+ Stable BM ) (n = 3~10) ) ’
40 mg 60 mg
(n=17) (n=21)
EAs 37,5% 41,7%
Anemia G3 4,2% 16,7%
Transaminasas 0 4,2%




EGFR L858R

Phase 3 clinical trial of the combination of erlotinib plus ramucirumab compared with osimertinib in untreateg
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advanced or recurrent non-small cell lung cancer with EGFR L858R mutation: The TEVIL858R trial (WJOG14420L)>

Naoki Haratake, MD, PhD

TFS: 14,8 vs. 16,6 m, p 0,49

’_/Untrealed advanced non ) g‘
squamousNSCLC | 1.1 (=230

' Stratification by.

] - Disease stage (stage 1B-IV,

~ + EGFRLB858R mutation of postopraliv ecurtence) |

i 2 years .

1 PS04 || 2 Presenceor sbsence of
- Asymplomaticbrain el

\ metastases allowed ) [3sa

e SLP:14,8vs. 14,9 m
e SV:44vs.38,4m
e EAs G3:72vs.44%

| Trsprtabity (4

Median TFS, months
{95% C1)
b | Osi 143({11.6.209)
B Erdotnm 16.6 (133~ 19.6)

HR (35% CIj 1.03 {0.78-1.38); p=0.45

0 B 12 12 24 30 % a2 -
1he &8s &5 12 7 L
i1 23 Fa1 -3 s ¥
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Phase 3 clinical trial of the combination of erlotinib plus ramucirumab compared with osimertinib in untreat e
advanced or recurrent non-small cell lung cancer with EGFR L858R mutation: The TEVIL858R trial (WJOG14420L)>

Naoki Haratake, MD, PhD
TFS: 14,8 vs. 16,6 m, p 0,49

’_/Untrealed advanced non \ R:”;’?m:“ e
uamousNSCLC 1l Median TFS, monthe
| 5q : - tiﬁcmionuby:“ = 8 B ou u;:f,:(‘mm_g;
- . . 5035 5lage {s1age Nit-1V, _ B Erotnm 16.6 (133 - 1956}
~ + EGFR LBS8R mutation (L orpostoperative ecutnce) z HR(SS%CI) 103 (0.78-4.38); p=0.43
i 2 years i jud
1 PSO | | 2 Prasence of absence o % ‘ e
o oo 12| Drain melastasis s -
* Asymplomaticbrain | | 2 B
| metastases allowed ) |3 = -
»\am;!mmtm“‘3
e SLP: 14,8 vs. 14,9 m BmA  WB & & 12 ? -
AmB A6 23 5 3 s £

e SV:44vs.38,4m
e EAs G3:72vs.44%

Negativo




EGFR 19Del, 21L858R

o®
Efficacy and safety of asandeutertinib versus osimertinib as first-line treatment in EGFR-mutated NSCLC palgngc p
with brain metastases: Interim analysis of an open-label, multicenter, randomized, pivotal phase Il study

(ESAONA).
Yuankai Shi

4
Experimental:

Asandeutertinib

Key eligibility:

« Advanced NSCLC with 160mg QD
BM

+ EGFRm+ (19Del, Stratifications:
21 L858R) EGFRm+:

19Del vs. 21L858R
Intracranial lesions:
>3vs. <3

n:246_

* Measurable S

intracranial lesions
« EGFR-TKI-naive
* £1L chemotherapy
+ ECOG PS 0-1

n=420 . ’

Control:

Osimertinib
80 mg QD

Dec 15th, 2025

220 measurable
intracranial patients

1% interim

analysis

Primary endpoint 1
+ BICR-iORR

Secondary endpoints:
* ORR, PFS, OS

238 iPFS events
(70%)

340 iPFS events

Final
analysis

224 interim
analysis

Primary endpoint 2
* BICR-iPFS

+ iTTR, DCR, DoR, DepOR, iDCR. iDoR. iDepOR

« Safety, FACT-L, etal.

Abbreviation: ECOG, Eastem Cooperative Oncology Group; PS, performance status; OS, overall survival; iTTR, intracranial time to tumor response; DCR, disease confrol rate; DoR, duration of response;

DepOR, depth of response; FACT-L, Functional Assessment of Cancer Therapy-Lung.

presenten py: Yuankai Shi, MD, PhD

Presentation is property of the author and ASCO. Permission required for reuse, contacl permissionsfasco org.
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e TR:89,2vs.77,9%, p 0,0301
e SLP:NRvs.17,22m
HR 0,64 [0,41-1,00], p=0,0473

* EAs=G3:43,21 vs. 15,9%
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Efficacy and safety of asandeutertinib versus osimertinib as first-line treatment in EGFR-mutated NSCLC palgn

lung cancer
with brain metastases: Interim analysis of an open-label, multicenter, randomized, pivotal phase Il study researen
(ESAONA).
Yuankai Shi
* icTR:95,5vs. 79,6%, p0,0004
e icSLP:NRvs. 17,51 m * icDoR:NRvs. 16,26 m
HR 0,46 [0,28-0,76], p 0,0020] HR 0,50 [0,28-0,88], p 0,0148
100 100 -
Asandeutertinib Asandeutertinib
o 751 o 75
7] i
& S
- e S T o BOf - e
o] ' o )
> ; >
= ,  Osimertinib = Osimertinib
e L
g 251 %’ 251
o o
%% 3 6 9 12 15 T8 21 24 27 ) 3 6 9 12 5 18 21 24 27
Time (months) Time (months)
No. at risk No. at risk
Asandeutertinib 111 101 89 81 72 57 27 18 4 0 Asandeutertinib 106 90 79 71 50 33 17 9 2 0
Osimertinib 113 100 93 80 61 45 22 14 5 0 Osimertinib 90 83 75 63 37 25 14 7 2 0
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Lorlatinib vs crizotinib as first-line treatment for advanced ALK+ non-small cell lung cancer: 7-y

update from the phase 3 CROWN study
Tony S. K. Mok
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Key eligibility criteria

Stage IIIB/IV ALK+ NSCLC

No prior systemic treatment for
metastatic disease

ECOG PS 0-2

Asymptomatic treated or untreated
CNS metastases were permitted

=1 extracranial measurable target
lesion (RECIST 1.1) with no prior
radiation required

—

Lorlatinib 100 mg once daily
n=149

Stratified by:

. Presence ofbrain metastases
. (yes vs no)
Randﬁ:nlzed i T
N=.296 (Asian vs non-Asian)

Crizotinib 250 mg twice daily
n=147

No crossover between treatment arms was permitted

Primary endpoint

PFS2 by BICR

Key secondary endpoint

0s

Other secondary endpoints

PFS by investigator
ORR by BICR and investigator

IC ORR, IC TTP, DOR, IC DOR,

TTR and IC TTR by BICR and
investigator

Safety
Quality of life
Biomarker analyses




ALK
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Lorlatinib vs crizotinib as first-line treatment for advanced ALK+ non-small cell lung cancer: 7-year Gecp
update from the phase 3 CROWN study

Tony S. K. Mok

months (95% CI, 36.8-not evaluable) in the crizotinib arm

*  The median duration of follow-up for PFS was 83.0 months (95% CI, 81.2-86.3) in the lorlatinib arm and 77.2

Lorlatinib

Crizotinib

No. at risk Months

— Lorlatinib 149 126 118 111 103 96 93 89 87 81 81 79 78 75 73 71 69 68 66 65
— Crizotinib 147 107 70 42 30 19 16 16 11 10 9 9 9 8 8 7 6 6 6 5

Cl, confid rval; HR, hazard raf

n to treat; NR, not reached; PFS, progression-free survival

2026 ASCO #ASCO26 presenteDBY: Tony S. K. Mok, MD (tony@clo.cuhk.edu.hk)
ANNUAL MEETING Presentation is property of the author and ASCO. Pe

Permission required for reuse; contact permissionsi@asco org.

62 38 28 9 2
2 2 0 0 0

0
0

100 (n=149) (n=147)
90 4 Events, n 62 119
PFS, median NR 9.1
80 1 (95% CI), months (68.5-NR) (7.4-10.9)
70 4 HR (95% Cl) 0.19 (0.13-0.26)
60 57% 55%
=2
:_’. 504 H : i
& 404 1 7 new PFS
304 : events occurred
1 between 5 and 7
204 : | years with
104 ' A 1 30, Iorlatlnlb.: 4
. ‘ T ! progression
0 — — ™ events and 3
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 |80 84 88 [92 96 100 deaths (not

treatment related)

NNNNNNNNNNNNNNNNNNNNNNN

SLP: NRvs. 9,1 m, HR 0,19 [0,13-0,26]

SLP 7 anos: 55 vs. 3%

lung cancer
research

Sin PD a 24m - 79% de posibilidad de seguir
sin EP alos 7 anos.

Beneficio en todos los subgrupos.

T alaicPD: NRvs.16,4m, HR 0,06 [0,05-
0,12]. Sin nuevos eventos en SNC después de
30 m de tto.

Analisis de ctDNA no detecta nuevas
mutaciones de resistencia de ALK.
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Lorlatinib vs crizotinib as first-line treatment for advanced ALK+ non-small cell lung cancer: 7-year Gecp

update from the phase 3 CROWN study
Tony S. K. Mok
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Estimated Proportion of PFS Events With Lorlatinib

Conditional PFS beyond 2 years

PFS

Measure N
estimate

Estimated proportion of PFS events PFS at 2 years 70%

PFS at 7 years 55%
*Conditional o
) PFS (Tvi2Y) 9%
1 *Estimated as the ratio of the
- i 55% Kaplan-Meier PFS estimates at 7
I . e 1 and 2 years: (55%  70%)
I 2% 3% o L HE Hy
1 3% 2% I
I I
| |
30 1 | 1
20 ! 1
| I
10 4 1 1
0 1 [
Year 1 | Year 2 I Year 3 | Year 4 | Year 5 | Year 6 | Year 7 |
No. at risk

- Lorlatinib 149 126 118 111 103 96 93 89 87 81 81 79 78 75 73 71 69 68 66 65 62 38 28 9 2 0

Patients without a PFS event in the first 24 months on lorlatinib have a

79%* probability of remaining alive and progression-free at 7 years

Time to IC Progression in the ITT Population

o Lorlatinib  Crizotinib
i‘ 100 92% 92% (n=149)  (n=147)
'% 90 ! 1 ; ! : Events, n 9 66
" 80 3 ] ' ' ] Time to IC NR 16.4
70 1 ; ; ! ! progression, (NR-NR)  (12.7-21.9)
s 60 3 H ! i 1 months, median
2 50 1 ; ! : ! (95% Cl)

R i ! : i I HR (95% Cl) 0.06 (0.03-0.12)

o i i 1 1 1
£ ' | ] ' '
= 30 ' \ ' I ' 1
2 | f ; ) ! '
g2 2 i P22% 1 gpg T — ,
g 10 i i ' : : ° 1 16% Tumor assessments, including brain
,_5:" H | : ; H ! MRI, have been performed every 8

0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88 92 96

No. at risk Months
— Lorlatinib 149128 119 112 105 98 96 92 89 86 84 81 81 78 78 76 72 69 69 68 64 41 29 9 2
— Crizotinib 147107 75 46 34 22 19 18 12 12 10 10 9 8 8 7 6 6 6 5 2 2 0 0 O

weeks up to 5 years and every 16
weeks afterwards in all patients
throughout the study

No new IC progression events occurred after the first 30 months on lorlatinib

PFS, progression-free survival

bo2s ASCO rresenteosy: Tony S. K. Mok, MD (tony@clo.cuhk.edu.hk) ASCO sy

KNOWLEDGE CONQUERS CANG

PNNUAL MEETING

Presentation is property of the authar and ASCO. Permissian required for reuse; contact permissions @asco.org.

Cl, confidence interval; HR, hazard ratio; IC, intracranial; ITT, intention to treat; MRI, magnetic resonance imaging; NR, not reached.
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: Data cut-off: August 29, 2025
m PHASE 2: Neladalkib 150 mg QD (RP2D) gust &=,
PATIENT PRIOR ALK TKI PRIORLINES oy b eninoine Total Enrolled: N = 781
POPULATION CHEMO/I-0 .
Any ALK+ solid tumor, any dose
. 1 prior 2G (ceritinib, alectinib, or brigatinib) 0-2 Phase 1+ Phase 2 pooled
Neladalkib dose
escalation 2-3 prior, any generation 0-2 ‘
( 15— 200 mg (crizotinib, ceritinib, alectinib, brigatinib, or lorlatinib?) Primary: ORR by BICR Safety Population: Nz 65 6
; : ALK+ NSCLC 1 prior 3G (orlatinib) <1 Secondary: Additional
QD) " patlents P efficacy measures (DOR, Advanced ALK+ NSCLC
with advanced None (TKl-naive) <1 TTR, PFS, 0S), Received neladalkibat 150 mg QD
ALK+ solid intracranial activity, overall I
safety and tolerability,
tumors Any (not eligible for other cohorts) Any conﬁrymation of PK pa:oﬂle * *
Other ALK+ > 1 prior ALK TKI or systemic therapy Any Efficacy Population: Preliminary Data
Solid Tumors (or for whom no satisfactory standard therapy exists) i
ALK TK|-Pretreated TKI-Naive ®
vith measurable disease by BICR vith measurable disease by BICR
g%a;ialj::z:\z i::i::;?:ltﬁ?g::;iféﬂf:ﬁ;!:::n?::s(:ﬂz:rifﬁ:r:ggrgg? gz;ﬂi:ﬁﬁ;ﬁ;:ﬂie‘?tg‘.ggggr?::::i;ﬁtl}rgfiitx{munotherapy; NSCLC, non-small cell lung cancer, ORR, objective response rate; OS, overall survival; TreatEd by September 30, 2024 Treated by
PFS, progression-free survival; PK, pharmacokinetic; QD, once daily; RP2D, recommended phase 2 dose; TKI, tyrosine kinase inhibitor; TRK, tropomyosin-related kinase; TTR, time to response.
2Excludes patients who received lorlatinib as the 1st prior ALK TKI. (2 6 months DOR follow Up) August 29, 2025
2026 A ‘ PRESENTED BY: Jessica J. Lin, Mass General Brigham Cancer Institute, Boston, MA, USA | Ssnciu socEron - -
ANNUAL MsEgg Presentation is property of the author and ASCO. Permission required for reuse; contact permissionsi@asco org, ﬁoﬁggmauens CANCER| n = 253 n - M
Neladalkib: inhibidor selectivo de ALK, penetra SNC. Evita EAs relacionados con TRK
. . . o o 4 ) o
Activo en M1 SNC, incluidos tratados con Lorlatinib y en portadores de mutacién ALK 75% tras Lorlatinib

G1202R simple o compuesta.
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ALKOVE-1: Efficacy and safety of neladalkib in patients with advanced ALK+ NSCLC

JQSSlca J' Lln TKI-Pretre:::: r;?:;i:ﬂ?g::z; Mutation
Advanced ALK+ Any prior ALK TKI * Lorlatinib-naive Lorlatinib-experienced g 75 b :/ i —
NSCLC (1-5 prior ALK TKls (1-3 prior ALK TKls (1-5 prior ALK TKls n 81% %
RECIST v1.1 by * chemotherapy) + chemotherapy) + chemotherapy) ‘-

BICR N = 253 N=63 N =190 ;L 25-]
ORR, % (n/N) 31% (79/253)" 46% (29/63) 26% (50/190)" T 1

[95% CI] [26, 37] [33, 59] [20, 33] e

CR, % (n/N) 2% (6/253) © 5% (3/63) 2% (3/190) ¢ o . L. '

Kaplan-Meier Plot of DOR
ALK TKI-Pretreated

Kaplan-Meier Plot of PFS

Kaplan-Meier Plot of IC-DOR

ALK TKI-Pretreated TKI-Pretreated CNS Response-Evaluable
10— 92% 92% 92%
£ g
) . = & 754 71% 71%
c 60% = @
G = 2
o | = c
] - n ; o] s
2 | ESE TRy 8 2
c . i g 50— e el G O 559 +oF.
2 v = . ] S
5 £ icTR: 32 vs. 63 vs. 21
& 5 3
& i
Emerg f (+) 21.6 months (95% CI: 10.1, NE) and
0 I I T T 95% GI: 21.6, A inue fo mature
0 8 12 18 24 0 T T T T
Month 0 6 12 18 24 0 6 12 18 24
ontns
) Months Months
At Risk At Risk At Risk
Any prior 77 48 20 § 2 Any prior 253 103 44 10 2 Any prior 27 19 10 4 2
Lorlatinib- Loratinib- Lorlatinib-
naive 20 2 7 2 L 63 34 18 3 1 13 9 4 2 1
Lorlatinib- inib Lorlatinib- -
Lorlatinib- y . - 10
experienced 0 2 J N ! exc:i;-:‘c;d 190 69 26 7 experienced 0 6 2 1
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Jessical. Lin

12 Linea

Response-evaluable

ALK TKIl-naive, BICR N = 44

ORR, % (n/N) 86% (38/44)°
CR, % (n/N)
% DOR 212 months [95% CI] ©

DOR range

9% (4/44)°
91% [70, 98]
1.7+ to 14.8+ months

2 |ncludes 2 single-timepoint PR pending confirmation for ongoing patients. P Includes 1 single-timepoint
CR pending confirmation in ongoing patient with prior confirmed PR. ¢ Analyses of DOR based on
Kaplan-Meier estimates.

CNS Response-evaluable

ALK TKIl-naive, BICR N=9

IC-ORR, % (n/N) 78% (719)

IC-CR, % (n/N) 44% (4/9)°

No CNS progression events

IC-DOR - -
among intracranial responders

IC-DOR range 3.1+ to 7.0+ months

dIncludes 1 single-timepoint IC-CR pending confirmation in ongoing patient with prior
confirmed IC-PR.

Disminucién de dosis 17%: ALT y AST

STOP por EAs: 5%

Mas frec: aumento de transaminasas (> pretratados)
Evita neurotoxicidad relacionada con TRK

lung cancer
research

Actividad clinica en previamente tratados y en 1aL.

Activo en SNC.
Perfil de seguridad manejable.

Fase 3 en marcha: en 12L, ALKAZAR trial
(NCT06765109).
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Anil Ramakant Tibdewal
. . . Treatment
Phase lll, RCT, Open label, NCT05236946 0701 Tasa de incidencia acumulada a 2 a:  _ peapeqrr
0s{ 21,7 vs. 50%, p<0,001 — UPFRONTRT
0.60
Key eligibility Endpoints o 0.55+
+  Metastatic NSCLC Upfront Cranial RT _ 2 0501
. + Primary [ |
+ EGFR or ALK mutation TKls + Ch th » o PES E 0.45
ST emotnera * Intracrania
+ ECOGPS0-2 (n=105) Py - £ 0,40
+ Radiological measurable BM R econdary _g 0.351
. Completely Asymptomatic BM © 08 T 0.307
+ PFS 3 0.251
e Delayed Cranial RT* . " ]
Stratification factors " Toxicity 3 0.20

+  GPA Score (0-2 vs >2) .| TKIs + Chemotherapy + ORR 0.151
« Synchronous vs metachronous (n=103) + Neurocognition 0.10
BM + PROM 0.051
*Cranial RT delivered at time of Intracranial PD or at patient's wish 0.001

MRI brain every 3m for 15! year and then every 6m . . . i i . .

0 6 12 18 24 30 36

2026 ASCO PPCTeep ) rresevrosy: Dr Anil Tindewal, Wait or Treat — Managing ABM ASCO sz
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Strata <~ UPFRONT RT —~+ Delayed RT e SLP: 12,7vs. 12 m, HR 1,05 [0,76-1 ,44], p0,75
icSLP: 18,2 vs. 14,8 m e SV:23,3vs.28,7m,HR1,45[0,97-2,2], p 0,07

e, HR 0,82 [0,59-1,16], p 0,26 * 19sitio de PD:

-, e SNC+EC: 11 vs. 30%

""""""""""""""""""" e | e ECsolo:42vs. 32%

—
o
1

o
©
L

o o
E=N [e)]
1 L

Cumulative Survival Probability
o
N

o
o
'l

0 6 12 18 24 30 36
Time in months

Number at risk

*g WONTRTH 1056 87 65 37 26 15 7
¢n DelayedRTH 103 87 55 32 22 12 8
0 6 12 18 24 30 36

Time in months
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Anil Ramakant Tibdewal

Strata <~ UPFRONT RT —~+ Delayed RT e SLP: 12,7vs. 12 m, HR 1,05 [0,76-1 ,44], p0,75
icSLP: 18,2 vs. 14,8 m e SV:23,3vs.28,7m,HR1,45[0,97-2,2], p 0,07

... HRO0,82[0,59-1,16],p 0,26 | * 1°sitio de PD:
o e SNC+EC: 11 vs. 30%

—
o
L
j/
[
p.

o
©

E

o

o

Sos N

s | ST e * ECsolo:42vs. 32%

» 0.4 : ! —

4 o

éo'z —>RT inicial reduce la progresién intracraneal.

3 0.0

© 5 : > 13 24 30 36 —>+/- 50% del grupo de tto diferido requirieron RT en
Time in months un plazo de 2 afios (mas gfrec RT Holoc).

Number at risk

=2 El momento de la RT no afecta a la SV.

S WONTRTY 105 87 65 37 26 15 7
& DelayedRT{ 103 87 55 32 22 12 8
0 2 12 18 24 30 3 —>Proporciona evidencia de nivel | para

Time in months

fundamentar las guias de ASCO-SNO-ASTRO.
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