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Change in the SOC

New strategies/new settings

« DLL3 targeting agents

* Antibody-drug conjugates
« Other strategies

Translational science
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Standard of care in SCLC Gec'ﬁ

g cancer
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IMpowerl33 CASPIAN
Induction
Pationts with (N = 403) Atezotzumab
* Measurable ES-SCLC + carboplat a s
(RECIST version 1.1) oo Atcoiaunaed : * Treatment-naive ES-SCLC Durvatumab ¢ Durvalumab?®
« ECOGPE0ort o ° « WHOPSOor 1 "eme_“mumab + EP* odw uttil PO
 No prior systamic Four 21<day cycles 2 qaw for 4 cyzies
traatment for E-5CLC [P —— 3 « Asymptomatic or treated and
* Patients with yoates + carboplatin 4 stable brain metastases
uwm:ml:l:.' b:.:iobh + eloposide @ permitted D“Wi“,‘m,ab T.,EP- Durv:fltynmab
Stratificati EBUE 2395 CYN + Life expectancy 212 weeks Statifiod by
*; S (et ve fomale) + Measurable disease per Lecelicer
ity Co-grmary end pata o v el el | B~ ool RECIST v1.1 (caopistna
. " . Ovynrail survwvol - ) '._" "'"“ Y al PCIt
(yes v& rop v Investigator-ans=eod PFS ot respons g w:m:.“ T N=805 (randomlzed) cisplatin) * 3w Jor uo 106 cycies ODNDn’, Cl
100
90"
809
709 8
- - -}
& 601 12-month OS 2
8 504 51.9% z
409 onth OS g
34.0% a
304 I39 0° 24-month OSP
541 e - 22.0%
Jae I 121.0%  Iy5g0
0 v or o S r— 5 v r — 1

- - - - -
0o 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32

mOS 12.3 vs 10.3 mo mOS 12.9 vs 10.5 mo

HR 0.76 (0.60, 0.95) HR 0.75 (0.62, 0.91)
P=0.0154 P =0.0032

Liu et al. ESMO 2020; Paz-Ares et al. ASCO 2020;




IMPOWER-133" CASPIAN? KN-604° EA 51614 ASTRUM>® CAPSTONES® RATIONALE-
3127
No. Of pts 403 (2 arms) 805 (3 arms) 453 (2 arms) 160 (2 arms) 985 (2 arms) 462 (2 arms) 456 (2 arms)
ICPI Atezolizumab Durvalumab Pembrolizumab( | Nivolumab (anti | Serplulimab Adebrelimab Tislelizumab(ant
(anti PD-L1) (anti PD-L1) anti PD-1) PD-1) (anti PD-1) (anti PD-L1) i PD-1)
Platinum Carboplatin Carboplatin Carboplatin Carboplatin Carboplatin Carboplatin Carboplatin
or cisplatin or cisplatin or cisplatin or cisplatin
N of tx cycles 4vs 4 4-6 (Ctrl) vs 4 4vs 4 4 vs 4 4vs 4 4-6 vs 4-6 4 vs 4
PCI/TRT Yes/no Yes(Ctrl) /no Yes/no Yes/no No/no Yes/no -
Asian% 16 15 19 NR 68 100 100
RR% 64.4vs 60.2 58 vs 68 61.8 vs 70.6 47.5vs 52.3 70.4 vs 80.2 65.0 vs 70.4 62 vs 68
mPFS (m) 4.3vs5.2 5.4 vs 5.1 43vs4.5 4.7vs5.5 4.3vs5.7 56vs 5.8 4.3vs4.7
(p=0.02) (p=not tested) (p=0.002) (p=0.047) (p=not tested) (p=0.0001) (p<0.0001)
mOS(m) 10.3vs 12.3 10.3vs 13 9.7vs 10.8 9.3vs 11.3 10.9vs 15.4 12.8 vs 15.3 13.5vs 15.5
(p=0.007) (p=0.004) (p=0.016)NS (p=0.14)NS (p=0.001) (p=0.0017) (p=0.004)

N)24-19¢ 1

ca Aol il in Ol




u

: : N : -
Recent changes in the SOC - Imforte-Lurbinectedine in maintenance GecCP
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Background and study design

+ |IMforte is the first Phase 3 study to demonstrate statistically significant and clinically meaningful improvements in PFS and OS
with lurbi + atezo vs atezo for 1L maintenance treatment of ES-SCLC

Ay AE $7.1%) ] i f=—c—=—] i ] | B0An
[ First screening ] Induction phase Second scree” Maintenance pha: oy st I 4.2
L Aomris 14

[ Eligibility criteria Lurbl (3.2 mgim?) + Fatgue 2% P 9%
Ellglbll" Oscrusssd 1% I ars
+ No prior systemic atezo (1200 mg) Treat untd PO or petis ! :
treatment for ; 7 0 IV 3w unacceptable Platelal court cncromsss 1w DU 2 e
ES-SCLC 5 toxicity Dantes 140% e 7%
+ No CNS metastases Vormens ne% | 19
. ECOG PS 0/% & Atezo (1200 mg) No crossover saheria 126% PR 3%
N=660 y IV q3w allowed RO R
\ Nostrophi cocrt e 1ze% (U 1 0% .'; o-uir:'
Primary endpoints; IRF-PFS and 08 A L Conerens L T T
Efficacy endpoint assessments started from randomisation into the ; P
Secondary endpoints. INV-PFS, ORR, DOR, and safety maintenance phase; safety analyses were from MC1D1 barla tors 1%
W% MR M oo 0% AN AR N BN 10N
Patimets (%)
IRF-PFS and OS from randomisation into maintenance phase
IRF-PFS os
o y ; ; e , PD in new lesion locations (22% in either arm)®
PFS 1t started from ranc on into the maintenance phase 005 assessment started from randomisation into the maintenance phase s .
100 < 1004 N M Lurbi + atezo (n=143) W Atezo (n=183)
80 4 804
g s sesp 5 . -
o 60 Median time from induction 0+ £
& 2 C1D1 to randomisation: £ g
& ! 32moineacham 8 £
40 H 40 E
! ‘ &
i i
204 i - 204
I '
] !
04 ! ! 0+
0123456788 WML BIISI6IT 1819222222528 O 1 2 3 4 5 8 7 E G 101112 1314 16 16 17 18 10 20 21 22 23 24 26 25 2
Time from randomisation (mo) Time from randomisation (mo) Ragional Brain Lumg Liver Distant Adrenal Pleura Bone
i et ) tymph node Wymph node  gland
Asern 247 234 Mo 8 O1 8) 81 65 €0 82 a6 3 25 17 11 8 4 1t 1 1 Y O

) 49 45 7 F WG 9 T

IRF-PFS Lurbi + atezo Atezo

os Lurbi + atezo Atezo
(n=242) (n=241) (n=242) (n=241)
Events, n (%) 174 (71.9) 202(83.8) Events, n (%) 113 (46.7) 136 (56.4)
PFS, median (35% Cl), mo 54(4.2,58) 21(16,2.7) 0S, median (95% CI), mo 132(119,164) 106(9.5, 12.2)
Stratified HR (95% CI) 0.54 (0.43, 0.67) Stratified HR (95% CI) 0.73 (0.57, 0.95)
Stratified P value (2-sided) <0.0001 Stratified P value (2-sided) 0.0174
a Y (2-sided) 0.001 a y (2-sided)® 0.0313




Recent changes in the SOC - Dellphi-304- Tarlatamab in 2nd line Gec'l;
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Key inclusion criteria

* Histologically or cytologically confirmed SCLC
* Progression after 1L platinum-based chemotherapy +/- anti-PD-(L)1 Tarlatamab (n = 254)
* ECOGPSOor1

* Asymptomatic, treated or untreated brain metastases
Randomization stratified by

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

* Chemotherapy-free interval (< 90 days vs = 90 to < 180 days vs > 180 days) Chemotherapy* (n = 255)

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

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

Amrubicin (n = 23)
Primary Endpoint: Overall survival ol s .....m ..,..:.m & cm”dm‘plmﬂ“: .':'.v::l:::::)
Secondary Endpoints: Progression-free survival, patient-reported outcomes, objective response rate, safety . RN 07050 041030 HR W%, O 085 43,059
£ W ; ]
. ;} L ‘3 L3
106 Overall Survival ! !
(DeLLphi-304 ITT Population) . | 3
e Median OS: 13.6 vs 8.3 months s b gl e B o, B it T BRER
= HR 0.60; P < 0.001 o T S -5 W
g 60—
B i v o e sy o e o
=5
@D
T 40 :
D
3 : |
1 1
20— 1 :
1
= Tarlatamab | :
0— = Chemotherapy : 1
I I I : I I . I I I
0 3 6 9 12 15 18 21

Time from Randomization (months)




DLL3 targeting T cell engagers GecCP
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CD3 binding
domain
CD3 binding DLL3 binding Anti-OLL3 Fab
domain domain
UL T Albumin binding
domains dosiatit Anti-CD3 scfy
DLL3 binding
FC region domain :::01':"::
Tardatamab
Bl 764532 MK-6070 co
Tarlatamab (Obrixtamig) (Gocatamig) QLs31904
C€D3 and CD137 binding DLL3 binding gi":“"“‘
CD47 binding  DLL3 binding domains domains P2 ESoctorions
domain domain Ant-DLLS ¥ ¢ Doman
Anti-CD3
FC region
effector-less F¢
(HLE)
RO7616789
Peluntamig (Clesitamig) ZG006

Ajjaz A, et al. Am Soc Clin Oncol Educ Book 2025,;45:e472794.




Toxicity management GecCP
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Incidence and Severitv of Treatment-related Adverse Events Over Time

All Grade Grade 23 All Grade Grade 23 Tarlatamab’ m<ime ®Wi-3mo =23mo
Tarlatamab Tarlatamab Chemotherapy Chemotherapy 18
100 80
£ ol 5
=
o
a 15 19
24N, 411, - — , Myt o ==
60 - o 4 2 J.-.l_,_l J-LTL_. Jllﬁ__l-__rm :
* & & 3 RS - -2
@ 9 S S 0&3’
g d‘é 6(.03"”@ & \\"""* & v‘ﬁ *df
g 40 j
100 -
2 & Chemotherapy” m<imo ®1-3mo *23mo
3
® & 51 4
= P -
0 4 Sis 3 2 18 4718 4
1-3 mo 23mo 24 "o ' 164315 Ly —aa I] < 1018
Number of pabents at risk TR Ya—— o 20 Mae <''° HEE S : ; | '8 : ; | '8
Tarlatamab 252 202 149 & e P & P * vf& & > &
Chemotherapy 244 175 109 "bf 04,&’ & @"" q-@, @@? &‘&‘Q &
© &g"
o o

» Tarlatamab TRAEs decreased over time and grade = 3 TRAEs remained lower compared to chemotherapy
» CRS occurred predominately in cycle 1 with tarlatamab; chemotherapy showed persistent hematologic toxicities across time




Toxicity management GecP
. . : . ¥ DelLphi
CRS Dynamics and Monitoring Insights for Tarlatamab
Treatment-related CRS During First Two Doses of Tarlatamab Descriptive Analysis of Treatment-related CRS Events
Minimum Required 0
Monitoring Duration ECOGPS 58%
6-8 Hours 48 Hours
A - 55%
Tarlatamab (n = 252) (n =43) ® 7 - 1%
Treatment-related CRS (all grade), n (%) 16 (37) 125 (60) "
. es
Grade 1 12(28) 94 (45) KNI =
Grade 2 4 (9) 28 (13) Yoo -
Grade 3° 0 3(1) Brain Metastasis No 56%
Leading to discontinuation 0 1(05
— : _ L Prior PD-(L)1 "8 ™
Utilization of any CRS intervention 9(21) 45 (22) No
Median time to intervention, hours 17 27 Tumor Burden® High 62%
Hospitalization for any grade! 3(7) 16 (8) Low ,_ L
Patients with any resolved event!, n/n' (%) 16/16 (100)  123/125 (98) 0 20 40 60 80 100

Patients (%)

« CRS with tarlatamab was predominantly grades 1 or 2 and occurred mainly in cycle 1
» No substantial differences in CRS rates were observed across examined subgroups

“All events were grade 3 with no grade 4 or 5 events reported "In Cycle 1, day 1 and cycle 1, day 8 combined. fincidence of any resolved CRS event was calculated using the number of pabents reporting CRS, (), as denominalor
SAfler screening, the ECOG performance status score dechned [0 2 in two pabients before the adminsstration of treatment (baselne). "“High tumor burden was defined as baseling SLD = 71 955 mm of targe! lesions, low lumor burden

was defined as baseline SLD < 71.955 mm of target lesions. mcunqress
CRS, cytolune redease syndrome, ECOG P8, Eastern Cooperative Oncology Group Performance Status, PD-{L)1, programmed death (ligand) 1, SLD, sum of dameler.



Toxicity management GecCP
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Practical management of adverse events in patients receiving
tarlatamab, a delta-like ligand 3-targeted bispecific T-cell
engager immunotherapy, for previously treated small cell
lung cancer

Jacob M. Sands MD* @ | Stéphane Champiat MD, PhD? | Horst-Dieter Hummel MD® |
Kelly G. Paulson MD, PhD* | Hossein Borghaei DO’ @ |

Jean Bustamante Alvarez MD® | David P. Carbone MD, PhD’ |

Jennifer W. Carlisle MD® @ | Noura J. Choudhury MD? | Jeffrey M. Clarke MD*° |
Shirish M. Gadgeel MD* @ | Hiroki lzumi MD, PhD'? | Alejandro Navarro MD*® |
Sally C. M. Lau MD** | Philip E. Lammers MD> | Shuang Huang PhD'® |

Ali Hamidi MD*® | Sujoy Mukherjee MD*® | Taofeek K. Owonikoko MD, PhD'” @



Tarlatamab-maintenance setting

Phase 1b study of tarlatamab with anti-PD-L1

for ES-SCLC: Dellphi 303 Study”

1L Chemo-IO

Platinum-

etoposide
+

anti-PD-L1#

(4-6 cycles)

—

Enrollment

Key Inclusion Criteria

v

,/
,r

Mo disease progression following
4-4 cycles of 1L chemo-1O
ECOGPS0or 1

Patients with treated and
asymptomatic brain metastases
were permitted

No active autoimmune disease or
disease requiring
immunosuppressive therapy$

Mon-randomized™

Switching to a
different
anti-PD-L1 than
that receved in 1L

o
GecCP

as 1L maintenance % DelLphi

303

1L Maintenancet

Tarlatamab (10 mg IV Q2W) +

Atezolizumab (1680 mg IV Q4W)
n=48

Tarlatamab (10 mg IV Q2W) +

chemo-10 was
permitted

ey Durvalumab (1500 mg IV Q4W)
n=40

Primary Endpointstt: Dose-limiting toxicitiest*, freaiment-emergent and treatment-related adverse events
Secondary Endpointsts: Progression-free survival, overall survival, objective response rate, duration of response, and

disease control

*Caohorts &, 6, and 8 NCTDS361395. IMaintenance therapy commencead within & weeks of the start of the |ost cycle of 1L chemao-I2. *Patfients without access fo 1L anti-PD-L1 wers allowed. Patiznts with active autcimmune disease requiing
systemic treaiment [except replacement therapy) within the past 2 years were excluded. “Pafients were allccated to freatment amnz in @ non-randomized manner baozed on slot availakility. TMAlks included vital signs, electrocardicgrams,
and clinical laboratory tests. ¥OLT: were assessed for cohort 5 only. #Also included serum concentrations of fodatamal, guantification of biomarker expreszion, and incidence of anti-tarlatamab anfibody formation.

1L: first-line: chemao-10: chemotherapy-immunctherapy; DLT: dose-limiting toxicity; BECOG P5: Eostem Cooperafive Oncology Group performance stotus; E3-5CLC: extensive-stage small o2l lung cancer: IV: infravenous: PD-L1: progrormmed
death-igond 1: Q2W: cnce every 2 weeks Q4AW: once eveny 4 wesks.

Presented at the IASLC 2025 World Conference on Lung Cancer (WCLC). September -9, 2025; Barcelona, Spain. Amn
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GecCP

Overall survival with addition of tarlatamab to anti-PD-L1 as 1L

[ ]
maintenance therapy lafofamab# | Tarotamabt | Overel
Atezolizumab Durvalumab Anti
nfi-PD-L1
Median O5*%, 25.3 Not evaluable 253
100 months ($5% CI) (20.3, NE) (19.9, NE) (20.3, NE)
® go{ T
? : L1 ]
T 607 | ettt
3 | ————i
= . I I
5 |
g) 1
O 207 : Tarlatamak + atezolizumak
1 Tarlatamab + durvalumalk
0- ! Owverall
1
0 3 6 7 12 15 18 21 24 27 30
. . honths from start of maintenance freatment
Numiber of patients at risk:
48 46 43 37 32 26 14 & 3 1 4]
40 40 38 34 31 25 21 11 5 1 4]
a8 86 a1 73 63 51 37 17 8 2 0

With a median follow-up time of 18.4 months, tarlatamab with anti-PD-L1 as 1L maintenance therapy led to a
median OS of 25.3 months (95% CI, 20.3, NE).

*The median OF is immature and will continue to evolve with langer follow-up time.
1L firsi-line; Ck confidence interval; NE: not evaluakle; O8: overall survival; PD-L1: programmed death-ligond 1.

B Presented at the IASLC 2025 World Conference on Lung Cancer (WCLC). September &-9, 2025; Barcelona, Spain. Am"
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GecCP

Tarlatamab + anti-PD-L1 in 1L maintenance resulted in disease =
control in 60% of patients, including 36% with sustained disease

control 2 52 weeks

Depth of tumor shrinkage over time in all patients®

From a baseline obtained after 140 BOR
completion of 1L chemo-lO: 120- ® CR
1001 ¢ PR

+  Overdll ORR: 24% (2 CR, 19 PR); SD
median duration of response: 801 7 ®FrD
&0 ® NE

16.6 months (7.1, NE)

® Unreported

404 0
+  Overall DCR: 60% (2 CR, 19 PR,
32 5D); median duration of
disease confrol: 14.6 months

(95% C1 7.2, 18.4)

04
204

% Change from baseline in sum of diameters

-40+ 30% Reduction
+  24% of patients remained on 40 —— O o 3T SN : C
-olA — A o
freatment at data cutoff and ————g O o
36% of patients showed -801
sustained DC = 52 weeks -100+ o a osl 0 ! 0

| | T | | | | | | | | |
4 32 40 48 56 64 72 80 88 g6 104 112 120

Weeks Median follow-up: 18.4 months

* Fifteen patients did not have tumor size information and are net included in the spider plot. This includes fwo pafients with non-target lesions who achieved CR during maintenance fherapy with tadatamal + anti-PO-L1.
1L: first-line; BOR: best overcll responss; chemo 10z chemao-immunotheropy; Ck confidence interval; CR: complete responze; DC: dizease control; DCR: diseazs contral rate; NE: not evaluable; ORR: ckjective responze rate;
PD: progressive dizeazs; PD-L1: programmed death-igand 1; PR: portial response; 3D stable dizeasze.

10 Fresented at the IASLC 2025 World Conference on Lung Cancer (WCLC). September &-%, 2025; Barcelona, Spain. Am"




Tarlatamab-1L setting GecCP
Phase 1b DelLphi-303 study? ¥ DelLphi

303
m ENROLLMENT STUDY TREATMENT

Key Inclusion Criteria Tisi t until
reatment un
1L Chemo-10 v/ Adults with ES-SCLC who 1L Chemo-IO + Tarlatamab 1L Maintenance :rogr:ssive
received 1 cycle of chemo-10 Cycles1-3 Cycles 4+ disease'

(Enrollment allowed regardless of
response to 1 cycle of chemo-10)

Platinum- v Measurable disease by modified Tarlatamab Tarlatamab
etoposide RECIST 1.1 20 mg IVQ3W* 20 mg IV Q3W
+ v ECOG PS0or 1 T . o
Anti-PD-L1P v Patients with treated, Platinum-etoposide Anti-PD-L1
a sympltlom ag ¢ brain metastases Ca;t:gg‘l;ast:g ;t; g;a't‘:::/ :::ﬁ :a“al ;;n:;y 1 Atezolizumab: (;;00 mg IV Q3w
were allowe + Durvalumab: 1500 mg IV Q3W
v No active autoimmune disease or .
Anti-PD-L1°

disease requiring . Atezolizumab: 1200 mg IV Q3W
immunosuppressive therapy© OR
Durvalumab: 1500 mg IV Q3W

Primary Endpoints®: Dose-limiting toxicities", treatment-emergent and treatment-related adverse events
Secondary Endpoints': Objective response, duration of response, disease control, PFS, and OS
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100 4 Tarlatamab + EP + atezolizumab
Tarlatamab + EP + durvalumab
; m— (OQverall
o DU S O . e
°\° Sttt
oy i
S 60+ :
c
> [}
i i
T 407 |
g ;
O I
204 X
|
[}
0+ 1
0 3 6 9 12 15 18 21 24 27 30 33
Months
Number of patients at risk:
96 88 83 78 52 26 16 8 4 3 2 0

Median study follow-up: 13.8 months

« Starting from the first dose of study treatment, the Kaplan-Meier estimate of OS at 12 months was 80.6%.
* The median OS was not yet estimable.



Progression-free survival with tarlatamab in combination with 1L SOC chemo-10?

Progression-free survival (%)

100 A Overall
N =96
80 - y 10.3 months
MedianPFS o500 01, 7.2-13.6)
60 4
40 4
2
20 1 I
: Tarlatamab + EP + atezolizumab
I Tarlatamab + EP + durvalumab
0 - | w— Overall
0 3 6 9 12 15 18 21 24 27 30 33
. Months
Number of patients at risk:
0 5 14 .
96 76 57 43 21 10 7 3 1 1 1 0

Starting from the first dose of study treatment, the median PFS was 10.3 months
The Kaplan-Meier estimate of PFS at 12 months was 43.1% (95% CI, 32.0-53.7)

uuuuuu



Obrixtamig-1L setting Gec'l;
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DAREON®-8: a phase | trial of first-line obrixtamig plus
SoC in both induction and maintenance

« DAREONP®-8 is an ongoing dose-escalation/expansion trial investigating obrixtamig + first-line SoC
(carboplatin + etoposide + atezolizumab) in patients with ES-SCLC (NCT06077500)

Dose escalation (BLRM with overdose controi)

Obrixtamig: 3 target dose levels (10, 30, 60 mg) + SeC: carboplatin tin + etoposide + atezolizumab

o
- J\ J

" Y
Cycles 1-4: Cycle 5 onwards®:
obrixtamig + carboplatin + stoposide + atezolizumab obrixtamig + atezolzumab

Obrixtamig-related AEs (225% of patients), n (%)

All  Grade =3 i CRS was mostly grade 1 (no grade 23) i
Any 27 (96) 11 (39) ——————————— ] Grade 1
CRS 14(50) 0(0) -
Dysgeusia 11(39) 0 (0) i Grade 2 21% n=6 |
Decreased appetite 9 (32) 0(0) Grade 1&2
Neutropenia 8(29) 6(21)" « e— ® Grade >3 No grade 23 ICANS i
Pyrexia 8(29) 0(0) Grade 1 I n=1
Anemia 7(25) 0(0) £y 3
Fatigue 7(25) 1(4) ™ Grade 2 n=1

0 20 40 60 80 100

« Seven patients (25%) had obrixtamig-related potential neurologic toxicities™ including ICANS, with reported preferred terms of muscle spasms
(grade 1, 11%), ICANS (grade 1-2, 7%), confusional state (grade 2, 4%), and dizziness (grade 1, 4%)

« Only one case of grade 2 neutropenia was attributed solely to obrixtamig. Primary prophylaxis with G-CSF was not allowed in the dose
escalation part of the trial
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Obrixtamig in combination with SoC showed estimated 6- and 9-month

PFS rates™ of 73% and 52%, respectively
|
PFS rates® @ Confirmed ORR! (95% Cl: 49-82)

(95% Cl)
3-month confirmed DCR' (G (o5°- C!: 73-96)

w0l (89-100)  g-month @

09 i “."—L__‘(*55—92) Median DoR 7.3 months (95% CI: 4.4-NC)

08 1 i g 9-month

07 ! A (27-77) Best confirmed response, n (%) N=28
g 0 ’ -
» 05 - l : - CR 1 (4)
T8 | | 1
o 04 - 1 1 I

03 | ! ' ! PR 18 (64)

qa | Median PFS: not reached

01 /| Median follow-up: 6.9 months (range: 5.8-9.0) SD 6 (21)

R A PD 1(4)

i . Time (months ——
L ;ZK 26 24 23 22 19( 13 )9 7 5 2 2 0 NE / missing 2(7)
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Other DLL3 targeting strategies: TriTEs, CAR-T, radioligands GecCP
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14
Alveltamig: DLL3 tri-specific TCE 25Ac-ABD147 and DLL3
o i e W \‘v\l Alvetamlg I ABD147 is c molecule engineered by ABD147 binds DLL3 with high offinity and
(N=24) (N=24) Abdera's proprietary Radio Optimized specifically delivers targeted 2%Ac to DLL3
8oR Vector Engineering (ROVE™) platform positive cancer cells
CR, n (%) 0 0 2ipe-ABDIAT
Humanized VHH binding offfe ¢
PR, 0 (%) 15(625) 14 (58.3) " domain i L p— ———
sD, 2(83 2(83 N
n (%) (83) 83 \ am \
]
imiduh i PAR0) A e Engineered human Fe |'\ a £\ I|
NE, n (%) 1(42) 2(83) g d\ )/
5 "" A:' - &
ORR', n (%) 15 (62.5) 14 (58.3) ! eo________________.... AR T s Linker-chelator N, ='/ “~ P 4
406, 812 peg7zey |00 Ul varatarmakn |l 00000000 8 B s —
95% CI { ) { ) - Tarlatamab ; @ EAcABDIAT binding ianlmion cakoaces dacw
DCR', n {%) 17 (10.8) 16 (86.7) ) S to surface DLLI aks,
98% C1 {48.9, 87.4) (447,844} Is TriTE > BIiTE? S ortomniivy
Ab et 8L ASCO 2028 Abmiact 8007 Small numbers, more data needed
Chimeric Antigen Receptor-T cell: LB2102
Yot Bast Overall Responses (por RECHST L criteda)
“The dnTGF-BRII armor inhibits the TGFP1-TGFRR (ORPRNOR TN (W) B R e (| ey
+ At highor Dis BE8%
pathway in LB2102 CAR-T cells. Objective respenee rate R e . I e . 3
-Armored LB2102 cells overcome TGFR1-induced Part A: Dose Escalation (12+3) |  Port B: Conort Expansion (CRePR):12.3% (n=2/15) e %
growth inhibition and maintain proliferation. (Nmax=24) =+ (N=18-17) + At higher OLx 22.2% [ e T T R L
Cmnmw— none ol 1 el nrs
7 [ 2 o AN ey 460 e "
Anm‘(c”"u;.;;.hhu ' I 5 Boat Overall Responde and Percent Change From Basedine in Target Tumor Lesion Size
Py v———
w0 ‘c';._-u,amrm “gi - |3 O
— 23' SCLC & LCwec 5 [l = o [ peasots
Dese Loved 2 | =11+ . i #} = “ .
S I e : R " —
——a S— ! | stage gesgn i " “ Vo vt
e Tl | i )
(W=3-12)
’ [¢ n;muﬁmm-mm»‘w:ﬂm’
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New strategies-challenging the first line setting

Standard of care

Carboplatin
Etoposide
ICI

60-70% response
rate

Additive

)
=
@D
£
D
O

<
Q
)

oc

Obrixtamig
DAREON-8

BNT327
PD-L1 x VEGF

lvonescimab
PD-L1 x VEGF

-~

RYZ101
225 Ac-DOTATATE

.

+/- Carbo
I-DXd

Atezo

Building on chemolO - not fixing
what isn’t broken

IDeate-Lung03 (and others):
replacing etoposide (or
carboplatin) =2 building on
evidence of later-line efficacy

o”*
e




New strategies-challenging the first line setting-pumitamig GecCpP

Global Phase 2 open-label, parallel group study to evaluate safety and preliminary efficacy of pumitamig

+ chemotherapy in patients with untreated ES-SCLC and previously treated SCLC (BNT327-01;
NCT06449209)

Teell ‘ Tumer eetl ( POLY ? PO
‘ TCRAGAME sickises
comees

«  mDoR in months (95% Cl): 4.9 (4.2-NE) overall. *»  mPFS in months (95% Cl): 6.8 (5.6-NE) overall.
Pumitamig 20 mg/kg + EC Pumitamig 30 mg/kg + EC
H 40 mDoR, months (93% Cl): . mDoR, months (95% Cl):
% 4.9 (3.7-NE) 5.4 (4.1-NE)
2 l
- - - Ll
5 o g ) -
a . ‘20' - - .“. < >
= =
gé 40! ; X L . . - i -
——t e —— Pumitamig 6.
34 &0 '-—-'1'\3;:‘\--6 e g B 024 20mgikg+EC (51-NE)
c - - N Vg
s © b R & 0 M eumamig 70 +  Censored
g 100 e — | a Q0 30 mg/kg + EC (56-NE] B - .
ol 0 & 8 121620 20 28 32 3% 40 0 4 8 12 16 20 24 28 2 3% 40 ;1 7 ¥ & & & 7 8 9 10
Progression free survival (months)
Overall treatment duration Overall treatment duration HNo. of patients at risk
(weeks) (woeks) Pumitamig 22 0 19 18 17 1% 9 2 2 0 0
20 mg/kg - EC
[.a! GFR @OPD & 0 ON Omlml Pumitamig 21 13 16 1 16 12 5 2 1 1 0
) 30 ma/hy « EC

Ongoing ROSETTA Lung-01 Phase 3 trial...
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Antibody-drug conjugates GecCP

g cancer
sQareh

inhibitor

YL201"2 \’ ( 1-DXd°® \ A ABBV-706°
Payload: Camptothecin Payload: Deruxtecan = | Payload: Topoisomerase |

derivative (YL0O010014)
(topoisomerase | inhibitor)

(Topoisomerase | inhibitor)

L\ HS-200937 lzalontamab brengitecan

34
Target [NV AN Y5’  Payload: Hs-9265 (BL-B01D1)"
antigen Payload: Mtoxin™/MF6 H | M (Topoisomerase | inhibitor) Payload: Ed-04

(topoisomerase | inhibitor)

(topoisomerase | inhibitor)

\ /7 MHB088CS Zocilurtat:lg pelitecan Sacituzumab govitecan
Payload: SuperTopoi™ \ & (ZL-1310) . ) /e (SG)"
(topoisomerase | inhibitor) s | Payload: Camptothecin Payload: SN-38

derivative (topoisomerase (topoisomerase | inhibitor)
| inhibitor)

ADC. enbbody-drug conjugate; B7-H3, BT homolog 3. DLLI, deita-tke ligand 3; EGFR. epidermal growth factor recepior; ES-SCLC, axtensiva-stage small cell lung cancar; HERS, human apidermal growth factor recaptor 3, SEZ6, seizure retated 6
homolog; TROP2, rophobiast coll surface antigen 2,

1. Ma Y, et al. Nat Med. 2025,31:1948-1857, 2. Mediink Therapeutics. Project Overview: YL201. Available at: hips:/www.mediinkihera. comipipeline-detals’3 { d October 2025), 5. LI Z, at al. Presanted at ASCO 2025. May 30-June 3. Chicago,
US. Abstract 3036; 4. ADC Revew. TMWAT11, Avaiable at: hitps://www.adoreviaw.com/dnugmap7mw3711/ (Accessed October 2025); § Zhou C, etal Pmsonted 8t ASCO 2025, May 30-Juna 3. Chicago, US. Abstract 8510; 6. Owonikoko TX, et al
Presented at ASCO 2024, May 28-June 2, Chicago, US. Abslract TPS8126; 7. Xie L, et ol Presented al FACTOR 2024, June 20-22. Cleveland, US; 8. Palel MR, of al. Presented at ASCO 2025, May 30-June 3. Chicago, US. Abstract 3041,

9. Chandana SR, at al. Presanied at ASCO 2024 Male-Jmod Cm:oo US Absuacl 2001; 10, Wan W, et al. Presented at AACR 2023 April 14-19; Orando, FL. Poster #2642; 11, Giead Sciences, Inc. Sacituzisnab govitecan FDA P1, March 2025
Availatile at: hitps:iwww gilead, com'YmediaSes/pdfs) frodelvy_pi.pdf (Accessed October 2025); 12, NCTOE408479. Avalable st hitps /idincalirials gowstudy/NCTOB49B478 (Accessed Oclober 2025); 13. Hayashi H, et al,
Prasentad st JSMO 2025 March 6-8, Kobe, Japan, 14, NCT06500026 Avallable at hitps: cinicaltnais govistudyNCTO6500026 (Accasead Octobar 2025); 15, Dowlall A, et al. J Thovee Ovicol. 2025,20(6) 769-808




Ifinatamab-deruxtecan-IDeate-Lung01-relapsed disease Gec's;

g cancer
TesQaCh

Total I-DXd 12 mg/kg population

ST = ~ Total I-DXd
Dose-optimization (Part 1) and extension (Part 2) populations’ 12 mg/kg
N=137
Received I-DXd ‘Median age (range), years 63 (34-79)
N=183 Male, n (%) 90 (65.7)
Race, n (%)
Asian 67 (48.9)
. White 63 (46.0)
8 mg/kg 12 mg/kg 12 mg/kg Other or multiple 7(5.1)
Part 1: n=46 Part 1: n=42 Part 2: n=95 Region, n (%)
| . Asia 66 (48.2)
Ongoi — 5‘.f'n°f§’°mn go (2@9.3
oing Total 12 mg/kg: N=137 ‘ iz 14
treatment: n=3 (6.5'/9) ECOG PS 1, n (%) 106 (77.4)
Ongoing treatment: n=14 (10.2%) |ESSCiCatdiagnosis,n(%) = =  111(810) |
Patients with brain/liver metastasis at baseline.” n (%) 52(38,0)/55 (40.1) |
Treatment discontinued: n=123 (89.8%)
Total 1-DXd
- v - - 12 mg/kg
1
PDor C"ﬂll:: TEAE Death® Withdrawal of consent
progress n=15 n=10 n=3 Number of prior lines of systemic therapy, n (%)
n=95" 1 32 (23.4)
Figure 8Gapted wih permiascn from Ann M-J, e¢ sl Presented 8t WCLC 2025. Absiract OAS 03 g :7;3 8:;;
Chemotherapy-free interval,® n (%)
530 days 18 (13.1)
>30 to <90 days 40 (29.2)
290 days 72 (52.6)
Select anticancer therapy received, n (%)
TOPO | inhibitor 44 (32.1)
Lurbinectedin 29 (21.2)
Amrublcin 12 (8.8)
DLL3-targeting TCES 11(8.0)

Prior anti-PD-(L)1 therapy received, n (%) 11@1.0)




Ifinatamab-deruxtecan-IDeate-Lung01

Total 1-DXd 12 mg/kg population’

100 - 1-DXd 12 mg/kg?
2L
80 - (n=32)
§ Confirmed ORR,” % (95% Cl) 482 (30.6-56.9) 56.3(37.7-736) 457 (36.0-55.7)
3 60 - CR, n (%) 3(22) o 3(zop
P ~ PR.n (%) 63 (46.0) ~ 18(56.3) 45429y
s 2 404 ‘ DCR.” % (85% CI) 87.6(80.0-826) 96.9(83.8-999) 84.8(76.4-91.0)
g_s_ 0- | | —
14 trte
‘5 T 7
é -20 1
£ -40 -
3 -60 - 1-DXd LOT
2
-80 - "
B 3L+ I No + TOPQ | inhibitor
-100 -

I-DXd 12 mg/kg?

Total
(N=137;
Confirmed CR/PR: n=66)
|
EMedian TTR,*®(range), months 1.4 (1.0-8.1) 1.4 (1.2-4.0)
i
EMedian DOR.** (95% Cl), months 5.3 (4.0-6.5) 7.2 (3.6-NE)

a

o
GecCP

pps‘l g cancer
Qe
I-DXd 12 mg/kg
Total (N=137)° 2L (n=32)°
100 |mPES* (95% Cl), months ~ 49(4.2-55)  56(39-81) |
T PFS rate,” % (95% CI)
3 months 68.0 (50.4-75.2)
6 months 353 (27.3-434)
80 | 9 months 19.3 (12.9-26.5)
#
£ o
R}
g 40-
204
0 L
' I T T T LA L T T L X T Ll 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26
Months
Number of patients stel at risk N
137 118 54 a6 29 19 7 4 3 2 2 0 0 0
-0Xd 12 mg/kg
Total (N=137) 2L (0=32)"
100 mOS (95% Cl), months  10.3(2.1-133) 120(73-18.1)
b 8 OS rate, % (95% C1)
R 3 months 8% 1 (825-83.2)
‘\ & months. 774 (68 4-235)
804 Y38 $ months 56.1(504-6568)
& \‘\_
8 &0 \\
k1
\
2 \
: ™
m‘ —k_~_—0
e ] T 1] L] LJ L] LJ L] 1] L] 1] L] LJ L] L)
0 2 4 6 8 10 12 14 16 18 20 22 24 2% 28 30
Months

Number of patients still at rish

137 139 1'& 0= 6 & o I 1B 11 w0 8 4 3 2




Ifinatamab-deruxtecan-IDeate-Lung01-intracraneal activity Gec'l;

g coancer
SQarch

cORR.* % (95% CI)

With baseline brain metastases (n=65) 46.2 (33.7-59.0)
No prior RT (n=26) 57.7 (36.9-76.6)
Prior RT (n=39) 38.5 (23.4-554)
<6 months before study® (n=28) 39.3 (21.5-59.4)
26 months before study® (n=11) 36.4 (10.9-69.2)
i (n=29) (n=14) (n=15)
80 - |CNS cORR." % (85% Cl) 65.5 (45.7-82.1) | CNS cORR.®.% (95% CI) 71.4 (41.9-91.6) 60.0 (32.3-83.7)
e | CR,n (%) 9(31.0) ‘
{ ] | PR.N (%) 10 (34.5)
i 40 s | CNS cDCR® % (95% Cl) 96.6 (82.2-99.9)

Best change in SOD from baseline,”. %
o
|

I Intracranial #° Systemic B NopriorRT [ Prior RT 26 monthse. I Prior RT <6 months®.



ADCs in pretreated SCLC GeEE

ABBV-706 QLC5508 I-DXd HS20093 YL201 Sacituzumab
1.8ma/kg (MHBO088C) 12mg/kg (GSK5764227) 1.6-2.8mg/kg Govitecan
1.6-2.4mglkg 8mgl/kg
(N=41) (N=103) (N=137) (N=31)" (N=72)2 (N=43)3
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 7.6
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) Dowilati A et al. J Thorac Oncol. 2025 Jun;20(6):799-808.




Prospective observation study in Japan (J-TAIL2) 58% of pts e
did NOT meet the eligibility criteria in IMpower133

| Risvedscosnece  §WCLC25 : ,
Efficacy | Safety

Ly
1

ﬁq,‘ CITIITRTTTTTRTTYY B Y 0 & & i g
Key Takeaways \")

17% & 7%

ILD/ILA ALt

Elderly Poor PS il

|Imetastasis immune
Similar PS2: similar CNS efficacy(+) Mild ILD/ILA
Efficacy/irAE efficacy IC| acceptable Steroid<10mg
70% CNS And Stable:
PS and G8 as Higher AEs progression monitoring for ICI acceptable
key indicators —»Close ILD
monitoring Neurologic PNS:
Higher AEs + Local control not recommended
Dose adjustment is key!
: .\ PN PAY Y,

Real-world evidence shows “one size does not fit all”.

Modified from Tachihara M, WCLC 2025
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Translational research

SCLC is a heterogeneous disease

FDA approval of immunotherapy

George et al.

2019

“Classic” and “variant” ¥ J
phenotypes are describe_dl'2 SCLC can be divided into A novel inflamed SCLC IHC and molecular
i - by four molecular subtypes? subtype is identified* profiling fails to confirm a

AR s

B YAP1-defined subtype®®

Inflamed

POU2F3

!Carney et al. Cancer Research 1985

2Gazdar et al. Cancer Research 1985

*Rudin et al. Nature Reviews Cancer 2019

“Gay et al. Cancer Cell 2021

>Baine et al. Journal of Thoracic Oncology 2021
5Ng et al. Clinical Cancer Research 2024
modified from Megyesfalvi et al. A Cancer Journal for Clinicians 2023

Zhang et al. Translational Lung Cancer Research 2018 NE-high
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Biomarker driven strategies in maintenance GecCP

uuuuuu

S$2409-PRISM: A Multicohort PReclsion SCLC Subtype Maintenance Phase Il Trial of \

Durvalumab Versus Biomarker-Directed Novel Agents in Combination with Durvalumab in

Extensive Stage Small Cell Lung Cancer (ES-SCLC) \
Step 1: Tissue screening

& Induction (n=838) Step 2: Randomization (n=312)

« ES-SCLC Screening |
o Thgevia samtiatida Far Subtypes A/N, SLFN11 pos _  Durvalumab + AZD5305

.o Will these studies be meaningful in the new
st 1L or maintenance scenarios?

Le.....«

* Allows consent after Subtypes A/N, SLFN11 neg Durvalumab + ceralasertib
initial cycle for tissue N=84 (76 eligible) <

screening Durvalumab
* Receipt of at least 4
cycles of durvalumab Subtype | Durvalumab + monalizumab

during induction N=84 (76 eligible) Durvalumab

Primary Endpoints: PFS

Secondary Endpoints: OS,

X SWOG = Frequency, Severity of Adverse Events
Safety Run-in for Durva + AZD5305

NCI

Natlonal Clinlical |§i NC' Community Oncology
Trials Network | Resen
|
-Nabcnol Canter Institule program A progrum of the Katioral Cancer mettuns

of 1 W

rch Program
ol
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SCLC is heterogeneous at diagnosis and changes over treatment

Predictive Models for Subtyping
A IMfirst_DSP cohort BE @
Homogeneous tumors Heterogeneous tumors Small Cell % gESEs ' . SCLO-N
) Lung Cancer e i
MFDOT{® & = & & & & » INFOR7{® ®© & & & & & @ (SCLC) 2 5: - o \. sCLC-P
- RNA expression == — % \
e » 0 - =
MFOsO{ & & = o = 5y il o 2 e i @m'
IMFOR4{ & & » » » Gene Ratlo Classifier (GRC)

b b 2% MFoos| o o =

IMFO2ZB{ ® » = o IMFOI1t{ ® » »

MEDa2{ e & = @ IMFO19{® » @ & = & ¥ & »& »

/
Pani___=Y

IMFO22{4 » » »
INEO3Z74 & & & & » & » !!&

EIMFO’.’B .o ;.u;om T EEEREERE. DNA methylation

EIMFO:H .. EIMFQO!I ® % " 0 s 0 I

IMFOSO{ ® & » & » »
IMFO20{ ® & & & & & » »

MFOOS{ & » & » »
IMFOIZ{ ® & = & & & » » »

IMFCXI1 & »
W e D s e we IMFDIS{ ® & & & » & & »
IMFO25{ & & = & &2 & » » IMFOX3I{ & & & & & = » 1
IMFOOE{ & & & » | !! !?s
IMFOIO{ & & »
IMFO30 & & & & = & » ' cfDNA methylation
IMF :
s b INFOO3{ & » » - i
intrabumors! ROls Intratumoral ROIs

® SCLC-A » SCLCN #» SCLCP » SCLCY




Current initiatives GecP

SOS =3
Spanish collaborative network a@ v

Multiomic analysis of 194 multisite tumor specimens and 60 matched controls

1.MS-based proteomics

'2%) AR Pre-processing © ~ < =<3 “;
\ Digestion © Y ) nanolLC-MS/MS “
Rapid research autopsy ,; .L. C e (& | —— >10k protelns
of patients with SCLC 5% %D ( ( (&) |
PMI < 4 hours
2.RNA-Sequencing
P '
e “
v y RNA extraction
Snap-frozen samples Purification . NGS
~ sequencin
g = V il il Qs )/ seauencing ——— > 30k transcripts
Y .
4 FFPE samples v
o . "
s e 3. Immunohistochemistry
-
s ®
‘/. ’ o Tissue slicing . Pathological

\4/ / IHC staining e}\ assecsment ahd dcoring g % ——— 8 IHC markers

Multisite SCLC tissue sampling




High intra and interlesion heterogeneity in relevant targets

B Gl 0 0 o O 1 i A
— el
Overview of Inter-Lesion Tumor B AR RNl EE S e
Heterogeneity in SCLC CrR U ERLT ii"-?'ii-‘ii} :
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Overall inter-lesion molecular subtype
heterogeneity (IHC)
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SCLC molecular subtypes and therapeutic targets show high intra-
tumoral and inter-lesion heterogeneity as revealed by IHC

Take-home messages

Several known clinically relevant proteins and
therapeutic targets have heterogeneous expression
profiles across tumor sites within a patient with SCLC.

Molecular subtypes show both intra-tumoral and inter-
site variability.

The identified stably expressed molecular targets
could lead to more effective treatments in SCLC.




Conclusions Gecp

---------

» Unprecedented opportunities for SCLC patients, but not all patients represented
in trials

* Multiple new strategies show efficacy in SCLC, early data, phase I trials ongoing

 Toxicities need to be known and managed appropiately

« Combining to the SoC might result in overtreating patients

« Still no biomakers in place to select the best strategy for each patient-rational
sequencing is required

* More research is needed to address the heterogeneity and plasticity of SCLC



THANK YOU

-
GeCP



