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Host-immune based and genomic prognostic biomarkers

H3K27Me3-nucleosome is a strong prognostic biomarker in NSCLC: interim
results from the analysis of up to 832 patients at baseline

v Epigenetic modifications of nucleosomes play a crucial role in gene expression and are commonly dysregulated in tumors (Scheme 1).Aberrant
levels of methylated nucleosomes in plasma have already been reported in lung cancer (Grolleau et al., 2023)

¥ To evaluate the complementarity of ctDNA molecular profiling and H3K27Me3-nucleosome titers in the prediction of NSCLC patients’ outcome
atdiagnosis.

@ H3K27Me3-nucleosome titers are increased in patients with low survival probability,
independently of molecular profiling results on ctDNA
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Clinical and pathological biomarkers

Prognostic value of residual viable tumor in lymph nodes of hon-small cell lung
cancer after neoadjuvant chemoimmunotherapy

‘@ v+ MPR definition differ among trials: CM-816 (= 10% residual tumor in primary tumor and lymph nodes) vs. AEGEAN (no nodal assessment.
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Key Trends in Lung Cancer Biomarkers for 2025

v Multi-omics Integration .
v" Combining genomics + proteomics + transcriptomics + TME (microenvironment)
v" Liquid Biopsies

v" Non-invasive diagnosis
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v' Response monitoring
v’ Early detection of therapeutic resistance

v Expanding Clinical Panels
v' RET, NTRK, BRAF, and MET w
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v Al Applied to Biomarkers

v’ Validation and clinical deployment of complex biological signals

v From Diagnosis to Prognosis/Monitoring
\ L v" Monitor tumor dynamics and predict disease progression
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Adjuvant Treatment
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Key secondary endpoints

« DFSin patients with:

- PD-L1 TC 21% and EGFR-IALK-

- PD-L1 all comers and EGFR-/ALK-
» 0Sin the three subpopulations mentioned above, in the same hierarchical order
+ AEsand QoL

N=1415 (all comers)
N=1218 EGFR-TALK-

Durvalumab

20 mg/kg Q4W x 12 months

Stratification

+ Stage 1B (24 cm) vs 1l vs A

= PD-L1 status (0 vs 1-24% vs 25-49% vs 250%)°
= Adjuvant platinum-based CT (2300 mg/m?
cisplatinfequiv vs <300 mg/m? vs no CT)
Accruing centre

Modal dessection according to ESTS* (yes vs no)

Placebo
20 mg/kg Q4W x 12 months

Today, we present the overall
survival (OS) results, in the
same hierarchical order, as

well as the preliminary results
of minimal residual disease

(MRD) analyses.
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Adjuvant Treatment. NADIM Adjuvant
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Adjuvant Treatment in NSCLC with Drivers

Something more than ADAURA....
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Key takeaways 2025 - Early NSCLC

v LDCT screening could increase detection at operable stages and
improve survival

v' Minimally invasive surgery remains central to stage IA-1lIA cancer

v' The use of adjuvant immunotherapy is a reality

v' Adjuvant targeted therapies (EGFR, ALK) are already part of
recommendations for patients with specific biomarkers




eadjuvant Treatment

Final analysis: OS with neoadjuvant NIVO + chemo vs chemo
NIVO + chemo Chemo
= 179) n

‘ 79) NIVO + chemo  Chemo
100+ - Median 0, mo i
’—‘ o

EFS: 5-year analysis

(n=179) (n=179)

3 7 - 1001 mpMedian EFS, mo EXg e
N L L \\‘ HR (95% CI) 0.6810.51.0.91)
0 g PPN
—— o 80 \--\_
— NIVO + chemo
e - il “ -
£ g — 49%¢
2 £ e
] £ P MIVO + chemo
G 404 1
0
201
N W CHECKMATE 816
O 6 12 18 24 0 36 42 48 4 60 6 T 7B 84 0+ - .
0 L] 12 18 1 30 3 42 48 54 60 %] n b3 84
Months
e ) ) Hontts

s pronostico : seglin pCR
(con independencia del PDL1)

Checkiate 77T val and blomarker update

"
PCR. 3 {7.05%) patients had d
o pCR, 57 (41.9%) patients

e EFS by ctDNA clearance? and pCR status

Association between NVO P8O
CtDNA clearance and pCR

A CL o pR vy

CHECKMATE-77T

’ e on

WG 0K D230 [ 1 )

N 100 ne— .
Py s L CtONACL + pCR
EFS per BICR OS and lung cancer-specific survival : IR ADNACL + R i
076, 8% '“hagd 8
NIVO PBO os Lung cancer-specific survival® 2 o 5 ".
(n = 229) (n =232) NIVO PBO NIvO P W, 1008 b
Median EFS, mo 46.6 16.9 (n =229) n=232) n =229) = CtDNA CL + no pCR \
100 (95% C1) (35.8'NR) (13.6-28.2) Hagian 05, mo ) C Nedian lung cancerapecinc 1 Py P
\ HR (95% CI) 0.61 (0.46.0.80) R (97.63% CiF HR (95% €) 245, 5% ¢ A -
: " 4 "
80 s S g 'O T ——— sox i g e o -
67% € — e T 4 ¥
= 60 i b £ o0 1464, 30 p t
2 NIVO 5 . el INACL + no
b R e 2 & 0 0
& 0 g ; NNO 140, %
0 g v ne7 IR ]
- » - 78, 648 0 0
r 9%, 5% 0 6 1218 2430 % 4 48 5460 0 6 1218 24 30 36 42 48 5 &
0+ . g . + + . . . v S & B B & 3 5 e Y= o e Months from randornization Months from randomization
0 6 12 18 24 30 36 42 48 54 60 kil Months from randomization TO T IO T B } b2 !
Months from randomization » 7 ) |
Mo, at risk
v 190 '

menths (31.3:59.4).

Mechan follomap (range): 41.
frem 8

GecCP

lung cancer
research



Neoadjuvant Treatment
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Neoadjuvant Treatment in NSCLC with drivers
ALNEO

Study Design
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Is there anything beyond the Pacific....?

Platinum Do
Concurrant RT

Fandomization

. . —
Cisplatn 50 mg/im2 D1, 8 28, 36; etoposide 50 mp/m2 D1-5, 26-33

Cisplatn 75 mg/m2 D1, 22; pemetrexed 500 mgim2 01, 22 (nonsquamous only)
Carboplatin AUC 2 D1, B, 15, 22, 29, 36; paclitaxel 45 mg/m2 D1, B, 15, 22, 29, 36
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Key takeaways 2025 - Locally advanced NSCLC

v The use of periopertive immunotherapy (neoadjuvant/adjuvant) is a
reality and is changing the standards

v In locally advanced cancer, chemoradiotherapy +
immunotherapy/targeted therapy offers better results.

v Multidisciplinary management with precision medicine is essential for

Medical oncologist @ 8 9 Pulmonologist

N surgery B Gotional chemo I
Surgery N Ph assistant,
e _ _ Patient s nurse
Surgical oncologist p “

nt/Perioperative Approaches pha rmac t




Metastatic Disease

OS in all randomized patients - Fig 1
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63 0.74 (0.63-0.87)
Nivolumab plus ipilimumab with chemotherapy as first-line treatment of 80
patients with metastatic non-small-cell lung cancer: final, 6-year outcomes £
from CheckMate 9LA 8 .o \\33
\\“‘-\Fi = NIVO + IPI + chen
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Minimum/median follow-up for 0S: 68.6/75.8 months.

Plasma response-guided adaptive treatment of advanced NSCLC
ASCO receiving first-line pembrolizumab
JAL MEETINC Elig

ICI Monotherapy Radiographic and Plasma ICI or ChemolCl End of Treatment
Phase Response Assessment Intensification Phase On Study at 12

2025

ANNL

Plasma-guided adaptive first-line SRS pembrotizuman Continued e
- - = = ontini Primary Endpoint
= g h p f " No prior systemic ;&":;“;gw :"u";f"""'c Pembrolizumab 6-month PFS rate
therapy for PY on a platinum
chemoimmunotherapy for non-sma therapytor || 2000 5 G2 ras S ana p
esponse
cell lung cancer (NSCLC) ECOG PS 02 (N=40) e ST —
Julia K. Rotow, Grace Heavey, Mizuki Nishino, Shail Maingi, Christopher S. Lathan, Umit Tapan, PD-L1TPS 2 1% Asymplommic ©2 Plecma E o Safet, :
Alexandra S. Bailey, Zihan Wei, émanuele Mazzola, D\angra Ocot, Geoffrey R. Oxnard, David -l o L 1] Nonresponse g’azlserwl:eas-bmry
A. Barbie, Pasi A. Janne, Cloud P. Paweletz, Michael L. Cheng No known sensitizing os
alterations in EGFR. Symptomatic Plasma Response
ALK, ROS1, BRAF, Radiographic > | Of Study
Julia Rotow, MD MET, RET, or NTRK L
Clinical Director, Lowe Center for Thoracic Oncology, Dana-Farber Cancer Institute C2 Plasma 4+ C3 Radiographic
Assistant Professor, Harvard Medical School cfDNA Status* Response Status

2025 ASCO

s oo U0 ASCO == *Plasma Response defined as 250% reduction in plasma ctDNA max AF for patients with high shed [20 5% max AF] at baseline or continued low shed [<0 5% max AF] for
e - - — e S patients with low shed at baseline, as measured by ampicon-based plasma NGS

*“*NSQ: Carboplatin AUC 5 + Pemetrexed 500 mg/m2 Q3W x 4 cycles bliowed by Pemetrexed 500 mg/m2 Q3W, SQ: Carboplatin AUC & + Pacitaxel 200 mg/m2 Q3W x 4
cycles, with concurrent pembrolizumab 200 mg IV Q3W to end of study reatment

F cefined as of the integr plasma response and C3 imaging assessment, with one-sided upper 90% binomial confidence interval >82.5%
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Subcutaneous Therapies in Cancer

SC forms of administration have evolved over time to facilitate higher-volume medications

Goserelin Omacetaxine
acetate implant Degarelix mepgslyc\clmate Pertuzumab,
(1989) (2008) =012) trastuzumab
: Pegfilgrastim ° Y (2020)®
Sargramostim (2002) : i v
(1991) . : i :
. : Bortezomib :
: - (2012)
Bleomycin Epoetin | ) N Lanreotide .z Darat‘ru‘r?‘q‘mab
(1973) (1989) iInterleukin-2 Darbepoetin: (2007) : (<020}
. P (1992) (2001)  § . b4
Cytarabine Filgrastim ?Octreotide ?LeuprolideAzacitidine i Denosumab; Rituximab Trastuzumab Atezolizumab
(1969) (1991) i (1998) i (2002) (2004) i (2010) (2017) (2019y ; (2024
. H P E . : i . e ’
1969 ® 1989 e 1998 L] 2002 o 2004 L 2012 ® 2017 ® 2020 ® 2024

Limited volume

Increased volume
<3mL

>10 mL
. Pembrolizumab plus chemotherapy vs pembrolizumab as first-line therapy for

advanced NSCLC with PDL1 (TPS) 2 50%: open-label, phase 3, randomized trial
(PAULIEN)

'Response al6weeks ||  Response at 12 weeks

RR = 1.43 (5% CI 0.66~3.11; P=0.36)

ORR:33% ORR:23% ORR'50% ORR 47%
0% N | [ en NE TH | [HERI%
o 1| PD:24% PD-21% PD 2% PD-37%
%
& % )
E so% || sD 3w sl S 13%
3 s L L
Study rationale and design o
20%
*  Pembrolizumab (PEM,) is the standard first-line therapy for advanced NSCLC with high tumor PD-L1 expression o
(TPS 250%) and no targetable genomic alterations. L

* However, in those cases where an urgent tumor response is needed, chemotherapy (CT) is often added to PEM,
though its benefit is unclear.

= PAULIEN is a multicenter (eight Dutch sites), open-label, phase 1l, randomized controlled, superiority trial comparing
PEM + CT with PEM to assess tumor responses at & weeks.

+ Hypothesis: adding CT to PEM will result in a 30% increase ' in objective tumor response (ORR) at 6 weeks. ProgreSSlon-free surVIvaI a“d overall surVIvaI
K-deh!v:ﬂ-:m = e —_ Progression-free survival Overall survival
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New approaches, drugs or combinations in Metastatic NSCLC

v" Classical immunotherapy and something more
v Relatlimab
v Rilvesgotomig
v Volrustomig

v' Comparative studies against other combinations

v ADC
v" Anti-TROP2 (Datopotomab Deruxtecan) +/- QT

A v Antiangiogenics + Immunotherapy




And, in metastatic NSCLC with driver genes

v' FLAURA2 vs MARIPOSA Dilemma
v Second lines in EGFR+

v" New drugs in ALK

v' ROS1

v" KRAS

v' BRAF

v' HER-2

v MET

v’ MTAP




Key takeaways for 2025 — Metastatic Disease NSCLC

v" Newly approved antibody-drugs conjugates (ADCs) offer targeted options with good
tolerability profiles

v Innovative and next-generation therapies (ROS1 inhibitors, viral immunotherapy) aim
to overcome therapeutic resistance

v" Combination therapies and maintenance therapy enhance outcomes after initial
response

v Molecular profiling and biomarkers guide precise treatment decisions

v" Survival is gradually improving, although the challenge of metastatic disease remains
enormous




SCLC 2025

v Maintenance treatment with Lubinectidine + Atezolizumab

v' Tarlatamab

v" ADC




MANTENIMIENTO LURBINECTEDINA-ATEZOLIZUMAB - Ph3 IMforte

induction phase Mainienance phase

Eligibility criteria
+ No prior systemic

treatment for «  Ongoing CRIPR or IV q3we PD or -
ES-SCLC Atezo + SD following unacceptable El
No CNS carbo + etop induction therapy toxioity Z
metastases (4 cycles q3w)* + ECOGPS 0 3
ECOG PS 0/1 Atezo (1200 mg) No crossover

N=483° allowed

N=660

@) 75 assessment started rom randomization nta the mainienance ¢

1004

IRF-PFS.

Evenis 1 (%)

Eligibility criteria

Lurbi (3.2 mg/m?) +
atezo (1200 mg)

Treat until

IV q3w

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

174(71.9)

804

|LPrs. median (#5% i), mo

5.4(4.2 5.8)

202 (83.8)
2.1(1.6,2.7)

6-mo IRF-PFS 12-mo IRF-PFS “Stratied HR (85% CI]
H H Stratified P value (2-sided)

 boundary (2-sided)

ORR: 19.4% vs. 10.4%
DoR: 9.0 m vs. 5.6m

0.54 (043, 0.67)
=0.0001

0.001

IRF-PFS (%)

20.5%

'
& 8 10 1112 13 12 15 16 17 18 19 20 21 22 23 24 25 28 27

Time from randomization (months)
62 57 43 35 33 20 20 16 1 11 W 4

1000000
2728 B3Iz T B S 21 0 °

Investigator-assessed PFS was consistent with IRF-PFS.
Wedian: 5.4 mo with lurbi + atezo and 2.7 o with atezo
(stratified HR, 0.55 [95% CI: 0.45, 0.68])

PFS a 6m: +22.5%
PFS a 1 afno: +8.5%

L.Paz-Ares, ASCO 2025
L.Paz-Ares, ASCO 2025

MANTENIMIENTO LURBINECTEDINA-ATEZOLIZUMAB - Ph3 IMforte

.,-I
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OS from randomization into maintenance phase

08 (%)

1004

0s

Events, n (%)

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

OS, median (95% Cl), mo
Stratified HR (95% Cl)

132(119,164) 106(95, 122)
0.73 (0.57, 0.95)

Stratified P value (2-sided)
a boundary (2-sided)?

0.0174
0.0313

Induction treatment
Atezo + carbo + etop

3.2 months?

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

IMforte results do not
include time on
induction treatment
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TARLATAMAB EN 2L - Ph3 DeLLphi-304

Key inclusion criteria

. jcally or cytologically confirmed SCLC
. after 1L plat based

* ECOGPSOort

-+ Asymptomatic, treated or untreated brain metastases

+- anti-PD-(L)1

Randomization stratified by

*  Prior anti-PD-(L)1 exposure (yes/no)

¢+ Chemotherapy-free interval (< 80 days vs = 90 to < 180 days
vs = 180 days)

= Presence of (previous/current) brain metastases (yes/no)

+ Intended chemotherapy (topotecan/amrubicin vs lurbinectedin)

100 T s sy
Wedian PP, oty
# g HR (TarlatamatiChematherapy] [
5 (a5t 0l (.59, 0.85)
2 RIIST pvalus (2-sidod) Pl
3
£
g m
g W
£
i
I
0 i
0 3 8 q 2 5 18
e of palionts a risk: Time from randomization (monihs)
Tar 254 ur ] b i 2 o
25 o7 E is 3 a

PFS 1 aiio: +16%

Tarlatamab (n = 254)

Chemotherapy® (n = 255)

Tapotecan (n = 185); Lurbinectedin (n = 47);

Amrubicin {n = 23)

Tariatam
n=

CF| <90d: T 43%; CT 45%
Brain M1: T 44%; CT 45%

259)

s —ne ey Wedian 03, menths 18

Humber of paients a risk:
Tarlatamab 254
Chemotherapy 286

Vh amathamonangy | oo
b asopar o
e st scoam
!
:
)
!
1
: :
0 3 L] 12 18 bal
Time frem randomizaton (months)
20 192 131 80 1" 0
210 156 a7 42 a 2 ]
0OS 1 aiio: +16%

TARLATAMAB EN 1L - Ph1b: DeLLphi-303

Keyinelusion Criteria
- - == 1 Treatment until
¥ Adutts with ES-SCLC who 1 | orogressive
received 1 cycle of chemo-10 Cycles 1-3 Cycles 4+ disease
(Enrollment allowed regardless of
N _ response to 1 eycle of chemo-10)
Cohortes 2.4,7 (AT ¥ Measurable disease by modified Tarlatamab Tarlatamab
o etoposide RECIST 1.1 BRI Rl
+ v ECOGPSOor1 ot o
Anti-PD-L1® + Patients with treated, Platinum-etoposide Anti-PD-L1
ic brain Carboplatnto match AUC 3 N on day 1 e
were allowed = Bunvalumab: 1500 mg N QW
v
Ne active autoimmune disease or Anti-PD-L1®

disease requiring

immunosuppressive therapy®

1L Chemo-10

Atezalizumab: 1300 me IV QIW

Durvalbenab: 1500 mghV QAW

1L Maintenance®

Enrollment Tarlatamab (10 mg IV Q2W) +
Platinum- Key inclusion Criterfa Atezolizumab (1680 mg IV Q4W)
etoposide e T e n=48
+ v ECOGPSOor
Cohortes 5,6,8 anti-PD-L1¢ |:> v Patients with treated and
asymptomatic brain metastases were _ Swiching loa
permitted ) e EoL Tarlatamab (10 mg IV Q2W)+
(4-6 cycles) i e = e e Durvalumab (1500 mg IV Q4W)
‘ . immunosuppressive therapy” n=40

TARLATAMAB EN 2L - Ph3 DeLLphi-304

Tarlatamab Ch apy
(n =254) (n = 255)
Best overall response*!, n (%)
Complete response 3(1) 0(0)
Partial response 86 (34) 52 (20)
Stable disease 84 (33) 112 (44)
Progressive disease 56 (22) 50 (20)
Not evaluable/no post-baseline 25 (10) 41 (1)
scan
Objective response rate!, % (95% CI) 35 (29-41) 20 (16-26)
Median duration of response, 69 55
months
Median time to objective response, 15 14
months ’ :
Ongoing response at data cutoff, 42 (47) 8 (16)

né (%)

Responders Without Progression or Death (%)

Number of patients atrisk
Tarlatamab 89

Duration of response

e Tarlatamab == Chemotherapy

1007
Tarlatamab  Chemotherapy
(n=254) (n=255)
80 Median DOR,
60
|
i
40 !
|
1
20 !
i
: i
0 . I
0 6 9 12 15 18
Time from initial response (months)
a1 2 1?2 2 0
14 2 1 0

Chemotherapy 52

TARLATAMAB EN 1L - Ph1b: DeLLphi-303

DESDE INDUCCION (Cohortes 2,4,7)

Treatment-emergent CRS and ICANS by cycle?

¥ DeLLphi

303
* CRSand ICANS were associated with a
low rate of
Cycle1” Cycle2 . Cycle3 le4 1 Cycle5
100 - 4 E v ! 4 E Cycle ! v — tarlatamab dose interruptions
901 ' i ' ! (CRS and ICANS: 1% each)
80 1 H i H i — tarlatamab discontinuations
70 ! ! ! [
2 eol 59 E E E i (CRS and ICANS: 1% each)
£ 50 | l ! ! ! ! *+ There were no fatalities related to CRS or
F o0 : : ! : ICANS
1 ' ] 1
2: ] H | 1 i * The median time to onset of CRS from
— h h H I -
10 | s ) 4 o ' o 0 ' o | 1 0 last prior dose of tarlatamab was 13.3
0 - ! ! ! hours (IQR: 8.0-19.3)
CRS ICANS CRS ICANS CRS ICANS CRS ICANS CRS ICANS

Grade1 mGrade2

Grade 3 ® Grade 4

The median time to onset of ICANS from
last prior dose of tarlatamab was 5 days
(IQR: 3.0-5.0)
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DLL3

Rova-T
SHR-4849 (IDE819)

SEZ-6

ABBV-706

y ABBV-011
AR

ADCs EN CPCP

B7-H3

HMB088C
HS-20093 (GSK5764227)
I-DXd (DS7300)
YL201

ADCs EN CPCP PREVIAMENTE TRATADOS

TROP-2

SACI-GOVITECAN
SHR-A1921

ABBV-706 QLC5508 1-DXd HS20093 YL201 Sacituzumab
1.8mg/kg (MHBO088C) 12mg/kg (GSK5764227) 1.6-2.8mg/kg Govitecan
1.6-2.4mg/kg 8mglkg
(N=41) (N=103) (N=137) (N=31)" (N=72)2 (N=43)*
Target SEZ6 B7-H3 B7-H3 B7-H3 B7-H3 TROP2
Payload Top1 inhibitor Top1 inhibitor Top1 inhibitor Top1 inhibitor Top1 inhibitor Top1 inhibitor
(SuperTopoi™) (DXd) (HS-9265) (SN-38)
DAR 6 4 4 4 8 76
Linker Cleavable Cleavable Cleavable Cleavable Cleavable Cleavable
ORR/DCR 56% 36.9/90.3% 48.2/87 6% 61.3/80.6% 63.9/91 7% 41.9/83 7%

mPFS/OS 6.8 months/ 5.72/11.50 months ~ 4.9/10.3 months 5.9/9.8 months 6.3/- months 4.4/13.6 months
60%(9month OS)
Main AEs Hematological Hematological Hematological Hematological Hematological Diarrhea/Hematol
toxicity toxicity toxicity/Gl toxicity toxicity toxicity ogical toxicity

1) WCLC 2024, 2) Ma Y, et al. Nat Med. 2025 Jun;31(6):1949-1957. 3) Dowlati A etal. J Thorac Oncol. 2025 Jun;20(6):799-808.

a
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Key Takeaways 2025 — SCLC

v" Combined maintenance therapy with lurbinectedin + atezolizumab changes the first-line
paradigm in ES-SCLC

v" ADCs targeting B7-H3 and other targets offer promising options in pretreated disease
v' Tarlatamab is a bispecific agent with great therapeutic potential

v" Immunotherapy remains central, with research into innovative combinations

v Survival and disease control are gradually improving, but there is still a need for more effective
and longer-lasting therapies




Other thoracic tumors

v Mesotheliomas

v" Combinations of Chemo + Immunotherapy

v Thymic Epithelial Tumors
v" Riboceranib




Key takeaways for 2025

v

v

Lung cancer remains a priority in global cancer research
Al and non-invasive tests are becoming more established for earlier diagnosis

The use of immunotherapy and targeted therapies is moving towards earlier stages of
treatment

Ongoing trials with new anti-drug therapies (ADCs) could lead to new therapeutic
standards in the coming years

Promising new agents in SCLC

Liquid biopsy is becoming increasingly useful not only for diagnosis but also for
dynamic monitoring
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