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NEOADAURA

Patients with completely

resectable EGFRm
stage lI-1lIB NSCLC*

Key inclusion criteria:
* Aged =18 years
» Histologically / cytologically

confirmed non-squamous NSCLC

« Ex19del / L858R!
+ WHOPSO0/1

Chaft JE. ASCO 2025

2025 ASCO
ANNUAL MEETING #Ascozs

N=358

®

Stratification by:
Stage Il / Il

Chinese* / other Asian
/ non-Asian
Ex19del / L858R

Osi 80 mg QD (29 weeks)ST+
carboplatin AUCS or cisplatin 75 mg/m? +

pemetrexed 500 mg/m?
(Q3W for 3 cycles)

Osi mono
80 mg QD (29 weeks)¥

PBO QD (29 weeks)ST +

carboplatin AUCS5 or cisplatin 75 mg/m? +
pemetrexed 500 mg/m?
(Q3W for 3 cycles)

PRESENTED BY: JO Raskin MD

Investigator choice of
adjuvant treatment

Post-surgery
follow-up visits**

Sponsor-supplied adjuvant
osi was available for eligible
patients who completed
surgery in all arms’!
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NEOADAURA

Characteristic, % O:LT;) 7r;o p?r?: 1+2((:);|’x
Sex: male / female 40 /60 35/65 25175
Age: median (range), years 63 (31-82) 66 (42-83) 65 (36-86)
Smoking history: former or current / never 32 /68 34 | 66 2278
Race:* ChineseT / other Asian / non-Asian 24 149 /27 23 /50 /26 26/49 /25
WHO PS: 0/1 80/20 79121 83/17
Histology: adenocarcinoma / other 98/2 100/0 100/0
EGFR mutation at randomization:* Ex19del / L858R 50/ 50 51749 51749
AJCC staging (8th edition) at diagnosis:* Il / IlI 49 / 51 50/ 50 51/49
Regional lymph nodes: NO / N1/ N2 26/35/39 26 /38/35 29/37 /34
Baseline tumor size, mean (SD), cm 4.2 (1.4) 4.0 (1.5) 4.3 (1.6)

Chaft JE. ASCO 2025
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NEOADAURA

Underwent surgery: RO resection:

Osi + CTx 0 i
In each arm, 91% of patients who
Osi mono
sponsor-supplied adjuvant osit
PBO + CTx 0 e

0 20 40 60 a0 100
Proportion of those patients who underwent surgery (%)

Chaft JE. ASCO 2025
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NEOADAURA

50 - Difference, 24% (95% Cl 15, 32);
OR, 19.8 (95.002% Cl 4.6, 85.3); p<0.0001
| |
40 Difference, 23% (95% Cl 15, 32);
OR, 19.3 (99.9% CI 1.7, 217 4); p<0.0001
& : | |
&30 26% 25%
g 95% Cl 18, 34 95% Cl 17, 34
5 ,
o
= 20 -+
10 -
2%
95% CI 0, 6
0 - , ' | —
Osi + CTx Osi mono PBO + CTx
(n=121) (n=117) (n=120)

Chaft JE. ASCO 2025
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NEOADAURA

Osi + CTx
(n=47)

PBO + CTx
(n=34)

Osi mono
(n=38)

| OR,4.2(95%Cl14,121)

OR, 4.8 (95% CI 1.6, 14.0) |

Chaft JE. ASCO 2025
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NEOADAURA

Interim EFS analysis (15% maturity)

93%
95%

Event-free survival (%)
O,
o
1

Planned

surgery
A

EFS HR vs PBO + CTx
- Osi + CTx: 0.50

(99.8% CI10.17, 1.41); p=0.03821
Osi mono: 0.73

=
e

(95% Cl 0.40, 1.35)t

Median follow-up, monthst
osi + CTx 14.3, osi mono 18.3,
PBO +CTx 14.3

No. at Risk

- Osi+CTx 121 112
- Osimono 117 112
— PBO+CTx 120 107

Chaft JE. ASCO 2025
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ANNUAL MEETING #ASCOZS

|
6

110
110
100

93
98
85

-
N ==

89
94
81

| | | | | | | |
15 18 21 24 27 30 33 36
Time since randomization (months)

58 54 39 38 23 22 14 10
59 59 36 34 20 18
55 52 35 34 20 16 1
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NEOADAURA

Osi+CTx PBO +CTx

Osi mono PBO + CTx

Nausea 28 | 1H | 25 Diarrhea 26| a | 10 Osi+ PBO | Osi
Constipation 2z 1| | 34 Constipation 15 I | 34 AESI, n (%) | Cﬁ(g * C;;)(()) (mc:nﬁ,)
(n=119) (n= n=
Neutrophil 25 18 Cough
count decreased us 14 :: 16 Wounlc_:l 6 2(2) 0 1(1)
24 10 complications
Diarrhea Rash 13 [::l 8 _
24 8 Cardiac effects 1(1) 2(2) 3(3)
Rash Dermatitis acneiform 13 | ] 3 LD/
. 21 | 1| | 18 : m— 0 0 2(2)
Decreased appetite Paronychia 12 [:I 1 P
Platelet count decreased L 3 Procedural pain 9 [_ | 12
: 18 | 1 | 19 .
Anemia - :: N Stomatitis - I 10 [] osi+ CTx, any grade
Stomatitis o . G B Osi + CTx, max. grade 23
WBC count decreased 13 DE 7 ‘ D PBO + CTx, any grade
Cough 11 [::I 16 Decreased appetite 6 E I 18 . PBO + CTx, max. grade 23
Vomiting 11 - EE Anemia S 19 [[] 0si mono, any grade
. Osi mono, . grade 23
. Neutrophil
2 18
Fatigue 9 ED 15 count decreased
Procedural pain 5 I: I 12 Vomiting 1 13
50 40 30 20 10 O 10 20 30 40 50 5'0 40 3'0 2'0 10 0 10 2' 30 4'0 5'

Proportion of patients with AE (%) Proportion of patients with AE (%)

Chaft JE. ASCO 2025
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ALNEO

 Resectable locally advanced
stage Ill NSCLC

« Candidate for surgical resection
after multidisciplinary discussion

* ALK-positive (IHC/FISH/NGS)
* No Previous treatment
« ECOGPS 0-1

Neoadjuvant phase

Alectinib 600mg

bid for 2 cycles

Primary Endpoint: MPR (£10% viable tumor) by BICR

Secondary Endpoints: pCR by BICR, ORR, EFS, DFS, OS, AEs

Tiseo M. ASCO 2025

2025 ASCO
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Adjuvant phase

Alectinib 600mg
bid for 24 cycles
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ALNEO

Pathologic Response m

MPR (£10% viable tumor), n (%)

Non-MPR (>10% viable tumor), n (%)

Not assessed, n (%)

14 (42)
13 (40)

6 (18)

a5 patients did not undergo surgery, 1 patient underwent

explorative thoracotomy

Tiseo M. ASCO 2025

2025 ASCO
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Rate (%)

60

50

40

30

20

10

m MPR
42% O pCR
(90%Cl, 28-58)
PCR, n=4

12% (95%ClI, 3-28)

1

MPR
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EGFR
metastatic
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CLINICAL PRAGTICE Stage IV mNSCLC with EGFR-activating mutation
GI“DEUN Es [ESCAT I-A; ESCAT I-B for uncommon EGFR mutations]

ESMO Oncogene-Addicted Metastatic Non-Small-Cell

Lung Cancer Living Guideline A4
v1.2 January 2025 PS0-2 1, A]

PS 3-4 for all following options [lIl, A]

FLAURA2
Planchard D. N EnglJ Med 2023 it s T A S 8 MARIPOSA
simertin atinum-bas VA,
Lazertinib-amivantamab-vmjw [I, A; MCBS 3] Cho BC. N EnglJ Med 2024
ORR 83% EGFR TKI monotherapy [I, A-B; MCBS 3-4]**
Erlotinib—anti-VEGF(R) Ab [I, B; MCBS 2]°
mMPFS 25.5m Ge(f)itilr]llib—?:gr'boplati(n—pen?etrexed i, B]]" ORR 86%
mOS NR (>38 m) mMPFS 23.7 m
TRAE G=3 64% N mMOS NR (>43 m)
[: Disease progression*® J TRAE G23 ?
FLAURA +
Soria J-C. N EnglJ Med 2018 S RELAY
ORR 80% Oligoprogression Nakagawa K. Lancet 2019
PFS 18.
mers 189 m l ORR 76%
mosJsem - mPFS 19.4 m
TRAE G=3 34% Lo tmstment v NS
Brgery o °1) E Systemic progression ] mOS 1.1
d continue targeted
et et et N ] TRAE G=3 72%
2023 ASCO PRESENTED 81:J0 Raskin MD A



SELECTION OF 1L TREATMENT

ORR

Cost Time

PFS

AEs

OS

DOR

Individual perspective on
balance of toxicity and efficacy

« Everyone may be different!

» Clear communication

» Discussion of patients’ goals

and values

BaumanJ. ASCO 2025
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CLINICAL PRACTIC™
GUIDELINES

ESMO Oncogene-Addicted Metastatic Non-Small-
Lung Cancer Living Guideline
v1.2 January 2025

Stage IV mNSCLC with EGFR-activating mutation

progressing after a third-generation TKI

~ N ™)
Transformation to small
cell lung cancer => treat
with systemic ChT
carboplatin/fetoposide

v

g4

Genomic analysis by NGS
(tissue or cfDNA followed by tissue, if no target is found
with cfDNA) [lll, C]

~ N/ )
Consider local ablative
strategy in case of
oligoprogression

~V

Resistance mechanism
identified

v

N
Clinical trial [lll, B] or refer to no
resistance mechanism

—

Systemic progression

2025 ASCO

ANNUAL MEETING
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i

W

No resistance
mechanism identified

!

Amivantamab-vmjw-platinum-
based ChT [I, A; MCBS 3]
Platinum-based ChT [lll, A]

Atezolizumab-bevacizumab-
paclitaxel-carboplatin
(i, B; MCBS 3]
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RESISTANCE TO OSIMERTINIB 1L

C797X
L718Q
EGFRamp
G724S
L] Acquired EGFR mutations S768l

‘&

METamp (7-15%)
[C] Acquired amplifications

[C] Acquired oncogenic fusions ~—— HER2amp (1-2%)

SPTBN1-ALK
RET fusions
[C] Acquired MAPK-PI3K mutations /ﬂ E E b
'\_ BRAFVB00E (3%)
' PI3KCA (7%)

R KRAS (3-4%)
(] unknown & ero (1%)

[ Acquired cell cycle gene alterations

Transformations (SCLC, S
I Tinelonig ( o9 CCND1amp

CCND2amp
CCNE1amp
CDK4amp
CDK8amp

Leonetti A. BrJ Cancer 2019
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SACHI

Unresectable or metastatic NSCLC
EGFRm, PD on first-line EGFR-TKI
» 151/2M G: T790M-, METamp;

» 39 G: METamp
METamp (FISH+) confirmed by

central lab

ECOG PS 0-1

METamp:

+ Post 15t/2"d G: MET copy number 25 or
MET/CEP7 22

+ Post 3@ G: MET copy number = 10

LuS. ASCO 2025

2025 A '
ANNUAL MSESNOG #Ascozs

Savolitinib 600mg (BW=50kg), >
or 400mg (BW<50kg) QD + Until PD or

Osimertinib 80mg QD intolerable toxicity

.

N = 106

- Until PD or

intolerable toxicity

Conditionally crossovered
to Savo-0Osi after IRC-
assessed PD

Stratification factors:

Brain metastasis: (yes or no)

+ Prior 3 G EGFR-TKI: (yes or no)

EGFR mutation: (ex19del vs L858R vs others)

PRESENTED BY: JO Raskin MD

Primary endpoint: PFS by investigator

Secondary endpoints: PFS by IRC, ORR, DCR,
DoR, TTR, OS, safety
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SACHI

IRC

With history of brain metastases

100 4 100 Savo-Osi Chemo
Savo-Osi Chemo N=38 N=39
90 4 N= 37 N=37 90 4
Events, n (%) 28 (74) 31(79)
- , N (% -
= 80 SR iy nie) = o mPFS$ (95% CI), months 6.9(4.3,9.8) 4.7 (2.8, 5.6)
-~ -] ’6».
(9,_';, 70 - mPFS (95% Cl), months 6.9(4.3, 11.1) 3.0(2.7,4.1) 7y 70 Unstratified HR (95% Cl) 0.40 (0.23, 0.71)
re Unstratified HR (95% CI) 0.32 (0.18, 0.68) o p = 0.0011
.6' 60~ p < 0.0001 S
= g 50 -
il 8
£ 4w g w0
a
30 - 30 4
20 -
20 4
10 4
104 Savt0 Savo-Osi
avo-Osi 04 Chemo | 5 e I
04 S | |t Chemo + Censi T T T T T T T T T T T T T T T $ cn.rsar‘.d
6 5 4 é 1'0 1'2 1’4 1’ 1'8 2'0 2'2 2'4 2'6 25 3‘0 0o 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
6
: Time (Months) No. at risk bl simnes
No. at risk ' Savo-Osi 38(0) 31(6) 26(6) 1X7) 13(7) 8(8) 7(8) 4(8) 48 4(8) 209 29 1100 0(10)
Savo-Osi 37(0) 28(4) 254) 16(5) 13(5) 125) «B6) 7(6) 76) S7) 2(8) 2A8) 2A8) 19 O10) Chemo 20 y =\ 1OVE 7 y V8
Chemo / 1 | 7
Savo-Osi Chemo - :
ORR, % (95% Cl) 58 (49-68) 34 (25-44) 2.7: S) .gg&ga)
DCR, % (95% Cl) 89 (81-94) 67 (57-76) 3,9?) _((1) .38681.82)
Median DoR, month (95% ClI 8.4 (5.9-11.1) 32(28-4.2) -
LuS. ASCO 2025 : ko),

2025 ASCO

ANNUAL MEETING

PRESENTED BY: JO Raskin MD

" AMERICAN SOCIETY OF
CLINICAL ONCOLOGY

KNOWLEDGE CONQUERS CANCER



SACHI

White blood cell count decreased
Nausea

Vomiting

Anaemia

Neutrophil count decreased
Hypoalbuminaemia

Decreased appetite

49
48
44
41

41

38

37

I Oedema peripheral

36

Platelet count decreased

Alanine aminotransferase increased
Aspartate aminotransferase increased
Blood creatinine increased

Pyrexia

Weight decreased

Hypocalcaemia

Diarrhoea

Hypokalaemia

Constipation

33
28
28

25
24
23
22
21
21
19

14

16

53

73
59

28

24

30
38

W Savolitinib + Osimertinib, all grades
M Pemetrexed + Platinum, all grades
W Savolitinib + Osimertinib, Grades=3
M Pemetrexed + Platinum, Grades23

100 90 80 70 60 S0 40 30 20 10 O 10 20 30 40 S50 60 70 80 90 100

Lu S. ASCO 2025

202 ASCO P
ANNUAL MEETING
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SAVOLITINIB
__Name | Desn | N[ inclusioncritoria | Endpomts |____Resuts ___

SACHI Phase 3 study of 21 EGFRm, PD on 15t line 1% PES ORR: 58% vs 34%
Osimertinib + savoltinib EGFR TKI (65% 152" gen; mPFS: 8.2 vs 4.5; HR=0.34,
vs chemo 35% 3™ gen) P<0.0001
Grade>3 AEs: 57% vs 57%
SAVANNAH Phase 2 study of 172 PD post 1-3 cycles of EGFR 1°: ORR ORR: 55%
osimertinib + savolitinib TKI, METamp (IHC 90%, mPFS: 7.5 mths (6.4-11.3)
FISH 10+) Grade>3 AEs: 56.4%
ORCHARD Phase 2 platform trial 30 PD on 1L osimertinib with 1°: ORR ORR: 41%
evaluating resistance to  (interim- MET alterations on NGS Grade>3 AEs: 30%
OSi 20)
SAFFRON Phase 3 comparing 324 Chemo naive, PS 0-1, 1P RPES NA
osimertinib + savolitinib received osimertinib as 1st
Vs pem + carbo or 2" line therapy
FLOWERS/CT Ph 2 RCT comparing osi 44 Chemo naive, EGFRm and 1°: ORR ORR: 90.5% vs 60.9%
ONG2008 +/- savolitinib METamp (IHC/NGS) mPFS: 19.6 vs 9.3; HR=0.8 (0.19-
1.81); Gr>3 AEs: 57.1% vs 8.7%
SANOVO Ph 3 RCT savolitinib or 320 First line EGFRm and % PES NA
placebo with osimertinib METamp

Noronha V. ASCO 2025

2025 ASCO

ANNUAL MEETING
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MET-TKIs

Number of Inclusion
patlents criteria

INSIGHT2 Phase 2 study of EGFRm NSCLC, 1°: ORR ORR: 50%
osimertinib + PD on 1stline 2% PES. QS mPFS: 5.6 mths
tepotinib Osimertinib, with DoR, QoL mOS: 17.8 mths
METamp Grade > 3 AEs:
38.9%
GEOMETRY Phase 2 study of Total 364 (100  Multiple cohorts 1°: ORR ORR: 29% in
mono-1 capmatinib were previously 25 PES OS: previously
treated) DoR, QoL treated with
METamp
mPFS: 4.1 mths;
Grade > 3 AEs:
44%

Noronha V. ASCO 2025
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CLINICAL PRACTICE
GUIDELINES

ESMO Oncogene-Addicted Metastatic Non-Small-Cell
Lung Cancer Living Guideline
v1.2 January 2025

i 7 K
Transformation to small
cell lung cancer => treat
with systemic ChT
carboplatin/etoposide

& WY ~
Consider local ablative
strategy in case of
oligoprogression

2025 ASCO
ANNUAL MEETING #Ascozs

Stage IV mNSCLC with EGFR-activating mutation

progressing after a third-generation TKI

v

N
Genomic analysis by NGS

(tissue or cfDNA followed by tissue, if no target is found

with cfDNA) [lll, C]

!

~V

Resistance mechanism
identified

v

~

Clinical trial [lll, B] or refer to no
resistance mechanism

MARIPOSA-2
Passaro A, Ann Oncol 2023

ORR 64%
MPFS 6.3 m
mOS 17.7 m
TRAE G=3 73%

Systemic progression

PRESENTED BY: JO Raskin MD

v
W

No resistance
mechanism identified

!

Amivantamab-vmjw-platinum-
based ChT [I, A; MCBS 3]
Platinum-based ChT [lll, A]

Atezolizumab-bevacizumab-
paclitaxel-carboplatin
(i, B; MCBS 3]

ASCO
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586 patients; study start date, 08 July 2022

N
Select Eligibility Criteria
. HER3-DXd (N=293
No resistance « Advanced nonsquamous NSCLC with an EGFR-activating Patritumab déruxtec;n
mechanism identified mutation (exon 19 deletion or L858R) 5.6 mg/kg IV Q3W
| 1 or 2 prior line(s) of an approved EGFR TKI
(mustinclude a third-generation EGFR TKiI) |, Randomized i
- Non-osimertinib third-generation TKls <20% in each arm 1:1 Ho crossover
+ Disease progression while or after receiving a Ci P|B(t: (';-293) 5
third-generation EGFR TKI Ispiatin 75 mg/m
or carboplatin AUCS
« Stable brain metastases (asymptomatic and not requiring Q3W (x 4 cycles)

Amivantamab-vmjw-platinum-
based ChT [I, A; MCBS 3]
Platinum-based ChT [lll, A]
Atezolizumab—-bevacizumab-
paclitaxel-carboplatin o]

(I, B; MCBS 3]

corticosteroids or anticonvulsants) were permitted + Pemetrexed 500 mg/m2 Q3We

o Median OS (95% Cl) , months:

HER3-DXd 16.0 (13.7-18.7)
PBC 15.9 (14.6-17.9)

70 +

60

Ivonescimab-platinum based 0.9

ChT (HARMONi-A) -~

30 A

20 4 :
— HER3-DXd (N=293) HR: 0.98 (95% CI, 0.79-1.22)
101 — PBC (N=293) ‘

+ Censored

Probability of overall survival, %

fc . WM

—_—

Patritun,o"-de - xtecan
[HER™. icNA-Lu..202] 0

I T T I 1 I 1 I T T I 1 I 1 I \ i T 1 1 1 1 I 1 T 1 I 1 I 1 I
o 1 2 3 4 5 6 7 8 9 10 1 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30
Months

patle::s.:: HER3-DXd 293 287 282 276 269 258 249 231 220 209 194 182 169 164 154 131 110 92 79 62 51 36 28 21 15 ¢ 5 2 2 1 0
PBC293 280 275 265 262 257 245 233 222 211 200 191 178 168 158 130 104 8 74 53 43 35 29 20 18 9 5 3 2 0o 0

Mok TSK. ASCO 2025 risk:
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CLINICAL PRACTICE
GUIDELINES

ESMO Oncogene-Addicted Metastatic Non-Small-Cell
Lung Cancer Living Guideline
v1.2 January 2025

Amivantamab-vmjw-platinum-
based ChT [, A; MCBS 3]
Platinum-based ChT [lll, A]

Atezolizumab-bevacizumab-
paclitaxel-carboplatin
(I, B; MCBS 3]

2025 ASCO
ANNUAL MEETING #ASCOZS

oy

Systemic progression

PRESENTED BY: JO Raskin MD
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OPTITROP-LUNGO3

Key Eligibility

+ ECOG score 0 or 1

+ Nsg-NSCLC (stage llIB/IIIC
ineligible for surgery or radical
radiotherapy or stage 1V)

+ EGFR-sensitizing mutations,
including 19-Del and L858R

» Progression after prior combination
or sequential treatment with
EGFR-TKIs and platinum-based
chemotherapy

Stratification factors:
« Brain metastases (present vs. absent)

Zhang L. ASCO 2025

2025 ASCO
ANNUAL MEETING #Ascozs

Sac-TMT
5 mg/kg IV, Q2W

Docetaxel
75 mg/m? IV, Q3W

Primary Endpoint?

Treatment until disease .
progression, intolerable

ORR* assessed by BIRC

Secondary endpoints?

toxicity, or any other

reason for discontinuation.
—_— *

After PD verified by BIRC, .
patients could be permitted to
gl cross over to receive sac-TMT.

PRESENTED BY: JO Raskin MD

PFS

OSs

ORR assessed by investigator
DOR, DCR, TTR

Safety
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OPTITROP-LUNGO03

cORR, n (%)
(95% CI)

Difference (95% CI)

Docetaxel

(n =45)

41 (45.1) 7 (15.6)
(34.6, 55.8) (6.5, 29.5)

28.9 (14.5, 43.2)

One-sided P-value 0.0004
DCR, n (%) 75 (82.4) 27 (60.0)
(95% CI) (73.0, 89.6) (44.3,74.3)

Difference (95% CI)

223 (6.0,38.7)

DOR, n (%)

Median DOR, months (95% ClI)

26 (63.4) 6 (85.7)

7.0 (5.4, 9.1) 5.1 (3.1, NE)

Zhang L. ASCO 2025

2025 ASCO
ANNUAL MEETING #Ascozs
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45.0%
40.0%

30.0%

20.0%

10.0%

0.0%

ORR (BIRC assessment)
45.1%

28.9% (95% CI: 14.5%-43.2%)
P =0.0004

15.6%

sac-TMT Docetaxel
(n=91) (n=45)
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OPTITROP-LUNGO03

100 - Sac-TMT Docetaxel
(n=91) (n = 46)
PFS events, n (%) 64 (70.3) 42 (91.3)
. B9 Median PFS, months (95% Cl) 6.9(5.4,82) 2.8(1.6,4.1)
R
Tg 6-month PFS rate, % 542 146
= 60 -
% HR: 0.30 (95% CI: 0.20, 0.46)
| S .. -V = .
£ P < 0.0001
8 4] mPFS:2.8mo mPFS: 6.9 mo
3
g
a.
20 -
Sac-TMT
Docetaxel
+ Censored
0 -
0 3 6 9 12 15
Time (Months)
No. at Risk
Sac-TMT 91 63 45 28 2 0
Docetaxel 46 17 6 2 0
Zhang L. ASCO 2025
2005 ASCO  [PIETPry . | ASCO s
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OPTITROP-LUNGO3

TROP2 Expression Levels

TROP2 high, n (%)

cORR, n (%)
(95% Cl)

Difference (95% CI)

TROP2 low/medium, n (%)

cORR, n (%)
(95% CI)

Difference (95% Cl)

Sac-TMT Docetaxel
(n =76) (n =33)
46 (60.5) 18 (54.5)
26 (56.5) 4(22.2)
(41.1,71.1) (6.4, 47.6)

34.3 (10.3, 58.3)

30 (39.5) 15 (45.5)
11 (36.7) 2 (13.3)
(19.9, 56.1) (1.7, 40.5)

23.3 (-1.0, 47.7)

Zhang L. ASCO 2025

2025 ASCO
ANNUAL MEETING #Ascozs
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60.0%

50.0%

40.0%

30.0%

20.0%

10.0%

0.0%

TROP2 high

56.5%

sac-TMT
(n = 46)

222%

Docetaxel
(n=18)

TROP2 low/medium

36.7%

13.3%
sac-TMT Docetaxel
(n =30) (n=15)
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OPTITROP-LUNGO03

Anaemia 77

WBC decreased
NEUT decreased
Stomatitis
Alopecia

PLT decreased
Asthenia

Weight decreased
Nausea

LYM decreased
Hypoalbuminaemia

Hypokalaemia
Pneumonia

Febrile neutropenia

Zhang L. ASCO 2025

62

2025 ASCO
ANNUAL MEETING #ASCOZS

TRAE:s (%)

0O Sac-TMT, Any Grade Docetaxel, Any Grade
B Sac-TMT, Grade =3 B Docetaxel, Grade = 3

PRESENTED BY: JO Raskin MD

®* The most common TRAESs for both sac-TMT and
docetaxel were hematologic toxicities.

®* No febrile neutropenia reported with sac-TMT.

® Ocular surface toxicity: blurred vision and
ophthalmodynia occurred in 1 patient (1.1%,
both grade 1) with sac-TMT.

® Interstitial lung disease (ILD): no cases of ILD
were reported in sac-TMT group.
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TROP2 ADCs

Swsy —oesign —— lpatems ——— JResuts sstey

Opti-TROP-
Lung03

TROPION-
Lung05

EVOKE-01

SKB264-11-08

Noronha V. ASCO 2025

2025 ASCO

ANNUAL MEETING

Phase Il RCT of
Sacituzumab
tirumotecan (Sac-TMT)
vs docetaxel

Phase Il study of
Datopotamab
deruxtecan (Dato-DXd)

Phase Il study of
sacituzumab govitecan
vs docetaxel

Phase Il study of
sacituzumab govitecan

137 pts with mNSCLC with
mEGFR, and PD on TKI and
chemo (sequential or
combination)

137 pts with mNSCLC with
AGA and PD on targeted
therapy and plat-based
chemo (56.9% had EGFRm)

603 pts with mNSCLC with
PD on platinum-based chemo,
anti-PD(L)1 and targeted
therapies (only 3.2% had
EGFRm)

64 pts with EGFRm NSCLC

PRESENTED BY: JO Raskin MD

ORR=45.1% vs 15.6%
mPFS=6.9 vs 2.8 (HR=0.3,
P<0.001); 1-yr OS: 72.8% vs
54.2%; HR=0.49, P=0.007

ORR=43.6% (32.4-55.3)
mPFS=5.8 months (5.4-8.3)
mOS=13.6 months (9.9-NE) in the
entire cohort

Negative trial

mOS for SG-11.1 months vs
docetaxel=9.8 months; HR, 0.84
(0.68-1.04), P=0.0534

ORR=34% (23-47)
mPFS=9.3 months (7.6-11.4);
1-yr 0S=79%

Gr>3
TRAEs=56% vs
71.7%

Gr >3 TRAEs =
28.5%

Gr >3 TRAEs =
66.6% with SG,
vs 75.7% with
docetaxel

Gr>3
TRAEs=71%
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TELISOTUZUMAB ADIZUTECAN (3L+)

ORR?, %

All patients 225% 2+ <25% 2+ 225% 3+ <25% 3+

c-Met Protein Cutoff by IHC

Camidge DR. ASCO 2025
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exon 20
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CLINICAL PRACTICE
GUIDELINES

ESMO Oncogene-Addicted Metastatic Non-Small-Cell
Lung Cancer Living Guideline
v1.2 January 2025

2025 ASCO

ANNUAL MEETING

Stage IV mNSCLC, molecular tests positive (RET / HERZ / EGFR ex20ins)

+

N

RET translocation
[ESCAT I-A]

!

RET TKI monotherapy

{I-lll, A; MCBS 3]

CHRYSALIS
Park K. J Clin Oncol 2021

ORR 40%
mMPFS 8.3 m
mOS 22.8 m
TRAE G=3 35%

v

N
s m PAPILLON
activating mutation
EGFR ex20ins mutation Zhou C. New EnglJ Med 2023
l ORR 73%
Platinum-doublet ChT = ICI [IV, B] mPFS 11.4 m
oo, ] EGFRgxzoms. : mOS NE
amivantamab-vmjw-carboplatin-
pemetrexed [I, B; MCBS 3] TRAE G=3 ?
N
Disease progression
v v
.4 he
HER2 activelong EGFR ex20ins mutation
mutations [ESCAT I-A]
[ESCAT 1I-B]

Trastuzumab-
deruxtecan

[lll, B; MCBS 3]

PRESENTED BY: JO Raskin MD

Amivantamab-vmijw,
if not received in

first line
[l1, B; MCBS 3]
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REZILIENT1

Primary endpoint:
*+ ORR and DOR as assessed by

. : : : blinded ICR per RECIST v1.1
Prior platinum-based chemotherapy without prior
ex20ins-targeted therapy Secondary endpoints:
ORR and DOR by investigator

Key eligibility criteria
« Age 218 years

Locally advanced or
metastatic NSCLC

Documented EGFR Zipalertinib . DCR
exon 20 insertion 100 mg PO BID + CBR
ECOGPS 0 or 1 Prior platinum-based chemotherapy with prior * PFSby ICR and investigator
Stable/asymptomatic CNS amivantamab * other ex20ins-targeted therapy + OS
metastases allowed * Antitumor activity in patients with CNS
disease
+ Safety

Yu HA. ASCO 2025
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REZILIENT1

Platinum-based chemotherapy

without ex20ins-targeted therapy Prior ex20ins-targeted therapy Safety population
Characteristic (n=143) (n=101) (N=244)
Megian number of prior systemic 1 (0-6) 2 (1=7) 2 (0-7)
regimens, No. (range)
| Prior chemotherapy, No. (%) 132 (92) 96 (95) 228 (93) |
_ Prior anti-PD-(L)1, No. (%) 67 (47) 46 (46) 113 (46)
~ Prior targeted therapy, No. (%) 37 (26) 101 (100) 138 (57)
Amivantamab 0 84 (83) 84 (34)
Mobocertinib 0 40 (16)
Bevacizumab 14 (10) 16 (16) 30 (12)
Osimertinib 13 (9) 7(7) 20 (8)
BLU-451 0 5 (5) 5(2)
Cetuximab 4 (3) 0 4 (2)
Poziotinib 0 3(3) 3(1)
Sunvozertinib 0 3(1)
~ Other® 17 (12) 9(9) 26 (11)
Prior brain radiation, No. (%) 18 (13) 15 (15) 33 (14)
Brain metastasis untreated, No. (%) 30 (21) 40 (40) 70 (29)

Yu HA. ASCO 2025
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REZILIENT1

Efficacy per ICR in all patients and subgroups

Platinum-based

Primary efficacy chemotherapy without Prior amivantamab % other
population ex20ins-targeted therapy ex20ins-target therapy
Outcome (N=176) (n=125) (n=51)2
BOR, No. (%)°
CR 1(1) 0 1(2)
PR 61 (39) 50 (40) 11 (22)
Unconfirmed PR¢ 7(4) 6 (5) 1(2)
SD 88 (50) 55 (44) 33 (695)
PD 11 (6) 8 (6) 3(6)
Not evaluabled 8 (5) 6 (9) 0
_ Confirmed ORR, No. (%) [95% ClI]® 62 (35) [28-43] 50 (40) [31-49] 12 (24) [13-38]
DCR, No. (%) [95% CI]f 157 (89) [84-93] 111 (89) [82-94] 46 (90) [79-97]
CBR, No. (%) [95% Cl]¢ 113 (64) [57-71] 85 (68) [69-76] 28 (55) [40-69]
Median time to response, days (range) 44 (31-2995) 44 (39-232) 44 (39-232)
- Median DOR, months (95% CI) 8.8 (8.3-12.7) 8.8 (8.3-12.7) 8.5 (4.2-14.8)

Yu HA. ASCO 2025
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REZILIENT1

6-month OS rate

= . 85.8%
100 ' 4 12-month OS rate Primary efficacy population (N=176)
90 A : 73.4% Platinum-based chemotherapy without
| 69.3% ex20ins-targeted therapy (n=125)
80 | 59.8% Prior amivantamab % other
§ 70 - ' = ex20ins-target therapy (n=51)
T N : | 0 ,
S 60 ; , — 59.1%
c 1 1 -+
3 920- | : , B
= | i } 94.2% - : -t
§ 40 1 N N ' —# T L2 g
o : : ;
6 : ! :
20 : : ;
10- s s e
' 1 '
0 : . :
I | | | 1 I | | | | I | I I | 1 | | I
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
NGtk Time from first dose (months)
Total 176 158 137 88 51 32 21 14 13 12 12 10 10 9 7 5 5 3 0
Platinum-based chemotherapy only 125 113 99 64 38 23 17 14 13 12 12 10 10 9 7 5 5 3 0
Prior amivantamab * other ex20ins 51 15 38 24 13 9 4 0 0 0 0 0 0 0 0 0 0 0 0

Yu HA. ASCO 2025
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REZILIENT1

Any-grade TRAES reported in

210% of patients, No. (%) Any grade Grade 3 + Anemia was the most common
. ‘ grade 3 TRAE
_Paronychia 94 (38.5) 0 I . Other grade =3 TRAES reported in
| Rash 74 (303) 6 (25) | 25 patients included pneumonitis
Dermatitis acneiform 60 (24.6) 1(0.4) e el (Opatenb L 0w sl
Dry skin 60 (24.6) 0 increased, diarrhea, and platelet
i Diarthea 53 (21.7) 5 (2.0) | ::téz; decreased (5 patients [2.0%)]
| Stomatitis 49 (20.1) 4 (1.6) +  Twelve patients (4.9%) had
Anemia 48 (1 9.7) 17 (7.0) treatment-related pneumonitis, 5 of
» . whom had received prior
Pruritus 44 (18.0) 1(0.4) immunotherapy
Nausea 35 (14.3) 2 (0.8) = Grade 1, n=3; grade 2, n=3;
Rash maculopapular 34 (13.9) 3(1.2) grade 3, o giade 9, i
Fatigue 29 (11.9) 0

Yu HA. ASCO 2025
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FUTURE PERSPECTIVES

Part A: Part B: Patients with Firmonertinib 240 mg QD

l Safety lead-in | Randomized phase 3 | previously untreated,
| | | cBNy ad_vanced o Firmonertinib 160 mg QD
Study population "?;'a;g;‘; st%yc
ional wi ex20ins
1. Previously untreated,* locally Pemetrexed [l RN mutations (N = 375) allsclinails
Zipalertinib + advanced or metastatic, nonsquamous + carboplatin zipalertinib Platinum Chemg o\-
pemetrexed + NSCLC or cisplatin monotherapy .
ca tin or 2. EGFR exon20ins mutation
e focal test S FURVENT (FURMO-004) €
Ne6-12 patients 3. 21 measurable lesion per RECIST v1.1° Zipalertinib After BICR
4. ECOGPSOor1 a confirms disease
with EGFR ex20ins : pemetrexed
o b S 5. Stable brain metastases permitted® + carboplatin PIOgresn
single or compound - Archival tumor tissue available or cisplatin
EGFR mutations for submission®
zony“'"mm"ﬂ Stratification factors
toxi assessment 1.ECOGPS (0 vs 1) N=260 ini
and dose selection 2. Brain metastases Primary endpoint: PFS by BI" — (S3u0r3lc:genggb o TIITON
for Part B (yes vs no) Secondary endpoints: PF~ “stigator Eligibility criteria QD)‘ i until PD
3. Geography assessment, ORR, DC", afety, PK, « Cytologicall
(Asia vs other) ylotoglcaky.or
histologically confirmed i
locally advanced or ¥
REZILIENT3 metasatcnon | (83 [Tumerropore Survva
squamous NSCLC o evaluated every 6 weeks follow b
+ Documented EGFR G
exon20ins -4
: ‘éga(a)ge(;t1naave Platinum/ Pemetrexed | | “gs-over to
’ —+ Pemetrexed =+ maintenance vertinib
for 4-6 cycles until PP ~igible

WU-KONG28
Corassa M. ASCO 2025
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KRAS G12C
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CLINICAL PRACTICE
GUIDELINES

ESMO Oncogene-Addicted Metastatic Non-Small-Cell
Lung Cancer Living Guideline
v1.2 January 2025

2025 ASCO
ANNUAL MEETING #Ascozs

Stage IV mNSCLC, molecular tests positive (NTRK / MET / KRAS G120)

+

R4

NTRK translocation
[ESCAT I-C]

!

Entrectinib [lll, A; MCBS 3J°
Larotrectinib [Ill, A; MCBS 3}

Platinum-doublet ChT « ICI [IV, B]

Y

Disease progression

Entrectinib [lll, A; MCBS 3]
Larotrectinib [Il, A; MCBS 3]*

If previous NTRKi:
Repotrectinib [Ill, AJ*
Platinum-doublet ChT = ICI [IV, B]

!

o

MET ex14 skipping mutation
[ESCAT I-B]

!

MET TKI monotherapy [lll, A;
MCBS 3J°

Platinum-doublet ChT = ICI
(v, B]

R

Disease progression

!

If first-line ChT:

MET TKI monotherapy
[N, A; MCBS 3]

PRESENTED BY: JO Raskin MD

‘

" \V/ D

KRAS G12C mutation
[ESCAT I-A]

!

§ V ]

Refer to ESMO
CPG on non-oncogene-addicted
mNSCLC [Ill, A

+

v

Disease progression

KRAS G12C monotherapy
(I, B; MCBS 2-3J°

Alternative: if ICI monotherapy given in
first line: platinum-doublet ChT [lll, A]

ASCO
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LUNG-MAP S1900E

G12C is the most common KRAS G12C NSCLC has frequent co-
KRAS variant — 13% of NSCLC mutations in tumor suppressor genes | LungMap S1900E

Co-MUT Prevalence in KRAS G12C examines the
NSCLC impact of co-

Gi1z2v

TP53 18-50% mutations on
=) | spa 10-28% sotorasib in
i ¢ blD KEAP1 6-23% KRAS G12C
Figure from Moore AR et al f;a";;ifgtr;gﬁjg data summarfged in N Sc Lc Ir_' 2 3
Nat Rev Drug Discov 2020 g Cancer 2023 prospective trial

The presence of specific co-
mutations may influence the clinical
activity of approved KRAS G12C
inhibitors (sotorasib, adagrasib)*°%1°

Padda SK. ASCO 2025
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LUNG-MAP S1900E

-~ ORR 35% (90% CI 23-47)

L~

%0

»

Best Percentage Change from Baseline

882332828828 c03888883

N=14/40

Median PFS 5.7 mo (3.0-8.4)

(95% Cl)

Median OS
(95% Cl)

6 mo OS
12 mo OS

Padda SK. ASCO 2025

2025 ASCO

ANNUAL MEETING

18.2 mo (12.2-33.7)

90%
69%

Best Percentage Change from Baseline

B8 4888883088

00
L
20
80
0
40
0

ORR 16% (90% CI 4-28)

, N=4/25

4.1 mo (2.6-7.1)
8.0 mo (5.1-14.2)

60%
39%

PRESENTED BY: JO Raskin MD

Best Percemage Change from Bascline

I E IR RS R E R R

L]
]
%
«
x

~ ORR 34% (90% CI 22-47)

N=13/38

s rs

T

C=CUL3
K=KEAP1
N=NFE2L2
S=STK11
T=TP53

4/9 with KEAP1/NFE2L.2/CUL3
mutation had response

--...III
K X
e 11
S
T S
T X S
TK
T

K x
$ s
LA |

7.1 mo (5.5-8.5)
13.5 mo (9.7-21.2)

86%
99%
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KRYSTAL-7

Key eligibility criteria

« Advanced, unresectable or metastatic
NSCLC with KRASCG12C mutation®

* No prior systemic therapy for locally
advanced/metastatic diseasec

» Known PD-L1 TPS (local or central
testing)¢

» Treated, neurologically stable brain
metastases allowed

ADA 400 mg PO BID +

PEMBRO 200 mg IV Q3Wwef

Primary endpoint Secondary endpoints

DOR and PFS per
investigator assessment » Safety

« ORR per investigator .
assessment (RECIST v1.1)

« 05

Janne PA. ASCO 2025

2025 ASCO
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KRYSTAL-7

Patients, n (%)

All patients (N = 149)

Any grade

Grade 1

Grade 2

Grade 3

Janne PA. ASCO 2025

Any hepatic TRAEs 88 (59) 25 (17) 20 (13) 41 (28) 2(1)

Most frequent hepatic TRAEs®
ALT increase 59 (40) 23 (19) 19 (13) 16 (11) 1(<1)
AST increase 53 (36) 20 (13) 12 (8) 19 (13) 2 (1)
Blood ALP increase 29 (19) 12 (8) 7 (5) 10 (7) 0
GGT increase 10 (7) 2 (1) 2l 6 (4) 0
Blood bilirubin increase 6 (4) 4 (3) 1(<1) 1(<1) 0
Abnormal hepatic function 6 (4) 3(2) 1(<1) 2(1) 0
Hepatitis 6 (4) 0 (0) 3(2) 3(2) 0

All patients (N = 149)

Hepatic TRAEs leading to
ADA discontinuation only 2 (1)c
PEMBRO discontinuation only 9 (6)d
ADA and PEMBRO discontinuation 1(< 1)

fgﬁﬁhﬁgg PRESENTED BY: JO Raskin MD ASCO
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KRYSTAL-7

All patients

PFS (%)

All patients

(N = 149)
Median PFS, mo 11.0
(95% ClI) (5.8-14.0)
Events, n (%) 83 (56)

No. at risk
All 149

100+

80

0S (%)

i T f T
3 6 9 12 15 18 21 24 27 (

Time (months)

90 71 64 55 44 36

0s

All patients

(N = 149)
Median OS, mo 18.3
(95% Cl) (14.3-NE)
Events, n (%) 73 (49)

No. at risk

All 149

| T
3 6 9 12 15 18

Time (months)

116 104 91 83 73 58

21 24 27 30 33

46 29 16 1 0

A total of 45 (30%) patients received subsequent anticancer therapy, the most common being chemotherapy (n = 21) and

(N = 149)
ORR,2 n (%) 66 (44)
95% ClI 36-53
BOR, n (%)
CR 2 (1)
PR 64 (43)
SD 55 (37)
PD 12 (8)
NE 16 (11)P
DCR,¢ n (%) 121 (81)
95% ClI 74-87
Janne PA. ASCO 2025
2025 ASCO

chemotherapy with checkpoint inhibitor therapy (n = 9)

PRESENTED BY: JO Raskin MD
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KRYSTAL-7

PES PD-L1 < 1% PD-L1 1-49% |PD-L1 > 50%
100+ (n=39) (n=27) (n = 38)°
Median PFS, mo 8.2 13.5 ¥ £ 4
(95% Cl) (2.7-13.6) (2.3-NE) (9.6-NE)
80- Events, n (%) 27 (69) 15 (56) 17 (45)
— 60_
é = 1 3 b
m my 1
[
& 40- l
e A A
20
O I I I I I I T 1
0 3 6 19 18 21 24 27 30 33
Time (months)
No. at risk
PD-L1 <1% 39 23 20 16 13 8 6 1 1 0 0
PD-L1 1-49% 27 14 13 11 10 7 4 4 2 1 1
PD-L1 > 50% 38 30 23 %3 20 18 15 11 6 4 1 0

Median follow-up: 22.8 mo (all patients).
3PFS per investigator assessment in the biomarker-evaluable population. PFS is defined as the time from the date of first study treatment to the date of first PD or death due to any cause,

whichever occurs first. "Patients with PD-L1 TPS z 50% included 18 patients with PD-L1 TPS 50-79% and 20 patients with PD-L1 TPS = 80%.

Janne PA. ASCO 2025
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FUTURE PERSPECTIVES

Clinical Trial Treatment
Name

KRYSTAL-4

KRYSTAL-7

SUNRAY-01

MK-1084-004

Krascendo 2

3
portion
3
3

3

CodeBreaK-202 3

Leal T. ASCO 2025

2025 ASCO

ANNUAL MEETING

ADA Plus Pembro Plus Chemo vs. Placebo
Plus Pembro Plus Chemo

ADA + Pembro in PD-L1 =2 50%

Olomorasib and Pembrolizumab With or
Without Chemotherapy

MK-1084 Plus Pembro vs. Placebo Plus
Pembro in PD-L1 = 50%

Divarasib Plus Pembro vs. Pembro Plus
Chemo

Sotorasib Plus Chemo vs. Pembrolizumab
Plus Chemo in PD-L1 negative

PRESENTED BY: JO Raskin MD

Recruiting
Recruiting
Recruiting
Recruiting
Not yet recruiting

Recruiting
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CLINICAL PRACTICE
GUIDELINES

ESMO Oncogene-Addicted Metastatic Non
Lung Cancer Living Guideline
v1.2 January 2025

Stage IV mNSCLC, molecular tests positive (NTRK / MET / KRAS G120)

i : T

N/ N/ N
NTRK translocation MET ex14 skipping mutation KRAS G12C mutation
[ESCAT I-C] [ESCAT I-B] [ESCAT I-A]

! ! |

KRAS G12C inhibitor-
Pembrolizumab (if PD-L1 high)

Entrectinib (I, A; MCBS 3} MR ORI Sy W

Larotrectinib I, A; MCBS 3J* MCBS 3P .
Plalinunrdoubk[u ChT = ICI [n}. B : KRAS G12C inhibitor-
Platinum-doublet ChT < ICI Pembrolizumab-Platinum Doublet
(v, B] ChT (irrespective of PD-L1)
N
N
Disease progression
Disease progression

!

If first-line ChT:

Entrectinib (I, A; MCBS 3)*
Larotrectinib [, A; MCBS 3]*

If ious NTRKi:
R prevxou? . 4 MET TKI monotherapy
epotrectinib [Ill, A il A: MCBS 3
Platinum-doublet ChT = ICI [IV, B] i, A; ]
(hypothetically)
2025 ASCO #ASCO25 PRESENTED BY: JO Raskin MD ASCO s
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CLINICAL PRACTICE
GUIDELINES

ESMO Oncogene-Addicted Metastatic Non-Small-Cell
Lung Cancer Living Guideline
v1.2 January 2025

2025 ASCO
ANNUAL MEETING #ASC025

Stage IV mNSCLC, molecular tests positive (RET / HERZ / EGFR ex20ins)

+

N

RET translocation
[ESCAT I-A]

!

RET TKI monotherapy

[i-11, A; MCBS 3]

DESTINY-Lung 02
Goto K, J Clin Oncol 2023

ORR 49.0%

MPFS 9.9 m

mMOS 19.5m

TRAE G=3 38.6%

ILD 5.4/6.8/1.4/0/1.4%

v

N

HER2 activating mutations/
EGFR ex20ins mutation

Platinum-doublet ChT = ICI [IV, B]

nr if COCD avONine
WAy AR RmAAr PR VAR EM

Disease progression

v

|

AV N/
HER2 actjvating EGFR ex20ins mutation
mutations [ESCAT I-A]
[ESCAT II-B]

Trastuzumab-
deruxtecan

[lll, B; MCBS 3]

PRESENTED BY: JO Raskin MD

Amivantamab-vmijw,
if not received in

first line
{11, B; MCBS 3]
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SOHO-01

2
il 7
DOSE EXPANSION / EXTENSION?

To evaluate the safety, tolerability, and efficacy and
ESCALATION . 03
to characterize the PK of sevabertinib at the RDE
AND BACKFILL

Cohorts of patients with HER2 mutations®
Patients with advanced

NSCLC with HER2 ¢r ID ¥ Current analysis

< mutations 4 ; Naive to HER2-targeted Pretreated with

therapies HER2-targeted ADCs
Patients were treated with P J

increasing oral doses of

sevabertinib to identify the | Naive to systemic therapy Second line, active
expansion (RDE)
Data from a cut-off of October 14, 2024, for Expansion / Extension Cohort D
and Expansion Cohort F are presented here
Data from Extension Cohort F are not presented here
Loong HH. ASCO 2025
03 ASCO [T JoRask
e ey et #ASCO25 PRESENTED BY: JO Raskin MD

PRIMARY ENDPOINTS

Safety and tolerability
PK

SECONDARY ENDPOINTS

ORR (per investigator
assessment and BICR)
by RECIST v1.1

DoR, DCR, and PFS
(per investigator assessment
and BICR)
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SOHO-01

BICR
ORR 60.5%
DCR 81.5%

Cohort D (n=81), naive to HER2-targeted therapy
Median follow-up: 7.3 months?®

n (%) INV BICR

CR 1(1.2) 1(1.2)

PR 47 (58.0) 48 (59.3)

SD 22 (27.2) 22 (27.2)

PD 10 (12.3) 7 (8.6)

Not evaluable® 1(1.2) 3(3.7)
ORR®[95% CI] 48 (59.3) [47.8, 70.1) 49 (60.5) [49.0, 71.2]

DCR4[95% ClI] 68 (84.0) [74.1, 91.2] 66 (81.5) [71.3, 89.2]

60
o £ . 40 - B Notevaluable PD m SD B PR ®CR
o 20 =
® £ 5 1 1111 1 11
£58 O aeLLLILITTT T
3 -1
o2 g -40
SEE _g0
® O 3
a &% -80
—100 B4 E o4 B8 B b BeoglU B Kol B-al Wk ol Bool 000 8 n) Byl B Bole Db nlo b oad el el ol oD Gk o Uaal b 0o b, O K iln el M o8 e iee b Dol Boalo P o bl <l 0,6 )
12345678 910M12131415161718192021 2282425262728V 31RJIAUBBIT XD 0N 2844564780051 R3M4555%57 80061626364656567680TTIT27T3M4T757WTTT8TO
Best overall response Number of prior systemic anti-cancer therapies, n (%)
0 0
Patients with brain metastases at 1 48 (56.8)
. 2 16 (19.8)
Loong HH. ASCO 2025 baseline (ORR 64.70/0) =3 19 (23 5)

2025 ASCO

ANNUAL MEETING
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SOHO-01

Cohort F (n=39): naive to systemic therapy for advanced disease
Median follow-up: 5.6 months?

n (%) INV
CR 0
ORR 59.0% PR 23 (59.0)
DCR 84.6% SD 12 (30.8)
PD 3(7.7)
NAP 1(2.6)
ORR*®[95% CI] 23 (59.0) [42.1, 74 4]
DCR9[95% CI] 33 (84.6) [69.5, 94.1]
60
gs? 40 — PD SD ® PR
c o3 20
o E @ 0 * *
ST N
g 2 S —40 -
555 60
o &% 80
"100 v T T T T T T T Y T T T T T T T T T v T T T T T T T 0 T T T T T T T T T T T
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38
Best overall response
Loong HH. ASCO 2025
. " AMERICAN SOCIETY OF
2025 ASCO #ASCO25 PRESENTED BY: JO Raskin MD ASCOQO s
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SOHO-01

Most frequent treatment-related adverse events (TRAEs, 210% of total)2

Grade1 M Grade2 M Grade3
Cohort D - 20 mg BID (n=81) Cohort F¢ — 20 mg BID (n=39)
I 84 ik Sy 26 Diarrhea 54 26078 82
Rash 7] 13 56
25 Paronychia 10 '8 18
19 Stomatitis 15 Bl 23
19 B8 1 Nausea 558 15
16 10 Hypokalemia 8 58 21
16 11 Vomiting 8 3|Ol 21
14 B7 Anemia 138 8 21
17 8 15 Weight decreased 55 10
15 @ 11 Alanine aminotransferase increased 8 58 15
178 15 Dry skin 8 8
16 [ 14 Aspartate aminotransferase increased 538 10
16 10 Pruritus 83 10
15 56 Decreased appetite 83 10
15 § 10 Amylase increased g8 8
10 s Lipase increased 8|8 15
6 B4 Mouth ulceration 10 '@ 18
160 5'0 0 50 100
Patients (%)

Patients (%)

There were no reported cases of interstitial

Loong HH. ASCO 2025

lung disease or pneumonitis

2025 ASCO

ANNUAL MEETING
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ASCO

AMERICAN SOCIETY OF
CLINICAL ONCOLOGY

KNOWLEDGE CONQUERS CANCER



FUTURE PERSPECTIVES

Patient population (N=264)

Patient population
L ol e Unresectable, locally advanced (not e —— Arm 1: T-DXd®
- Prenime NOCLE amenable to curative therapy), or 5
with actvatng Cptins SAY 2527088 20 mg B0 orelly metastatic nonsquamous NSCLC with 000 i
s HER2 exon 19 or 20 mutations? m - ET
4L
‘ :j:‘:“‘ o Naive to systemic therapy in the -8 3 :
standard of care locally advanced or metastatic setting & Arm 2: Standard of care
« 21 RECIST V1 1 (14 platinume® (cisplatin or carbopiatin)
lesion Standard of care* o No known other targetable oncogenic P — + pemetrexed
=133
b b aviph ove oo misond mutations/alterations + pembrolizumab

SOHO-02 s
DESTINY-Lung04

Randomized 1:1,

.____ - - stratified on presence of 120 mg zongertinib once daily orally
Patients with previously untreated TKD A775_G776insYVUMA mutation [ in 21-day cycles (n=~135)
HER2 mutation-positive <>
locally advanced or metastatic |_
non-squamous NSCLC Standard of care*® (n=~135)

Beamion-Lung 02
Corassa M. ASCO 2025
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SMALL CELL
LUNG CANCER
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Limited-stage SCLC (i.e. siage |-lll SCLC eligible for treatment of curative intent)

! !

" N ) A
Stage -1 l Stage I-11| ]

(cT1-2N0)? (cT1-4N0-3MO0)

J

Surgical resection

¢

[1ll, B]

PS 01

v " N ) 24
pT1-2N0-1, RO N2 and/or R1-2 Concurrent CRT [I, A]
" l‘—‘

!

lv
Adjuvant cisplatin—
stoposide (4 cycles) Concurrent GRT [IV, A]
- e/

l

Sequential CRT [V, B]

[IV, A]

v
[ No progressiont ]

-

: : y
[ PS 0-1 J [ pPs2 J [ Age =70 ]
Age <70 Age <70 or frail
ESMO Clinical Practice Guideline 2021 ‘ oA m sors dosion maing
(Dingemans A.C. Ann Oncol 2021) ; for PCI [V, C]

202 ASCO  [IPIos PRESENTED BY: JO Raskin MD ASCO aisissss
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Limited-stage SCLC (i.e. stage I-1ll SCLC eligible for treatment of curative intent)

| !

v N
Stage |-l Stage 1-1
(eT1-2N0)y {eT1-4N0-3M0)

Surgical resection l

[, 8]

| !

'\.l/

PS5 =2 }
hd [ hd

[ pT1-2N0-1, RO ] N2 and/or R1-2 ] Sequential CRT [V, B]

. .

. p v

Adjuvant cisplatin-

etoposide (4 cycles) Concurrent CRT [IV, A] ]
-

—
Pt
(=]

S

——

IV, A]

w

RV
l No progression® }

! I !

' AV W
PS 0-1 Age >70
Age <70 or frail

ESMO Clinical Practice Guideline 2025 ‘ [ Gunatumal
(hypothetically) L

2025 ASCO PRESENTED BY: JO Raskin MD ASCO amsresmes
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ADRIATIC

Stage |-l LS-SCLC
(stage I/ll inoperable)

WHO PS O or 1

Had not progressed
following cCRT*

PCI* permitted before
randomization

cCRT components

* Four cycles of platinumand
etoposide (three permittedT)

+ RT. 60-66 Gy QD over 6 weeks
or 45 Gy BID over 3 weeks

« RT must commence no later
than end of cycle 2 of CT

Spigel DR. ASCO 2024

2025 ASCO

ANNUAL MEETING

N=730

Stratified by:
Disease stage
(/11 vs 1)
PCI (yes vs no)

Durvalumab
1500 mg Q4W

N=264

Treatment until investigator-determined progression or
intolerable toxicity, or for a maximum of 24 months

PRESENTED BY: JO Raskin MD

Dual primary endpoints:
» Durvalumab vs placebo

- OS
— PFS (by BICR, per RECIST v1.1)

Key secondary endpoints:

« Durvalumab + tremelimumab vs
placebo

- OS

— PFS (by BICR, per RECIST v1.1)
Other secondary endpoints:
+ OS/PFS landmarks
+ Safety

" AMERICAN SOCIETY OF
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ADRIATIC

Median duration of follow up in censored patients: 37.2 months (range 0.1-60.9)

Durvalumab Placebo
(n=264) (n=268)
Events, n (%) 115 (43.6) 146 (54.9)

mOS, months (85% CI)
HR (95% ClI)

p-value

55.9 (37.3-NE) 33.4 (25.5-39.9)
0.73 (0.57-0.93)
0.0104

1.0 =
08 -
(V)]
O
“w 06 -
o
%
a 04 -
o
o
0.2 -
0 T T T
0 3 5) 9
No. at risk
Durvalumab 264 261
Placebo 266 260 247 231

Spigel DR. ASCO 2024

2025 ASCO

ANNUAL MEETING

12

214

15

248 236 223 207

195

18

189
175

21

24 27 30 33 36 39 42 45 48 051

Time from randomization (months)

183
164

90
80

172
151

162
143

141 110
123 97

68
62

PRESENTED BY: JO Raskin MD

51
44

39
31

27
23

19
19

54 57 60 63

1 5 1
8 5 1

o O
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ADRIATIC

Maximum grade: M 1/2 M =3 Durvalumab 1/2 M =3 Placebo

I Radiation Eneumonitis 1 22.9

Decreased appetite |
Hypothyroidism |
Cough |

Pruritus

Nausea

Dizziness

Fatigue

Diarrhea

Pneumonia

Pneumonitis
Rash |
Constipation
Hyperthyroidism
Headache
Arthralgia

23.4
12.8

121

10.9

12.8

]’referred term

9.8

13.2
10.9

40 30 20 30 40

Spigel DR. ASCO 2024

2025 ASCO #ASC0O25 PRESENTED BY: JO Raskin MD ASCO Qﬂﬁféﬁf'éi%gf&?
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ADRIATIC

Higher proportions of stage l/ll disease, prior BID radiotherapy and prior PCl were seen in LTPs vs EPs in both
arms; there was a higher proportion of patients with WHO PS 0 in LTPs vs EPs in the durvalumab arm

Durvalumab Placebo
(n=264) (n=266)
EP LTP EP LTP

n (% of ITT population) 83 (31.4) 113 (42.8) 97 (36.5) 100 (37.6)
Median age, years (range) 61.0 (36-77) 63.0 (28-84) 61.0 (39-79) 63.0 (28-79)
Sex, %

Male / female 67.5/325 61.1/38.9 7421258 720/280
Race, %

White / Asian 48.2 / 30.6 50.4/48.7 58.8/38.1 48.0/52.0
WHO PS, %

0 43.4 549 495 45.0

1 56.6 45.1 50.5 55.0
Disease stage, %

lorll 6.0 17.7 7.2 19.0

I 94.0 82.3 92.8 81.0
Smoking history, %

Current or former / never smoker 90.4/96 89.4/10.6 91.8/8.2 89.0/11.0
Prior platinum agent, %

Carboplatin / cisplatin 30.1/69.9 38.1/61.9 35.1/64.9 32.0/68.0
Prior radiotherapy, %

BID 20.5 3.9 24.7 35.0

QD 795 68.1 75.3 65.0
Response to prior cCRT, %

CRorPR/SD 89.2/108 81.4/1886 86.6/13.4 89.0/11.0
Prior PCI, % 45.8 61.9 45.4 62.0

Barbie DA. ASCO 2025

2025 ASCO
ANNUAL MEETING #Ascozs
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ATEZOLIZUMAB

Atezolizumab commenced 3-7 weeks after CRT )

* 4 PE-courses

» TRT of 45/60 Gy R
* Non-PD
« PS0-2
PE: Cisplatin 75 mg/m? BSA or carboplatin AUC=5 day 1
+ etoposide 100 mg/m? BSA IV days 1-3
Strata:
* PS0-1vs.2
* CR/PRvs. SD
* TRT 45 vs. 60 GD
BID 45 Gy/30 fx or QD 25 Gy/10fx or
BID 60 Gy/40 fx QD 30 Gy/15 fx
Thoracic -
radiotherapy PCI (optional)
Grgnberg BH. ASCO 2025

2025 ASCO . :
ENNUAL NEENNG #ASCO25 PRESENTED BY: JO Raskin MD

1 year of atezolizumab 1200 mg q3w,
patients wished to discontinue,
PD or unacceptable toxicity

Observation
with follow-up every 3 months
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CLINICAL ONCOLOGY

KNOWLEDGE CONQUERS CANCER



ATEZOLIZUMAB

Median 95% CI
Atezolizumab  21.1 months 9.5-434
Observation 15.9 months 10.6 — 24.0
HR 0.89, 95% CI 0.61 — 1.30, p=0.55

1.0

0.8

(7))
B 57.4%
k) 0.6 47 .6%
Py |
= [
e} | " LaRLl
S 0.4 I
g : | U 1t 1 | 1 1 Lallly 1
o 1 L um
| | 38.8% L=,
0.2 1 : | -
. I
| 1
0 : :
I I 1 I T 1 I 1 1 I 1
0 6 12 18 24 30 36 42 48 54 60

Time since randomization (months)

Number at risk
Atezolizumab 85 63 47 42 37 34 28 20 9 1 0
Observation 85 63 48 40 33 29 25 17 13 10 2

Grgnberg BH. ASCO 2025
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ATEZOLIZUMAB

Median 95% CI
Atezolizumab 43.4 months 25.1-51.2

1.0
Observation 38.8 months 25.8 - 57.6
0.8- HR 1.14, 95% CI1 0.76 — 1.71, p=0.53
wn
o
S 0.6 |
z :
8 04- : 1 515% L'LL_
| I
0.2 1 [
) |
| I
) |}
0 ! :
6 é 1'2 1l8 24 30 36 42 48 54 60

Time since randomization (months)

Number at risk
Atezolizumab 85 81 69 58 54 45 36 26 12 3 1
Observation 85 80 74 70 58 49 40 25 18 14 3

Grgnberg BH. ASCO 2025
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ATEZOLIZUMAB

Atezolizumab (n=85) Observation (n=85)

n % n %
Esophagitis 9 10.6% 12 14.1%
Pneumonitis 1 1.2% 2 2.4%
Anemia 12 14.1% 4 4.7%
Neutropenia 27 31.8% 32 37.6%
Thrombocytopenia 6 7.1% 3 3.5%
Neutropenic infection 24 28.2% 21 24.7%
Thrombocytopenic bleeding 1 1.2% - -
Infection without neutropenia 5 5.9% 5 5.9%
Nausea 3 3.5% 1 1.2%
Pulmonary embolism 1 1.2% 2 2.4%
Abnormal electrolytes 3 3.5% - -
Deep venous thrombosis 1 1.2% - -
Cerebral infarction - - 1 1.2%
Other 9 10.6% 3 3.5%

Grgnberg BH. ASCO 2025
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ATEZOLIZUMAB

0S 0S
1.0 1.0
0.8 0.8
8 8
S 0.61 S 0.6
£ £
3 e
.§ 0.4 g 0.4
a a
0.2- 0.2-
0+ 04 : : : . . : : : : : '
O 6 12 18 24 30 36 42 48 54 60 o 6 12 18 24 30 36 42 48 4 €0
Time since randomization (months) Time since randomization (months)
Number at risk Number at risk
45Gy 144 135 118 104 92 77 66 47 29 17 4 No PCI 36 3 26 23 20 15 1" 8 5 1 0
600Gy 26 26 25 24 20 17 10 4 1 0 0 PCI 134 128 117 105 92 79 65 43 25 16 4
Median 95% CI Median 95% CI
45 Gy 42 1 months 25.8 —46.3 No PCI 245 months 17.4-36.2
60 Gy 48.0 months 26.9 - NR PCI 45.5 months 33.7-57.6
HR 0.73, 95% CI 0.39 — 1.37, p=0.33 HR 0.57, 95% CI 0.36 — 0.90, p=0.017
Grgnberg BH. ASCO 2025
e stEgg PRESENTED BY: JO Raskin MD ASCO cnsiasn:
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ATEZOLIZUMAB VS DURVALUMAB

Probability of OS

1.04

Median 95% CI
43.4 months 25.1 —51.2
38.8 months 25.8 -57.6

Atezolizumab
Observation

Number at risk
Atezolizumab 85

Observation

2025 ASCO

ANNUAL MEETING

B HR 1.14, 95% CI1 0.76 — 1.71, p=0.53
0.6 1
I
I
] 1
1
0.4 1 | H
] 1
I I
] 1
0.2+ 1 !
I I
] 1
I I
04, ; ' , : , : s : , , Median duration of follow up in censored patients: 37.2 months (range 0.1-60.9)
0 6 12 18 24 30 36 42 48 54 60 1.0 P e
. . . urvaluma acebo
Time since randomization (months) (n=264) (n=266)
81 69 58 54 45 36 2 12 3 1 08 Events, n (%) 115 (43.6) 146 (54.9)
85 80 74 70 58 49 40 25 18 14 3 = mOS, months (85% Cl) 5.9 (37.3-NE) 33.4 (25.5-39.9)
» HR (95% CI) 0.73 (0.57-0.93)
O ! 0.0104
s 06 :
= '
“E“ :
Ee] 0'4 T : : Ll |
9 : : L LA T T LI T T 1
o : |
02 - E :
0 T T T T T T T t T T T f T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63
Nosatiisk Time from randomization (months)
Durvalumab 264 261 248 236 223 207 189 183 172 162 141 110 90 68 51 39 27 19 M 5 1 0
Placebo 266 260 247 231 214 195 175 164 151 143 123 97 80 62 44 31 23 19 8 5 1 0

" AMERICAN SOCIETY OF
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Extensive-stage SCLC (i.e. stage IV or stage Ill SCLC not eligible for treatment of curative intent)

)

PS 0-1
Mo contraindication for [0

Y

PS 01
In case of contraindications for 10

!

Carboplatin—etoposide-
atezolizumab (4 cycles) and
maintenance atezolizumab
[, A; MCBS 3]

Platinum—etoposide—
durvalumab (4 cycles) and
maintenance durvalumab
[I, A; MCBS 3)*

ESMO Clinical Practice Guideline 2021

(Dingemans A.C. Ann Oncol 2021)

2025 ASCO
ANNUAL MEETING #ASC025

!

Carboplatin—-etoposide
4-6 cycles [1, AJ°
Carboplatin—oral topotecan

I, G]
Cisplatin—irinotecan [Il, C]

Response PS 0-2

olidation thoracic

s an option [I1, C]

’

PS =2
due to SCLC

.

Carboplatin—etoposide 4-6
cycles [I, A
Garboplatin—gemcitabine

4-6 cycles [ll, G

L

PS =2
due to comorbidities

!

BSC

-

Response PS 0-2

[ Age <75 years }

!

PCI [II, B] or MRI surveillance

[Il, BJ*

PRESENTED BY: JO Raskin MD
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IMFORTE

First screening

-
Eligibility criteria
* No prior systemic
treatment for

No CNS
metastases

~

27% (n=177) pts
ineligible by second
screening

0000 0000

DREREREN

Induction phase

Atezo +
carbo + etop
(4 cycles q3w)*

Q000 0000

. PURLURY

0000 0000

W b e e

0000

Ui

0000

Sua

Paz-Ares L. ASCO 2025 + Meador CB. ASCO 2025

2025 ASCO

ANNUAL MEETING
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Second screening

;,
Ellglblllty criteria

Ongoing CR/PR or

SD following
induction therapy
« ECOG PS 01

N=483°

Stratification factors for randomization

« ECOG PS (0/1)
* LDH (sULN/>ULN)

* Presence of liver metastases (Y/N) at induction BL
* Prior receipt of PCI (Y/N)

Maintenance phase

Lurbi (3.2 mg/m?) + 4 o
atezo (1200 mg) Treat until >
IV q3ws PD or =
unacceptable T
toxicity E
i
Atezo (1200 mg) No crossover _
v q3W allowed i
o S
| >

| Efficacy endpoint assessments started from randomization into
the maintenance phase; safety analyses were from MC1D1

Primary endpoints
IRF-PFS and OS

Secondary endpoints included
INV-PFS, ORR, DOR, and safety
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IMFORTE

Characteristic

Lurbi + atezo

(n=242)

Age, median (range), years 65.0 (38-85) 67.0 (35-895)
<65 years, n (%) 118 (48.8) 90 (37.3)
Sex, male, n (%) 151 (62.4) 161 (62.7)
Race, n (%)
White 195 (80.6) 199 (82.6)
Asian 31(12.8) 31(12.9)
Other® 16 (6.6) 11 (4.6)
Current or previous tobacco use history, n (%) 235 (97.1) 236 (97.9)
Liver metastases at induction BL, n (%)P 100 (41.3) 94 (39.0)
| Prior PCI, n (%)° 34 (14.0) 37 (15.4) |
ECOG PS 0 at maintenance BL, n (%)® 105 (43.4) 102 (42.3)
LDH sULN at maintenance BL, n (%)® 176 (72.7) 179 (74.3)
Time fro.m i.nduction.CycIe 1Day 1to 32 (2.6-4.6) 32(27-52)
randomization, median (range), mo
Response to induction therapy, n (%)¢
CR/PR 206 (87.3) 213 (88.8)
SD 28 (11.9) 25(10.4)
PD¢ 2(0.8) 2 (0.8)

Paz-Ares L. ASCO 2025

2025 ASCO
ANNUAL MEETING #Ascozs
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IMFORTE

e OS assessment started from randomization into the maintenance phase
(median time from induction C1D1 to randomization: 3.2 months in each arm)

k >
100
0s Lurbi + atezo Atezo
(n=242) (n=241)
Events, n (%) 113 (46.7) 136 (56.4)
80 :
OS, median (95% CI), mo 13.2(11.9,16.4) 106 (9.5,12.2)
12-mo OS Stratified HR (95% Cl) 0.73 (0.57, 0.95)
60 : Stratified P value (2-sided) 0.0174
= a boundary (2-sided)? 0.0313
< 1
7]
o
40 |
I
I
I
I
20" l
I
I
I
0+ :
Ll 1 1 1 L 1 1 1 I 1 1 I 1 ] 1 I I 1 1 I | 1 1 1 I I Ll 1
0O 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27
No. ok ek Time from randomization (months)
Lurbi + atezo 242 238 232 221 209 191 174 151 136 118 104 93 81 69 60 52 46 36 25 17 11 8 4 1 1 1 1 0
Atezo 241 237 230 211 196 179 154 138 126 111 94 81 69 60 49 45 37 29 17 10 9 7 2 2 0 0 0 O

Clinical cutoff: July 29, 2024; median survival follow-up: 15.0 mo (minimum follow-up: 3.0 mo).
# As determined by the Hwang-Shih-Decani alpha spending function with the gamma parameter of —1.5.

Paz-Ares L. ASCO 2025
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IMFORTE

0OS (%)

100 -

80 4

60

40 -

20 4

0s

Events, n (%)

OS, median (95% CI), mo
Stratified HR (95% Cl)
Stratified P value (2-sided)
o boundary (2-sided)?

Lurbi + atezo Atezo
(n=242) (n=241)
113 (46.7) 136 (56.4)

132 (11.9,16.4) 106 (9.5, 12.2)
0.73 (0.57, 0.95)
0.0174
0.0313

v

Time from randomization (months)

Maintenance treatment
Lurbi + atezo
Median OS from randomization: 13.2 months

Maintenance treatment
Atezo
Median OS from randomization: 10.6 months

Paz-Ares L. ASCO 2025

2025 ASCO
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IMforte results do not
include time on
induction treatment
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IMFORTE

Nausea

Anemia

Fatigue

Decreased appetite
Platelet count decreased
Diarrhea

Vomiting

Asthenia
Thrombocytopenia
Neutrophil count decreased
Constipation

Neutropenia

Lurbi + atezo Atezo
Any AE 97.1% | I 0 | 1 80.8%
36.4% | B 42%
31.8% B 5%
20.2%| B 9%
16.9% | 6.7%
153% | [ 2.9%
14.0% [ 7.5%
13.6% P 2.5%
12.8% | 63%
128% | [ 1.7%
128% | [ 1.3% Grade 1/2
- | —_— B B Grade 3/4
107% | [l 1.7%
100% 80% B0% 40% 20% 0% 20% 40% 60% 80%

Paz-Ares L. ASCO 2025

2025 ASCO

ANNUAL MEETING

Febrile neutropenia
Lurbi + atezo: 1.7%?
Atezo: 0%

Grade 3/4 infections
and infestations®
Lurbi + atezo: 6.6%
Atezo: 5.0%

Patients (%)

All cause AEs with incidence of 210% in either arm

PRESENTED BY: JO Raskin MD
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Extensive-stage SCLC (i.e. stage IV or stage |Il SCLC not eligible for treatment of curative intent)

| ! ! l

N ! N o
PS 0-1 PS0-1 PS5 =2 PS5 =2
No contraindication for 10 In case of contraindications for 10 due to SCLC due to comorbidities

Carboplatin—etoposide—
atezohizumab (4 cycles) and
maintenance atezolizumab
[I, A; MCBS 3]*
Platinum—etoposide—
durvalumab (4 cycles) and
maintenance durvalumab
[I, A; MCBS 3]

Carboplatin—etoposide
4-6 cycles [, A)®
Carboplatin—oral topotecan

Carboplatin—etoposide 4-6
cycles [I, AJ*

Carboplatin—gemcitabine
(I, C] 4-6 cycles [Il, C*

Cisplatin-irinotecan [Il, C]

Carboplatin-etoposide-
atezolizumab (4 cycles) and
maintenance atezolizumab

Response PS5 0-2 Response PS 0-2

+ lurbinectedin
S N ot L S

v
Age <75 years

PCI [N, B] or .‘.'.-i-';l surveillance
ESMO Clinical Practice Guideline 2025 I, B]
(hypothetically) '

202 ASCO I PRESENTED BY: Jo Raskin MD ASCO aisissss
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Recurrent SCLC (i.e. second-line therapy and beyond)

LURBIN. PHASE 2
Trigo J. Lancet Oncol 2020

!

!

N
Platinum-sensitive relapse
(=3 months TFI)

N
ORR 35.2% Platinum-resistant relapse
mPFS 3.5 m (<3 months TFI)
mOS 9.3 m
TRAE G3+ ? l l
r V A ' v
Refractory and/or PS >2 PS 0-2

BSC [lI, C]
Lurbinectedin
[IIl, C; MCBS 1]

ESMO Clinical Practice Guideline 2021

(Dingemans A.C. Ann Oncol 2021)

2025 ASCO
ANNUAL MEETING #Ascozs

Oral or i.v. topotecan [l, A]
Cyclofosfamide—
doxorubicin—vincristine [ll, B]
Lurbinectedin [ll1, C; MCBS 1]

temozolomide off-label

PRESENTED BY: JO Raskin MD

MGMT promotor hypermethylated

Rechallenge with platinum-
etoposide [, B]
Oral or i.v. topotecan [I, A
Cyclofosfamide—doxorubicin-
vincristine [lI, B]
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2SMALL

Non-randomized, open-label phase |l study of lurbinectedin plus atezolizumab as
second-line therapy for advanced SCLC (NCT04253145)

Key Eligibility Criteria:

+ Age = 18 years

+ Histologically/cytologically
confirmed advanced SCLC
Progression to 1L platinum
based CT + PD1/PDLA1
CTFI 230 days
Measurable disease
ECOG PS (0/1)

Brain metastasis allowed if
treated and asymptomatic

SCLC
Progression
after 1L
CT+PD1/PDL1

Ponce Aix S. ASCO 2025

2025 ASCO
ANNUAL MEETING #Ascozs

Cohort 1:

10-naive

Cohort 2:
10-exposed

PRESENTED BY: JO Raskin MD

RP2D

Lurbinectedin 3.2

mg/m? IV Q3W
-

Atezolizumab
1200 mg IV Q3W

(with prophylactic G-CSF)

Primary endpoints
» Safety
+ ORR (per RECIST v1.1)

Secondary endpoints

« Duration of response (DoR)
+ Clinical benefit (CB) CR,
PR, SD 23 mo)

PFS

OS

Others: PK, PGt and PGx
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2SMALL

.00

00D

Stepta == Toial

Median OS: 10.1 mo (95% Cl1 9.1 - 12.6)

00

-

Tmp S bpeermr & brew e

10 - Naive: 11mo (95% C19.4 -15.1)

= -

Chose il Barerel [t )
3 ) T ¥ M) ¥ @
3 (v LT LT LT
L] = = a

Cra et [

10 - Experienced: 9.5 mo (95% CI 7.9 - 12.9)

aFN

oan

Q T

Mumber al risk (number censored)

g Total] 151 §0)

a2 21}

0 0
Crverall Survival [montha)

LLRE ]

0 {5 5

FLE ] 2 (a8

] 0

Crwerall Survival (months)

oF {00

L e I 0 {0

Temcma S e Ganassw = $ e et

CTFI 290 d: 11 mo (95% C1 8.7 - 15.0)
CTFI 30 to <90 d: 10.1 mo (95% Cl 8.2 - 12.0)

0 w0
Crverall Burvieal (months)

Mumber al risk (Pumber censonsd)

W A 14 (FF) F (2 7 (3T
24 (T3 AL o (163 o ()
i : e a0

70
Crvarall Burvival (Monhs)

Data cut-off: May 31, 2024. Median follow up for the full analysis set: 9.13 months

Ponce Aix S. ASCO 2025

2025 ASCO

ANNUAL MEETING
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Subgroup analyses are descriptive; no formal comparisons were performed
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DELLPHI-304

Key inclusion criteria

+ Histologically or cytologically confirmed SCLC

» Progression after 1L platinum-based chemotherapy +/- anti-PD-(L)1
« ECOGPSOort1

» Asymptomatic, treated or untreated brain metastases

Tarlatamab (n = 254)

R
1:1

Randomization stratified by (N =509)

»  Prior anti-PD-(L)1 exposure (yes/no)
« Chemotherapy-free interval (< 90 days vs = 90 to < 180 days
vs > 180 days)

» Presence of (previous/current) brain metastases (yes/no)
* Intended chemotherapy (topotecan/amrubicin vs lurbinectedin)

Chemotherapy* (n = 255)

Topotecan (n = 185); Lurbinectedin (n = 47);
Amrubicin (n = 23)

Rudin CM. ASCO 2025
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DELLPHI-304

Tarlatamab Chemotherapy
(n = 254) (n = 255)
Median age, years (range) 64 (20 - 86) 66 (26 — 84)
Male / Female, % 72128 66 / 34
Race
Asian / Black / White, % 38/1/60 42/1/55
Smoking history
Current or former smokers / Never smokers, % 91/9 88 /12
ECOG performance status, 0/1, % 33 /67 31/68
Prior anti-PD-(L)1 therapy, % 71 71
Prior radiotherapy for current malignancy®, % 63 63
Chemotherapy-free interval,%
| < 90 days 43 45 I
> 00 to < 180 days 33 31
> 180 days 24 25
Presence of brain / liver metastases, % 44/ 33 45/ 37
| DLL3 expression, %, (n/Nt) 95 (207/217) 93 (198/214) I

Rudin CM. ASCO 2025

2025 ASCO
ANNUAL MEETING #Ascozs
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DELLPHI-304

100 - s Tarlatamab ======Chemotherapy - . :
Median PFS, months 4.2 3.7

X 801 HR (Tarlatamab/Chemotherapy) 0.71

T)J (95% ClI) (0.59, 0.86)

z RMST p-value (2-sided) p =0.002*

a 60-

(]

o

s 407 31%

w

8 20%

- (]

g 20 i ' g m L

o I I

: LA Y ! .
0- | 4%,
0 3 6 9. 12 15 18
Number of patients at risk: Time from randomization (months)
Tarlatamab 254 147 78 37 18 2 0
Chemotherapy 255 137 56 15 3 0

Rudin CM. ASCO 2025

2025 ASCO
ANNUAL MEETING #Ascozs
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DELLPHI-304

s TAr13tAMAD meee Che Motherapy

Median 0S, months

13.6 8.3

p-value (2-sided)

HR (Tarlatamab/Chemotherapy)
(95% CI)

0.60 (0.47, 0.77)

p< 0.001

100 -
g 80 -
S
S 60-
o
(7p]
= 40
5
20 -
ol
| |
0 3
Number of patients at risk:
Tarlatamab 254 220
Chemotherapy 255 210

Rudin CM. ASCO 2025

2025 ASCO
ANNUAL MEETING #Ascozs

192
156

9 12 15 18
Time from randomization (months)
131 60 17 0
97 42 9 2

PRESENTED BY: JO Raskin MD
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DELLPHI-304

Tarlatamab  Chemotherapy

Subgroup no. of patients Hazard Ratio for Death (95% Cl)
Age
% 65 years 129 115 —e— 0.57 (0.40, 0.81)
: = 65 years 125 140 —e— 0.67 (0.48, 0.94)
aX
Male 182 169 —e— 0.70 (0.53, 0.93
Female T 86 I L i 0.43 &I.EE, D.TE}
Race
White 152 139 —e— 0.51(0.37,0.70)
Asian 97 107 : @ / 0.75 (0.50, 1.11)
Prior anti-PD-(L)1 exposure
Yes 180 180 —— 0.61 (0.45, 0.82)
——— il e —_— 0650042 103\
Chem-:::therapy—free interval
< 90 days 109 114 —e— 0.60 (0.43, 0.84)
= 90 days 145 141 —e— 8'?? (g-jg. ﬁl-?gg
= 90 to <180 days 85 78 I @ | . A0, 1.
= 180 days 60 63 I L { 0.54 i[‘l.?ﬂ. 1.03)
Presence (previous or current) of brain metastases
Yes 113 115 —e— 0.45 (0.31, 0.65)
No 141 140 —e— 0.81 (0.58, 1.13)
EI\I’EF I'TIEEHSEHSES
Yes 84 95 —e— 0.82 (0.57, 1.18)
No 170 160 —e— 0.54 (0.39, 0.75)
Chemotherapy
Topotecan/Amrubicin 209 208 —e— 0.57 (0.44, 0.75)
Lurbinectedin 45 47 | ® | 0.81 (0.46, 1.44)
I L] L] I
0.1 < 0.5 1 1.5 2.5
Rudin CM. ASCO 2025 Tarlatamab Better Chemotherapy Better

2025 ASCO - ) . ASCO A::inluin E;OCIE” ?F
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DELLPHI-304

LS mean improvement
18 weeks from after baseline

Dyspnea
mean improvement from baseline

TARLATAMAB CHEMOTHERAPY

LS mean difference = -9.14*
95% CI (-12.64, -5.64)
p <0.001

Rudin CM. ASCO 2025

2025 ASCO

ANNUAL MEETING

Cough
% patients with symptom improvement.

% improved
18 weeks from after baseline

TARLATAMAB

CHEMOTHERAPY

Odds ratio = 2.04*
95% CI (1.17, 3.55)
p=0.012

PRESENTED BY: JO Raskin MD

% improved
18 weeks from after baseline

Chest Pain
% patients with symptom improvement

TARLATAMAB

CHEMOTHERAPY

Odds ratio = 1.84*
95% CI (0.89, 3.81)
p=0.1
(Did not meet statistical significance)
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DELLPHI-304

Tarlatamab Chemotherapy

(n=252)* (n = 244)*
Median duration of treatment, months, (range) 4.2 (< 1-17) 2.5 (< 1-15)
All grade, TEAEs, n (%) 249 (99) 243 (100)
All grade, TRAEs n (%) 235 (93) 223 (91)
Grade >3 TRAEs, n (%) 67 (27) 152 (62)
Serious TRAES, n (%) 70 (28) 75 (31)
:;ﬁi;(l;a,d:}g%t)o dose interruption and/or dose 48 (19) 134 (55)
TRAEs leading to discontinuation, n (%) 7 (3) 15 (6)
Treatment-related grade 5 eventsf, n (%) 1(0.4) 4(2)

Rudin CM. ASCO 2025
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DELLPHI-304

Treatment-emergent CRS and ICANS with tarlatamab CRS with first two infusions
Minimum required monitoring
duration
Tarlatamab 6 - 8 Hours 48 Hours
(N = 252) - =
56 mCRS mICANS (n =43) (n=209)
5 Treatment emergent CRS, n (%)* 16 (37) 125 (60)
g 42 Grade 1 12 (28) 94 (45)
3
g- Grade 2 4(9) 28 (13)
g o Grade 3 0(0) 3(1)
E 13 Serious adverse events 3(7) 39 (19)
o 6
3 3 1 g 4 0404 0 04 Leading to discontinuation of IP 0(0) 1(0.5)
Overall* Grade 1 Grade 2 :de 3 Serious Discontinuations Fatal Median time to intervention from last 17 27
tarlatamab dose (hours)
Rudin CM. ASCO 2025
2025 ASCO . i ASCO Sasvismns
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Recurrent SCLC (i.e. second-line therapy and beyond)

! !

NS N
Platinum-resistant relapse Platinum-sensitive relapse
(<3 months TFI) (=3 months TFI)
B & N
Refractory and/or PS >2 PS 0-2

Y/
BSC [lI, C]
Lurbinectedin

TAnaamAD {profoted) Rechallenge with platinum-

Oral or i.v. topotecan [l, A] etoposide [Il, B]
Cyc.lofo'sfanjid_e— Oral or i.v. topotecan [, A]
doxorubicin-vincristine [Il, B] Cyclofosfamide—doxorubicin-
Lurbinectedin [lIl. C: MCBS 11° vincristine [lI, B]

Tarlatamab

(11, C; MCBS 1]*
Tarlatamab

ESMO Clinical Practice Guideline 2025
(hypothetically)

202 ASCO I PRESENTED BY: Jo Raskin MD ASCO aisissss
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FUTURE PERSPECTIVES

Agent MOA Targets Phase Indication Sponsor Recruiting?
Bl 764532 BIiTE DLL3/CD3 1-2 SCLC/NEC Boehringer Y

PT217 BITE DLL3/CD47 1 SCLC/NEC Phanes Y
QLS31904 BITE DLL3/CD3 1 SCLC/NEC Qilu

HPN328 TrTE DLL3/CD3/albumin  1-2 SCLC/NEC Harpoon
RO7616789 TrTE DLL3/CD3/CD137 1 SCLC/NEC Roche N

ZG006 TrTE DLL3/DLL3/CD3 1-2 SCLC/NEC Zejing Y

LB2102 CAR-T  DLL3 1 ES-SCLC Legend Y

LC-NEC
DLL3-CAR-NK-92 CAR-NK DLL3 1 SCLC/NEC Academic* ¥

Meador CB. ASCO 2025

2025 ASCO
ANNUAL MEETING #Ascozs
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FUTURE PERSPECTIVES

Is earlier tarlatamab better (e.g. first-line ES-SCLC, or LS-SCLC)?

DeLLphi trial # Phase Indication Design Recruiting? Trial ID

303 1b 1L ES-SCLC Tarlatamab + standard therapy N NCTO05037847
305 3 1L ES-SCLC maintenance  Tarlatamab + durva vs. durva alone Y NCT06502977
306 3 LS-SCLC post-chemoRT Tarlatamab vs. placebo Y NCT06117774
310 1b 1L ES-SCLC maintenance  Tarlatamab t YL201 +Iatezo or durva Y NCT06898957

Is tarlatamab more effective in combination?

DeLLphi trial # Phase Indication Design Recruiting? Trial ID
302 1b 2L+ SCLC Tarlatamab + anti-PD-1 therapy Lf NCT04184050
305 3 1L ES-SCLC maintenance Tarlatamab + durva vs. durva alone Y NCT06502977

310 1b 2L SCLC Tarlatamab + YL201 Y NCT06898957
1L ES-SCLC maintenance Tarlatamah + YL201 ¥ atezo or durva

Meador CB. ASCO 2025
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THYMIC
EPITHELIAL
TUMOURS
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FIRST-LINE COMBINATION CHEMOTHERAPY REGIMENS?

THYMOMA THYMIC CARCINOMA
Preferred (Other Recommended for Thymic Carcinoma) Preferred (Other Recommended for Thymoma)
- CAPT - Carboplatin/paclitaxel®5P
Cisplatin 50 mg/m? IV day 1 Carboplatin AUC 6 IV day 1
Doxorubicin 50 mg/m? IV day 1 Paclitaxel 200 mg/m? IV day 1
Cyclophosphamide 500 mg/m? IV day 1 Administered every 3 weeks

Administered every 3 weeks
Preferred (Thymic Carcinoma only)

- Carboplatin/paclitaxel/ramucirumab®:¢
Ramucirumab 10 mg/kg IV day 1
Paclitaxel 200 mg/m? IV day 1
Carboplatin AUC 5 IV day 1
Administered every 3 weeks, maximum of six cycles
Ramucirumab monotherapy every 3 weeks as maintenance therapy,
until progressive disease or unacceptable toxicity

Other Recommended for Thymic Carcinoma and Thymoma

« CAP with prednisone? « PET:D
Cyclophosphamide 500 mg/m? IV day 1; Cisplatin 60 mg/m? IV day 1;
Doxorubicin, 20 mg/m?/day IV continuous infusion days 1-3; Etoposide 120 mg/m?/day IV days 1-3;
Cisplatin 30 mg/m?/day IV days 1-3; Administered every 3 weeks
Prednisone 100 mg/day PO days 1-5;
Administered every 3 weeks - Etoposidelifosfamide/cisplatin®
Etoposide 75 mg/m?/day IV days 1-4;
« ADOC? Ifosfamide 1.2 g/m?/day IV days 1-4;
Doxorubicin 40 mg/m? IV day 1; Cisplatin 20 mg/m?/day IV days 1—4
Cisplatin 50 mg/m? IV day 1; Administered every 3 weeks

Vincristine 0.6 mg/m? IV day 3;
Cyclophosphamide 700 mg/m? IV day 4
Administered every 3 weeks

NCCN Clinical Practice Guideline 2.2025
205 ASCO : i ASCO usveane
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SECOND-LINE SYSTEMIC THERAPY
(regimens noted in alphabetical order)

THYMOMA THYMIC CARCINOMA

Preferred Preferred

« Everolimus?® o . Gemcitahini.llg: capecitabine10.11 PHASE 2

= Gemcitabine * capecitabine ™ ikl ;

« Octreotided [inclup;ng LAR) (if octreotide scan or » Pembrolizumabf.20.21 I CIEEENE C (LETEEE QEe: 20T

dotatate PET/CT positive) + prednisone!2:13 » Sunitinib<<
« Pemetrexed'4 other R dod ORR 22.5%
er Recommende

Other Recommended » Avelumab + axitinib?? mPFS4.2m

« 5-FU and leucovorin15 - Everolimus? mOS 24.9 m

» Paclitaxel® « 5-FU and leucovorin'5 TRAE G=3 2%
- Paclitaxel® ]

Useful in Certain Circumstances » Pemetrexed4

« Etoposide:17

« Ifosfamide® Useful in Certain Circumstances

« Etoposide” 17
» Ifosfamide’®

NCCN Clinical Practice Guideline 2.2025
2025 ASCO PRESENTED BY: JO Raskin MD ASCO smsresms
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EORTC-ETOP NIVOTHYM

ﬁdvanced/relapseﬂ

thymic tumor Primary endpoint :

Cohort 1: Cohort 2: PFS rate at 6 months

Type B3 thymoma ' Nivolumab per BICR (RECIST 1.1)
or thymic Nivolumab (240 mg IV Q2 weeks)
carcinoma (240 mg IV Q2 weeks) + Ipilimumab HO: PFSR-6 < 40%

(1 mg/kg IV Q6 weeks) H1: PFSR-6 = 60%
No more than one n=55 n=56 |
line of platinum- . . Alpha = 0.1 (one-sided)
based Previously Imaging at week 8 and Power = 94%
chemotherapy published then every 6 weeks

(Girard N. ESMO Open 2023)

No autoimmune Secondary endpoints: PFSR-6 per local investigator, PFS, Response, OS, Safety

Qisorder /

Girard N. ASCO 2025

2025 ASCO . - ASCO smsyzsms
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EORTC-ETOP NIVOTHYM

EORTC and ETOP demonstrated a unique capability in fostering collaboration of 15 centers
in 5 European countries to recruit a total of 111 patients in 45 months.

1525 - Registration accrual 3
[Data extracted oa 06 01/2023 06:32-30] I Cohort 2 ~ 56 patients registered

End of cohort 1 accrual  Start of cohort 2 accrual n=56 /_,./J/

Cohort 1
n=55

/

1 baseline scan not done within 28 days

) 1 active infection/creat clearance <50ml/min
> 2 presence of acetylcholine receptor antibodies
g 1 previous CTx line longer than 6 months before

Girard N. ASCO 2025
202 ASCO  PIRTSYE PRESENTED BY: Jo Raskin MD ASCOQO cmetsess
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EORTC-ETOP NIVOTHYM

Cohort 2 (n=56) Cohort 2 (n=56)
n (o/o)

Median age (range) 64y (34-82) Metastatic sites
Gender Brain 0 (0)

Male 37 (66) Lymph nodes 30 (54)

Female 19 (34) Liver 26 (46)
Performance status Lung 26 (46)

0-1 54 (96) Pleura 24 (43)

2 2 (4) Bone 26 (46)
Histological type Type of progression on last line of treatment

Thymoma (type B3) 8 (14) Locoregional 16 (29)

Thymic carcinoma 48 (86) Distant 25 (45)
Previous primary tumor resection 33 (59) Both 14 (25)
Previous chemotherapy for locally- 3 (5) Unknown 1(2)
advanced disease

Girard N. ASCO 2025
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EORTC-ETOP NIVOTHYM

PFSR-6 by central review

Nivolumab + Ipilimumab
(n=51)
Per protocol population

n (%)
PFSR-6 PFS-R6 35% (nivolumab)
Failure 40 (78%)
Success 11 (22%)
Reason failure at 6 months
Progressive disease (PD) 27 (68)
Death before PD 3 (8)
Start further therapy before PD 4 (10)
Missing disease evaluation at 6 6 (15)

months

Girard N. ASCO 2025

2025 A '
ANNUAL MSESNOG #Ascozs
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Progression-free survival (%)

Median Follow-up 16.1 months

Median PFS: 3.1 (2.0-3.6) months

Survival rates % (95% Cl)
6-month 27% (15-41)
12-month 14% (6-27)
18-month 11% (3-23)
MPFS 6.2 m (nivolumab)
5 8 10 172 1: L] 8 0

Time in months
Patients-at-Risk
9 6

" AMERICAN SOCIETY OF
CLINICAL ONCOLOGY

KNOWLEDGE CONQUERS CANCER



EORTC-ETOP NIVOTHYM

Objective response

100
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o

o

-10
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-4
50
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-100

L=~

Maximum shrinkage of sum of target lesion(s) from baseline (%)
o

Nivolumab + Ipilimumab

Partial response
Stable disease

Disease control rate 59%

Progressive disease

|| NE
|“I|IIIII||||II|-.

Median duration of response

7.1 months (95

1 1.4-17.0)

Girard N. ASCO 2025
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Overall survival

Median OS: 22.0 (16.6-NE) months

(n=51)
n (%) Survival rates % (95% Cl)
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