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Il THE PROBLEM

Small-Cell Lung Cancer — a Hard Disease to Treat

~15% ~70% ~3%

of all lung cancers extensive-stage at diagnosis 5-yr survival (extensive-stage)
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Defined by biallelic loss of RB1 and TP53 — with Highly chemo-sensitive up front, but rapid relapse Neuroendocrine and often immunologically
no targetable driver mutation. with chemo-resistant disease. “cold” — limited benefit from ICls alone.

SEER 2025; Kim SY et al. JAMA 2025;333:1906—1917. Rudin CM et al. Nat Rev Cancer 2019;19:289-297. 02



Il THE INFLECTION POINT

Four Decades of Silence — Then Three Positive Phase 3 Trials
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Platinum—etoposide + thoracic RT.
WHAT IS COMING
No new standard of care — the longest

plateau in thoracic oncology. New targets & modalities The contest for first line Selection by biology



B LIMITED-STAGE - BACKGROUND

The Standard of Care Before ADRIATIC

Concurrent CRT

4x platinum—etoposide with thoracic RT

29-34%

5-year overall survival

+ PCI Observation

Prophylactic cranial irradiation

...then watchful waiting

— Once-daily
=== Twice-daily
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o
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Number at risk 2 24 36 48 b0 72 84
{number censored)
Once-daily 270 202 (5) 134 (6) 88(23) 46(53) 21(75) 7(88) 3(91)
Twice-daily 273 224(3) 151(4) 92(31) 54(60) 25(85) 6(104) 2(107)

< 2 y rs No new option for decades — a clear

ceiling on cure.
most relapses occur within



B LIMITED-STAGE - ADRIATIC

ADRIATIC

The effects of CRT may have a priming effect on tumors for response to anti PD-1/PD-L1 therapy
The phase Il ADRIATIC trial is evaluating durvalumab * tremelimumab in patients with Stage I-11l LS-SCLC who have not progressed following cCRT.

Figure 1. ADRIATIC study design

Stage |-l LS-SCLC (stage I/ll inoperable)
WHOPS O or 1

Had not progressed following cCRT*
PCI* permitted before randomisation

¢CRT components

permitted?)

later than end of CT cycle 2

*  Four cycles of platinum and etoposide (three

« RT: 60-66 Gy once daily over 6 weeks or
45 Gy twice daily over 3 weeks, starting no

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

*cCRT and PCI treatment (if received per local standard of care) must have been completed 1—42

days before randomisation.

If disease control achieved and no additional benefit expected with an additional cycle of CT, in the

opinion of the investigator.

#The first 600 patients were randomised in a 1:1:1 ratio to the 3 treatment arms; subsequent

patients were randomised 1:1 to either durvalumab or placebo.

Durvalumab 1500 mg Q4W
n=264

Placebo Q4W
n=266

Durvalumab 1500 mg + tremelimumab 75 mg

Q4W x 4, then durvalumab 1500 mg Q4W

n=2008

Treatment until investigator-determined PD or

intolerable toxicity, or for a maximum of 24 months

Sequential design — durvalumab starts after chemoradiotherapy is complete.

Dual primary endpoints:
* Durvalumab vs placebo
- 0S8
— PFS (by BICR per RECIST v1.1)

Key secondary endpoints:

* Durvalumab + tremelimumab vs placebo
- 08
— PFS (by BICR per RECIST v1.1)

Other secondary endpoints:
* 0OS & PFS landmarks
+ PFS2

« Safety

§The durvalumab + tremelimumab arm remained blinded at
the interim analysis.

NRG-LUO0O0S5 later showed that giving atezolizumab concurrently with cCRT did not improve survival, which retrospectively supports this choice.




B LIMITED-STAGE - ADRIATIC

Consolidation Durvalumab Improves Survival

A Overall Survival A Progression-free Survival
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0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63
Months since Randomization Months since Randomization
No. at Risk No. at Risk
Durvalumab 264 261 248 236 223 207 189 183 172 162 141110 90 68 51 39 27 19 11 5 1 0 Durvalumab 264 212 161 135113 105101 98 84 78 51 51 33 21 19 10 10 4 4 0 0 O
Placebo 266 260247 231214195 175 164 151 143123 97 80 62 44 31 23 19 8 5 1 0 Placebo 266208 146122100 88 79 76 71 69 47 47 34 23 22 15 14 5 5 0 0 0

* The PFS benefit remained significant in patients without PCl and was generally consistent across most subgroups.
* Durvalumab consolidation for up to 2 years was well tolerated, with no new safety signals identified after cCRT.
* By platinum — OS HR 0.56 with carboplatin vs 0.82 with cisplatin; by RT schedule 0.72 (QD) vs 0.68 (BID).

No significant treatment-by-subgroup interaction, and the subgroups differed in baseline composition.
— hypothesis-generating, not a selection rule.



B LIMITED-STAGE - ADRIATIC

Subsequent treatment patterns and impact (ELCC 2026)

Prebability of event-free survival

Probability of PFS2

0.3
0.24
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0.0

Durvalumab Placebo

Event/patients randomised, n/N
Median TFST (95% Cl), months

HR (95% CI)

141/264 173/266
266 (19.2-37.3) 15.3(12.0-19.9)
0.72 (0.58-0.90)

-
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Durvalumab Placebo

Event/patients randomised, n/N

Median PFS2 (95% CI), months

HR (95% CI)

82/264 108/266
NR (NR-NR)  37.6 (25.3-NR)
0.66 (0.49-0.88)
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B LIMITED-STAGE - CURRENT STANDARD

What the Pathway Looks Like Now

National Printed by SUN HA CHOl on 8/18/2026 11:02:03 PM. Copyright © 2028 Nationsl Comprehensive Cancer Netwark, Inc. All Rights Reserved.

comprehensive NCCN Guidelines Version 1.2027

NCCN Guidelines Index

iN[ele) Cancer Small Cell Lung Cancer

Network® Discussion
RESPONSE ASSESSMENT FOLLOWING ADJUVANT THERAPY
PRIMARY TREATMENT
Durvalumab™¥-22 (category 1) >
Good
PS
Lo Prophylactic cranial
Limited : e
irradiation (PC1)MV:W.y vz
stage or consider MRI brain ——Durvalumab™¥#3 (category 1) ——
Complete surveillance®"
response or Poor . . .
partial response ps —* Consider MRI brain surveillance®" >
or stable
disease
Extensive stage - : Surveillance
. See « Continue maintenance * MRI brain 5“”‘:'&"““399"'! (SCL-7)
Treatment immunotherapy, if — | *ConsiderpCi™ |
Response patient was started on » Consider thoracic RT™
Assessment chemoimmunotherapy
in Principles
of Imaging
(SCL-G)
«CBC
» Electrolytes,
LFTs, BUN,
creatinine

-

Primary progressive disease Subsequent Therapy/Palliative Therapy (SCL-8)

Table of Contents

PCl — or MRI surveillance

MAVERICK (SWOG 1827): MRI Brain Surveillance Alone Versus
MRI Surveillance and Prophylactic Cranial Irradiation: A

Randomized Phase Il Trial in Small-Cell Lung Cancer
Primary Endpoint
: . | - Overall survival (non-inferiority)
P'_"P"Y"*F"C cranial | __ g brain surveillance

irradiation (PCl) in
- Cognitive function
-QoL
- OS in limited and extensive stage
- Brain metastases free survival
- Toxicity

Small-cell lung cancer

- Includes limited and
extensive stage

- No prior brain metastases
- No brain metastases on
MRI after 1* line therapy

Stratify: 1. Limited vs extensive stage
2. Immunotherapy (y/n) 3. Performance Status (0-1 vs 2)

Translational Endpoints
-Longitudinal brain MRI changes
-CtDNA correlation to PFS, OS

[ No PCI = MRI brain surveillance

Accrual goal: 668 patients
- MRI brain surveillance scheduled at 3, 6, 9, 12, 18, 24 months
- Radiation therapy is recommended at the time of brain metastases (WBRT and SRS allowed)
- Hippocampal-avoidance PCl and WBRT are allowed
- Patients managed with any/all NCCN-ac

ged first-line are eligible Pls Chad Rusthoven and Paul Brown

PCl is not recommended in patients with poor PS or impaired
neurocognitive function. Increased cognitive decline after PCI has
been observed in older adults (260 years) in prospective trials; the
risks and benefits of PCl versus close brain surveillance, MRI

(preferred) or CT with contrast, should be carefully discussed with
these patients.

Still unsettled — whether PCI can be replaced by MRI surveillance (MAVERICK, SWOG 1827), and whether immunotherapy should start earlier (CONCUR).



B LIMITED-STAGE - THE OPEN QUESTION

When Should Immunotherapy Enter?

Chemoradiation

Immunotherapy

INDUCTION

CONCU R Phase 2 - NCT07055581

Durvalumab

1500mg Q3W
for minimum 2 cycles*

NoaFD Durvalumab
EP 1500mg Q4W
Q3W for 4-6 cycles l (for up 1o 24 months)

unscceptable toicity

Results awaited

Thoracic radiotherapyt | | POl 0 -
60£6Gy QD or 4521.5Gy BID Mrmnmameneaea J  OrwmllTO by KECHT vl for

Chemoradiation

CONCURRENT

N RG'LUOOS Phase 3 - J Clin Oncol 2026
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P
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Percentage of Patients Alive

CONSOLIDATION

ADRIATIC rhase 3 NEnglJ Med 2024

Overall Survival
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Months since Randomization

Why sequencing may matter — thoracic radiotherapy irradiates mediastinal lymphoid tissue and depletes the circulating lymphocytes that

checkpoint blockade depends on.



B EXTENSIVE-STAGE - HOW WE GOT HERE

Three Trials, One Conclusion — and One Near Miss

IMpowerl33

Atezolizumab + carboplatin—etoposide
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KEYNOTE-604

Pembrolizumab + platinum—etoposide

HR 0.80

p =.0164 vs boundary .0128
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Placebo plus EP

plus EP

10.8 vs 9.7
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518
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21

24

27

The hazard ratios sit between 0.70 and 0.80 with overlapping confidence intervals — the same modest benefit, observed three times. What separated them was

alpha allocation, not biology.

Which leaves the harder question — does a benefit this size hold up outside a trial population?

30

33



B EXTENSIVE-STAGE - OUTSIDE THE TRIAL POPULATION

LUMINANCE

Phase 3b, single-arm, multicenter, international study (NCT04774380)

Induction: Maintenance:

« Treatment-naive, histologically/
cytologically confirmed ES-SCLC* Durvalumab + EP? Durvalumab
« WHO PS 0-2 Q3W for 4-6% cycles Q4W until PD

« Asymptomatic or treated and stable

brain metastases permitted Post treatment
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Exploratory analysis of ctDNA cl e in n=148 pati with baseline (C1D1) samples

ctDNA detection, clearance, and tumor burden (TMeF) assessed longitudinally using GRAIL Portrait RUO Assay, a tumor-agnostic,
methylation-based ctDNA assay (Cancer Research Solution; GRAIL, Inc.)

13.1 mo 55.6%

median OS (95% Cl 10.1-NE) 12-month OS

% 5.1
65.8% .1mo
confirmed ORR median DoR (95% Cl 4.9-5.3)

* ctDNA+
1x10-1 e = * ctDNA-

s i F .
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Total, n 148 126 98~ 50 26 12
CtDNA+, n 148 112 45 31 14 4
CtDNA—, n 0 14 53* 19 12 8
% Detected 100% 89% 46% 62% 54% 33%

ctDNA — an exploratory read-out

Methylation-based, tumour-agnostic assay in the 148 patients with baseline
samples. Detection fell from 100% at baseline to 46% by the start of
maintenance, and 54% of patients cleared ctDNA over that interval —
tumour methylation fraction fell in parallel.

Median follow-up was 8.6 months, so the survival figures are still immature.

Timepoints include only patients free of progression — attrition bias.



B EXTENSIVE-STAGE - RETHINKING THE BACKBONE

TAXIO — Can Etoposide Come Out of the Regimen?

THE HYPOTHESIS

Etoposide may blunt lymphocyte activation — so the chemotherapy
backbone could be working against the immunotherapy it is paired with.

Overall response rate assessed by investigator (ORR)

Overall Survival (OS)

THE REGIMEN - PCD

Paclitaxel 200 mg/m? + carboplatin AUC6 + durvalumab, g3w x 4 induction cycles >
durvalumab g4w until progression. One-day administration.

Progression-Free Survival assessed by investigator (PFS)

Complete Response
Partial Response
Objective Response
Stable Disease
Disease Control
Progressive Disease
Not evaluable

Clearly active — 82% response, no primary progression. And simpler to give:

one day per cycle.

N =68
2(2.9%)[0.0 - 7.0]
54 (79.4%) [69.8 - 89.0]
56 (82.4%) [73.3 - 91.4]
5 (7.4%) [1.1 - 13.6]
61 (89.7%) [82.5 - 96.9]
0
7 (10.3%) [3.1 - 17.5]

L0
0.9
0.8 -
0.7 -
0.6 —
0.5
0.4
03

0.1

Probabily of Overall Surival

0.1

0.0 |

1.0 -

\:i

+ Censored
0.9 -
0.8
0.7
0.6
0.5
0.4
0.3 |
0.2 |
014 H—t—t .
T T T T

0.0

Probabily of Progression-free Surival

At risk

Median OS: months [95% CI] 14.5[9.9-17.6]

T
5 10 15 20

=
w
=
s
G
e
=

Time (months) Time (months)

68 61 42 25 5 Atrisk 68 23 8 3 1

N =68 N =68
41 (60.3) Event: N (%) 58 (85.3)
Median PFS: months [95% CI] 4.6 [4.4-4.7]
6-month PFS: % [95% CI]  32.9 [21.8-44.4]
12-month PFS: % [95% CI] 9.4 [3.8-18.0]

Event: N (%)

Single-arm, 68 patients — and CASPIAN's 12-month OS was 54%. Despite 82% response,
median PFS is 4.6 months: deep, not durable. Toxicity shifts rather than falls



B EXTENSIVE-STAGE - 1L MAINTENANCE

IMforte — the First Positive Maintenance Trial in SCLC

483 randomised 1:1

660 enrolled 4 cycles Atezo + carboplatin/etoposide induction

First screening Induction phase Second screening | Maintenance phase
- —
Eligibility criteria Lurbi (3.2 mg/m?) +
*  No prior systemic Eligibility criteria atezo (1200 mg) Treat until
treatment for * Ongoing CR/PR or IV q3we PD or -
ES-SCLC Atezo + SD following unacceptable z
« NoCNS carbo + etop induction therapy ) toxicity _%
metastases (4 cycles q3w)? + ECOGPS 0/1 : 5
+ ECOGPSO0/M Atezo (1200 mg) No crossover
N=483° IV q3w allowed
N=660
\ J J

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

* Lurbinectedin added to atezolizumab maintenance significantly improved both IRF-PFS and
0S, with benefit consistent across most prespecified subgroups. The first maintenance
strategy in SCLC to move survival.

* Grade 23 adverse events rose to 38% from 22% — higher, but with no new or unexpected
safety signal for either drug.

* Only induction responders reached randomisation — 483 of 660. Patients with CNS

metastases were excluded. In clinic, a meaningful share never arrives at this decision point.

IRF progression-free survival (%)

Overall survival (%)

No crossover permitted

— only those without progression

PROGRESSION-FREE SURVIVAL

100

©
=3
1

o)
=)
1

S
=
L

N
(=]
1

5.4vs 2.1

HR 0.54 (0.43-0.67) p < 0.0001
12-mo 20.5% vs 12.0%

—— Lurbinectedin plus atezolizumab
—— Atezolizumab

T | N SEE T TR | R SN RN R (N R R DA [ PR PR R S Com
5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27

OVERALL SURVIVAL

10070y,

80+

60+

404

204

13.2 vs 10.6

HR 0.73 (0.57-0.95) - p = 0.017
12-mo 56.3% vs 44.1%

T T T T T—T—T—T—T
5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27

Time (months)



B EXTENSIVE-STAGE

The Same Two Drugs, a Different Setting

Chm'lcg: MC1923 Phase Il Clinical Trial of Durvalumab Plus Lurbinectedin in Platinum-Resistant Relapsed Extensive-Stage

Small Cell Lung Cancer After Prior Chemoimmunotherapy (Cohort B)

Konstantinos Leventakos, MD, PhD?, Anastasios Dimou, MD?, Nathan R Foster, MS?, Brandy L Jaszewski', Aaron S Mansfield, MD?, Kaushal Parikh, MBBS?, Janet L Lensing, CCRP?, Lacey T Beming?, Bobbi Jebens?,
Lynn M Flickinger, MA?, Katherine Emilie Rhoades Smith, MD1, Deepti Behl, MD?, Mohamed Shanshal, MD?, Antonious 7 Hazim, MD?, Anna J Schwecke, APRN, CNP, MS?, Ailsa G Luce, PA-C?, J Nicole Moffett, APRN, CNP, MSNT,
Ashley L Potter, PharmD, RPh, BCOP?, Abdullah A-Ajmi, PharmD, RPh, BCPS?, Kadi M Dick, RN', Dena L Weinmann, RN?, Julian R Molina, MD, PhD?, Alex A Adjei MD, PhD?
TMayo Clinic, Rochester, MN; 2Mayo Clinic, Scottsdale, AZ; 3Cleveland Clinic, Cleveland, OH

Platinum-resistant relapse progression < 3 months after last chemotherapy, all

. . 2 . .
A T Durvalumab + lurbinectedin 1500 mg + 3.2 mg/m? g3w until progression

Phase 2, Simon optimal two-stage - N =22 - ECOG 1in 91% - 96% prior atezolizumab - median 4 cycles - median follow-up 21.1 months

PRIMARY ENDPOINT - 6-MONTH PFS FIGURE 1: PFS FIGURE 2: OS

achieved - 18.2% required - 32% o

182z .

% Alive
8
% Alive

The prespecified efficacy threshold was not met.

] 2 E 0
Time (months) Time (months)

Maintenance, not salvage. The identical pairing was positive in IMforte — given before relapse, in patients still responding.



B HOW MUCH HAS ACTUALLY CHANGED

The Plateau Is Broken — the Tail Is Still Thin

Phlll IMpower133,Phlll IMbrella A extension study

100 1

80 1

60 1

OS (%)

401

2017

0-

- -

|
|
]
|
!
T

No. at risk

Atezo + CP/ET
Placebo + CP/ET

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 7
Months

201182159121 93 81 61 48 38 33 30 30 28 26 17 15 15 14 14 12 11 10 8 7 2
202186160114 74 55 39 34 256 11 3 2

Long-term survivors exist now

IMbrella A extension: 3-, 4- and 5-year OS of 16%, 13% and
12%. CASPIAN 3-year OS 18%. Before 2019 this tail was
essentially absent.

But the gains are narrow

IMforte: grade >3 adverse events 38% vs 22%, and patients
with brain metastases were excluded — limiting who the
benefit applies to.

And medians can mislead

Median-based survival gains may overstate what most
patients experience; the shape of the curve matters more
than its midpoint.



M DLL3 - WHY THIS TARGET

A Protein in the Wrong Place

DLL3 is an atypical NOTCH ligand

Normal cell QI/ Small Cell Lung Cancer
: pLLs 4
" Notch signaling $
Notch-1
: . - -
H T Notch [[# T4 1 0 v
! g degradation A g .

Q=

PBD release from

ASCL1
4 :

PBD release from
cleavable linkers

K/;( Late endosome.

ty et —

W/ , m\k/

Lyse
PBD rele: selom -1
clea

vable
onvablenners \

DNA disruption -

ASCL1 — the transcription factor that drives
neuroendocrine identity — pushes DLL3 transcription
up. DLL3 now appears on the cell surface, where it
blocks NOTCH and locks the neuroendocrine phenotype
in place.

THE THERAPEUTIC HANDLE

T DLL3
1 Notch signaling

A ASCL1 Overexpression in SCLC /

iiH

DLL3

b3 N\

i

Notch-1

T Lysosomal
degredation

AMG-119
(CAR)

/uV‘ Rova-T

(anti-DLL3 ADC)

The same event does both jobs. Mislocalised DLL3 is what sustains the neuroendocrine phenotype — and it is also what puts a target on the outside of the cell.




CD3 binding

B MECHANISM OF ACTION
domain

A Bispecific Bridge in “Immune-Cold” SCLC OLLS bincin

Fc region

Anti-Tumor Anti-CD3 0 Tarlatamab

Cell Antigen -

. CD3 binding DLL3 binding
_7 domai omain

| W\ /4

Tumor Cell
Antigen

BITE

TUMOR CELL CD3
Adapted from the American Association for Cancer Research® (AACR) Cancer Progress Report 2022 T CE LL
Fc region
BI764532
B DLL3 is expressed on 85-96% of SCLC tumours, with B Engagement is independent of MHC class | — an B Rova-T, an ADC against the same target, failed — the
minimal normal-tissue surface expression. advantage in tumours that downregulate antigen modality, not the target, was the problem.

presentation.



M DLL3 - WHY THIS TARGET

Targeting NOTCH signaling pathway

* Rovalpituzumab-tesirine (Rova-T)

- Antibody-drug conjugate, DLL3-targeting

- Anti-DLL3 moAb+ pyrrolobenzodiazepinePBD toxin

Phl trial. (N=74)
11/60 (18%) ORR

100~ 38% have high DLL3 expression DLL3 expression
[ Not available
80 Il DLL3 expression 0%
[ DLL3 expression 1-49%
604 B DLL3 expression =50%
40
g
g
: I
b= 4 0000s.. .. ;
= ""“"““mﬂlll"l"
b
5 -20-
<
S
40—
-60+
-80
-100

Change from baseline (%)

-100

Internalization by

Linker cleav
endocytosis o

in lysosome

'/ DLL3
PBD released into cytoplasm,
/ enters nucleus, cross-links DNA

MY

Anti-DLL3
antibody-drug conjugate Nucleus
(ADC)

Apoptosis

PhIl TRINITY

In DLL+ patients, mostly in 3L: ORR 12%

In DLL3-high (= 75%) ORR 14.3%, mPFS 3.8M, mOS 5.7M
Grade 3-5 213 (63%) patients

. fatigue, photosensitivity reaction, and pleural effusion
80

60
40
20
0
-204
-40-
-60-

-804

Rova-T phase 1: Rudin CM et al. Lancet Oncol 2017;18:42-51. TRINITY: Morgensztern D et al. Clin Cancer Res 2019;25:6958-6966. TAHOE (2L, vs topotecan): Blackhall F et al. J Thorac Oncol 2021;16:1547-1558.
MERU (1L maintenance): Johnson ML et al. J Thorac Oncol 2021;16:1570-1581.



Il CLINICAL DEVELOPMENT

Tarlatamab — From DelLphi-301 to DelLLphi-304

Onset and Duration of Response

a First response (partial response or better) = Disease progression -+ Ongoing treatment = Death

Tarlatamab, 10 mg (N=40)

Tarlatamab, 100 mg (N=28)

PHASE 2 '% 40 3 = = = ’ PHASE 3
% ] ;)ﬁ S }
. L= . =1 .
DellLphi-301 = : e DellLphi-304
2 =i == 4 =
s €lh 3 = = . . .
Activity in relapsed/refractory ES- = —} = 3 Randomized vs investigator's-
SCLC i "-. . = : choice chemotherapy
0 1‘0 2‘0 }‘D 4‘0 S'D E’D 7‘0 S‘[} 0 ]b 2'(1 3r0 4‘0 S‘U 6‘(1 Trﬁ E’D
Duration of Treatment (wk)
A —

MAY 2024 2025
B i FDA accelerated Full approval

Confirmed OS - second-line
standard

v Approval on phase 2 data
10mg 100mg

Optimized Dose Roboto Regular

Dose Escalation

Roboto Regular

From first-in-human activity to a confirmed overall-survival benefit in roughly four years — unusually fast for this disease.



B TARLATAMAB - DELLPHI-304

DellLphi-304

Tarlatamab

Patients Randomization
(N=509) Ly

Progressed after 1

\ 4

(n=254)
10 mg IV every 2 weeks
Stratification Factors

* Chemo-free interval
(<90d vs. 290d)

« Brain Metastases (Yes/No)
* Prior PD-L1/PD-1 exposure
Standard
Chemotherapy
B (n=255)

line platinum-based
chemo

OVERALL SURVIVAL

Topotecan, Amrubicin,
or Lurbinectedin

100
90 .
o - HR 0.60
g 70 ™ overall survival vs chemotherapy (95% Cl 0.47-0.77)
] ' '
= | Wi,
é 60+ . ; ‘;n..\
s : ™ t
- ' "ty Tarlatama
g ¥ : P laeemab 13,6 vs 8.3
;:: 40+ E median OS (months)
;3 30 !
20- ' ' Chemotherapy
1o s s
0 T t T t T T 1
0 3 6 9 12 15 18 21

Months since Randomization

ENDPOINT & STRATIFICATION

Primary: overall survival. Stratified by prior PD-(L)1,
chemo-free interval, and brain metastases. No
crossover permitted.

PROGRESSION-FREE SURVIVAL

100

HRO0.71

mPFS vs chemotherapy (95% Cl 0.59—0.86)

4.2 vs 3.7

median PFS (months)

Percentage of Patients
w
o
1

20 . I - Tarlata
o1 s s
' Chemotherapy
0 T t T t T 1
0 3 6 9 12 15 18

Months since Randomization



Il TARLATAMAB - DELLPHI-304

Consistent Benefit Across Subgroups

Tarlatamab Chemotherapy

iubgrﬂup no. of patients Hazard Ratio for Death (95% CI) Direction never reverses
ge

< 65 years 129 115 —e— g.g; sg.ig, g.gl %
Sep o Yoars 125 140 A s Every prespecified subgroup favours tarlatamab,

—eo— 0.70(0.53, 0.93 . . . .

'Ij:rl:ale 17822 15359 —e—— 0.43 Eo.ze, 0.72% including brain metastases and prior immunotherapy.
Race

White 152 139 —e— 0.51(0.37, 0.70)

Asian 97 107 —=e— 0.75(0.50, 1.11)
Prior anti-PD-(L)1 exposure

Yes 180 180 —e— 0.61(0.45,0.82)

No 74 75 —e— 0.65(0.42,1.03)
Chemotherapy-free interval

<90 days 109 114 |_._|I—Q—| g.gg sg.ig, g.gg%

290 days 145 141 i .45, 0. R

=90 and <180 days 85 78 ——e— 0.71(0.46, 1.10) Better experlence’ too
=180 days 60 63 I L { 0.54(0.29, 1.03)

Prt:':gnce {previous or culsnt onbrain metastasss 113 115 —e—— 0.45 (0.31, 0.65) Patient-reported dyspnea and cough improved versus

No 141 140 —e— 0.81(0.58, 1.13)
Liver metastases chemotherapy.

Yes 84 95 —e— 0.82(0.57,1.18)

No 170 160 —o—— 0.54 (0.39, 0.75)
Chemotherapy

Topotecan/Amrubicin 209 208 —e— 0.57 (0.44, 0.75)

Lurbinectedin 45 47 —=e—F 0.81(0.46, 1.44)

T T T T
0.1 0.5 1 1.5 25

Hazard ratios and 95% Cls were estimated using the Cox proportional hazards model. TRETEATAAL SatsasCouenns Cusoapy Sattar Safer prOflle

Fewer grade >3 treatment-related events and fewer
dose interruptions than chemotherapy.



B TARLATAMAB - DelLlLphi-304 POST HOC

Brain Metastases — Where the Gap Is Widest

presence of brain metastases

RECIST assessment per investigator
ITT population Taratomab ~ Chemotherapy Patients with or without brain metastases
(n=254) (n =255) at baseline per RECIST by investigator

Clx
‘w/o BM
(n=156)

£ 10 Median CNS PES, monis NE 72 1.04 Median OS, months | 13.9 . 136 9.6
g 95% CI) ) (137.NE) (5.6, NE) (95% CI) 10.7,NE)  (5.6,9.8) | (11.0,NE)  (7.9,12.5)
el Hazard ratio™ (95% Cl) 0.54 (0.39, 0.75) =
g'g 0.8 £ 084
;% 0.6 ?1 0.6 :
s ‘g-' H | "'-‘-l_rl.l_.t____..l
“E-:l’- 0.4 E 0.44 : H |-Llﬁ L | ]
g g o2 B ! ! R l—v—
5 Taratamab 3 ; 1 1
£ oo Chemotherapy CIx without baseline Bivi ' '
3 0 3 "6 K "12 R 18 001 —— Clxwith baselie B ! . ! . | |
Time from randomization (months) 0 3 6 9 12 15 18 21
Time from randomization (months)
H H RANO-BM lysis by BICR
* Tarlatamab performs the same either way. It is chemotherapy Patients wih 1 brain melastases af baseine per MRANO-BM by BICR and' | ———
that collapses once the brain is involved — the widening gap pos"b“e“w”z o Wesian N ers o | b5 iz
. . . ..:_ U (95% Cl) (4.3,13.7) (2.9,5.5)
comes from the comparator falling, not from tarlatamab rising. 2o ., Hazerd e (5% C1 0.0 024,068
£8F oo
2 é § 0.6
* Post hoc and small. And over 70% had already had CNS- HE o :
. o o o : o 6 1 1 I I et
directed therapy — this is control of treated disease, not 205 ., ; TR
05 % <] !
prevention N Do |
I0 I3 ' é I 9 I 12 I 15 I 18

Time from randomization (months)



B TARLATAMAB - REAL-WORLD USE

Outside the Trial — Efficacy Travels, Toxicity Does Not

Real-World Outcomes of Tarlatamab in Small 829
Cell Lung Cancer, Including Patients With

of this cohort would not have met DelLLphi-301 eligibility criteria

[ Jntreated B['a[n Metastases 41% had brain metastases, 64% liver metastases — the patients trials leave out.
A B 60
" ‘ §
: = Ongoing Treatment g o
+ A Partial Response ‘g 1
S 204 PD
™ " + % W Progression 3 | A B (o
[ : P g, 0 g 100 == Grade 1 g 100+ = Grade 1 _ 100 == 1 episode
£ ]  Grade 2 W Grade2 <So == 2 episode
£ ] £ 804 € o 39 80+ poces
I e 1 1 1 4 (1 I ] PR 2 B Grade=3 g mm Grade =3 20
£ 40 £ 3 S .c
3 5 60+ 2 60 £ 60
£ %0 m parti £ S oz
S ial response o ﬁ -0
- 1 = Stable disease 5 40 o 40 8— 40
g e Progressive disease S ‘s §-§
L o) - e - = el
®  Ongoing treatment EEmnnm § 20 § 20 &_’ (& 20
+ Death + ++++++ + + 5 tq—) O
I T T T T T T T T T 1
0 30 60 90 120 150 180 210 240 270 300 * CRS RE W AR RN R RBR X o 0- = 0-
Duration of treatment with tarlatamab (days) o ICANS ) L o 99 ° oR: B C1D1 C1D8 C1D15 C1D1 C1D8 C1D15 CRS ICANS
® Untreated CNS disease ® ® ® ®e ®
v DelLphi-301 v v v v
Eligibility Criteria

Both CRS and ICANS began within about 15 hours of the infusion — the risk is concentrated in the first day of cycle 1, which is exactly where the monitoring pathway has
to be built.

Twenty-two patients at one centre — too small to set a rate. What it does establish is a direction: the same drug behaves differently in a sicker population.



Bl TARLATAMAB - WHERE IT GOES NEXT
Moving in Every Direction at Once

¢ Phase Ib, ES-SCLC
PD-L1 inhibitor + tarlatamab in first line:
DLL3 Induction (with chemo-10) or
maintenance (after chemo-10)

e Phase lll, ES-SCLC

PD-L1 inhibitor +/- tarlatamab

in first line maintenance after
induction chemo-IO

CD3 Results Q‘(\\' ( O Results awaited
Induction Maintenance Y 4/\
ORR71%  mOS25.3mo ~ (3
12 mo OS 81% mPFS 5.6 mo o o
One target, mPFS 9.0 mo () \ A o
one molecule — sﬁl
now being tested DLL3
across the whole O
disease course P, TARLATAMAB o
| < ®
N
% Q

e Phase lll, ES-SCLC
Induction chemo-10 +/-
tarlatamab in first line

Results awaited

e Phaselll, LS-SCLC

Consolidation tarlatamab v
placebo after concurrent
chemoradiation

Results awaited

SECOND LINE
DelLphi-304

settled

FIRST LINE - MAINTENANCE

DelLphi-303 - 305

mOS 25.3 mo in phase 1b

FIRST LINE - INDUCTION
DellLphi-312

Korea participating

LIMITED STAGE
DelLLphi-306

after chemoradiation

Second line is settled. The same molecule is now in first-line induction, first-line maintenance, and consolidation after chemoradiation — three read-outs still

awaited.



B THE EMERGING WAVE

Four Targets, Four Modalities

T-cell engager Antibody-drug conjugate Radiopharmaceutical CAR-T
DLL3 Tarlatamab v phase 3 ZL-1310 - SHR-4849 77Lu-SC16 AMG 119
Obrixtamig - Gocatamig (Rova-T failed) 225Ac-ABD-147 (enrolment paused)
85-96% of SCLC Alvetamig - Peluntamig
|-DXd — priority review
B7-H3 HS-20093 - YL201
immune regulator MHBO88C - BNT324
ABBV-706 - phase 3
SEZ6
neuronal antigen
Sacituzumab govitecan
TROP-2 (EVOKE-SCLC-04)
broadly epithelial Sac-TMT - SKB264

T-cell engagers act independently of MHC and stay potent at low antigen density, at the cost of CRS and ICANS. ADCs kill neighbouring antigen-negative cells, at the
cost of payload toxicity — cytopenias and interstitial lung disease.



M B7-H3 ANTIBODY-DRUG CONJUGATE

Ifinatamab Deruxtecan (I-DXd) —

>

Best Percentage Change From Baseline

Percentage Change From Baseline

in Sum of Lesion Diameters

in Sum of Lesion Diameters

100

80 -

60 —

40 -

=}

~20

48.2%

confirmed ORR (12 mg/kg)

IDeate-Lung01

WL W3+

—40

-60

-80

1!HH!\HH\HH\!H!HHHHH!H\I\\H\!H\\H\H\HHHHH!HHHH Il

Patients

Time Since Enroliment (months)

21 24

Representative best-response distribution (12 mg/kg cohort) — confirmed ORR 48.2%.

IDeate-Lung01: Rudin CM et al. J Clin Oncol 2026;44:261-273; WCLC 2025. Priority review announced 13 April 2026.

R

Patients (%)

Patients (%)

Humanized anti-B7-H3

20 -

1gG1 mAb

Deruxtecan‘

Cleavable tetrapeptide-based linker

Topoisomerase | inhibitor payload

(DXd)

Median PFS
195% CI),
Months
1-DXd, 12 mg/kg (total parts 1 and 2) 49(421055)
4.9 mo
median PFS
3 6 9 12 15 18 21 24 27
Time (months)
Median OS
(95% CI),
Months
1-DXd, 12 mg/kg (total parts 1 and 2) 10.3(9.110 13.3)
10.3 mo
median OS
3 6 9 12 15 18 21 24 27 30
Time (months)

26



The B7-H3 Lung-Toxicity Signal

B IDeate-Lung02

Phase 3 - I-DXd monotherapy

Placed on global hold in December 2025 after a higher-than-expected incidence
of grade 5 interstitial lung disease.

Key inclusion criteria
* Relapsed SCLC Arm 1:

I-DXd
« 218 years of age or minimum legal
adult age (whichever is greater)

12 mg/kg Q3W?

n~270 Follow-up
* Received only 1 prior line of systemic 5 Safety*
treatment, which must have included : |
PBC + anti-PD-(L)1 therapy LOnG oD
i X Arm 2: follow-up
* Radiologically documented PD on or Treatment of physician’s choice Q3ame
after PBC A (topotecan, amrubicin, or lurbinectedin)?
» Eastern Cooperative Oncology n~270

Group performance status 0—1

Stratification

« Chemotherapy-free interval following 1L therapy (<90 vs 290 days)

« Treatment of physician's choice (topotecan vs amrubicin vs lurbinectedin)
« Treatment with prior anti-PD-(L)1 therapy (yes vs no)

* Presence or history of brain metastases (yes vs no)

B Dellphi-310
Phase 1b - tarlatamab + B7-H3 ADC

Halted following a fatal pneumonitis event while testing tarlatamab with
tambotatug pelitecan.

Trial for SCLC ADC Paused After Patient Deaths @3

December 19, 2025

ApexOnco and other media outlets reported that the FDA has placed a partial clinical hold on the phase Ill IDeate-
LungO02 trial after more patients died from interstitial lung disease than anticipated; the number of deaths was not
disclosed. The trial is evaluating Merck and Daiichi Sanko's B7-H3-directed antibody-drug conjugate (ADC)
ifinatamab deruxtecan (I-DXd) for patients with relapsed small cell lung cancer (SCLC). Previously enrolled patients
will be able to continue treatment, but patient recruitment and enroliment will be halted as safety data are reviewed;
the hold does not affect other studies of I-DXd. Daiichi Sankyo is working with the FDA to determine next steps.



H&E SEZ6

B SEZ6 ANTIBODY-DRUG CONJUGATE

ABBV-706 — Earlier Lines Do Better

Phase 1, 124 patients with relapsed/refractory SCLC. Recommended phase 2 dose confirmed at 1.8 mg/kg every 3 weeks — the lower of the two tested.

52% 82% 12.4 mo 93%

objective response — all 124 patients in second line median OS at 1.8 mg/kg of tumours express SEZ6
n =17 at the recommended dose 14.3 months in the second-line subset median H-score 145

= 30 1

R aodme

£ 10 scLc Oztimization;:ort ;8 mg kg™ (n = 41) . SEZ6 IHC distribution (n = 75)
g B %k * —

8 o 20 + £ X ‘:«* &< ’% * 3 * ga 8 300 4

£ 07 =& % % % —— 5

2 -20- =20 Wl * T g

Soyme s Nl :: *

% -30 >5 i - Z& el #’*:g . A g 200

s 58 LA TR :

% 50 - 475 e e é* * =

& —s0- ﬁ"“fmﬁfm + 5 oap <% é‘-

2 o I 100

2 70 im0 -680 * o

5 Rl W ;@ #* + 2L patient Q

oy -804 e = * A Alive 3

g -90 H m2L ﬁ“ﬁgﬁ ﬁ — Treatment ongoing )

o | . 3L+ ! Pt - w ¥ End of treatment T 0 t e

-100 - Treatment ongoing —\me—u:o)a + R Disease response: % PR % SD * PD 1.8 mg kg-1 25mg kg-1

T T T T T T T T T T T T T T T T (n =38) (n =37
o] 60 120 180 240 300 360 420 480 540 600 660 720 780 840 900

82% response with one prior line, 38% with two or more. Prior exposure to a topoisomerase-1 payload also halves it — 62% versus 42% — which is cross-resistance to the
payload, not to the target. This is the argument for moving ABBV-706 into first line.



B SAME TARGET, BETTER ENGINEERING

Return of the DLL3 Antibody—Drug Conjugate

2017 2021 2025 2026
Rova-T TAHOE fails Tarlatamab Next-gen ADCs
First-in-human promise against DLL3 PBD payload — toxicity, no survival gain Ph3 OS benefit proves the target is valid Topoisomerase-I payloads, new linkers

A 0 e SHR-4849 prss0

T . . i . . " gae . .
ZL-1310 demonstrated s|gn|f|cant intracranial lesion regressmr\ Mﬁtlmrﬁm eeting IDE849 (SHR-4849) Demonstrated Compelling Initial EfficacyinSCLC %o
as assessed by bllnd Independent review k ADIi|17-22, 2026 A DiEco Robust responses observed across multiple expansion doses tested in Phase 1 study
AACR.ORG/AACR2026 | #AACR26 =~ 404
o
Best Intracranial Response by mRANO-BM (Confirmed Responses)? Measurable Intracranial Tumor Reduction % i’ 204 ‘ I"
20
Confirmed o= Dose
ORR | 500%  625%  286%  537% £$ 1] I I l I I I I 0.8 mg/kg
.E ‘g ‘ W 2.4 mg/kg
£ J | ° 404 W 3.0 mg/kg
§ § 100 é ﬁ W 215008 mphg W z13101 2ngig gg 604 ‘ """""""" .i'g mg/kg
28 E 2l Wavosmss B awoiomgs 50 | -2 mo/kg
c®o Y- & V [CEREUEET —» Treatmen| Grging ;8 -804
G0 2oz 21N Nwansosin 2 |
=1 S£€ w \ N @ £ 100
[ ‘:];5 z_\" ARRRARRNRARARARAANAARR AR RRARARAARRRARARRARAARAARARARARAAARRRARARRRRRRRR AR
55 907 238 0 DLL3 expression # Positive %Negative # Unknown
23 §2% w
g2 IHE
S HE z4nata 39moxs 33 mos
s
g o §§ 50 2L Setting Al 2L Setting Al 2L Setting Al 2L Setting All 2L Setting Al
04 2 ﬁ (n=10) (n=19) (n=8) (n=18) (n=16) (n=31) (n=1) (n=3) (n=35) (n=71)
1.2mg/kg 1.6 mglkg 2.0 mglkg All E - ORR.n (%) 8(80.0%) 14(73.7%) 6(75.0%) 12(66.7%) 12(75.0%) 23(742%) 1(100.0%) 3(100.0%) 27 (77.1%) §2(73.2%)
Patients j?g Confirmed ORR, n (%) 7(70.0%) 11(57.9%) 2(25.0%) 4(22%) 11(68.8%) 16 (51.6%) 1(100.0%) 3(100.0%) 21 (60.0%) 34 (47.9%)
(N=14) (N=16) (N=7) (N=21) = Response pending
0 1(53%) 4(50.0%) B(aaan 0 1(3.2%) 0 0 amae 10 (141
a One additional patiert response at the 1.6 mg/kg dose level is pending confirmation at the time of data cutoff confirmation, n (%) i i " @ Aiad 0418
ORR: objective respanse rate; DCR: disease control rale DCR.n (%) 10(100.0%) 18(94.7%) 8(100.0%) 17 (94.4%) 15(93.8%) 28 (90.3%) 1(100.0%) 3(100.0%) 34(97.1%) 66 (93.0%)

ey o

o

The target was never the problem — the payload and the linker were.



B WHAT TO WATCH

Three Competing Backbones — the 2026-27 Read-Outs

Rebuild the chemotherapy backbone Add DLL3 to first line Push into curative-intent disease
ROSETTA Lung-01 — pumitamig phase 3 DelLphi-305 — maintenance, phase 3 DellLphi-306 — after chemoradiotherapy
TAXIO / IFCT-2203 — etoposide-free DelLphi-312 — induction, phase 3 CONCUR — induction before cCRT
SEZanne — ABBV-706 + atezolizumab Korea participating in DelLLphi-312 MAVERICK — PCl versus MRI surveillance

If even two of these read out positive, first-line SCLC will have competing standards rather than a single backbone — and the sequencing question
becomes the hard one.



B MOLECULAR SUBTYPES - HOW WE GOT HERE

A Classification Still Being Rewritten

Classification a £, o emmegs S Neogmemmon Mutation b
52 10 frequency (%) q-values
Non-NE 2% s oo
29 Tps3+t+ IININNN IIIIlIlIIIIIIIIl IIIIIIIIIIIIII L] IIIIIIIII lIIlIIlIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIII {[]1]] - Q\‘é" Q
X go RB1*# IIIIIIIII I mnn e e (BLCCM LT COB R O (TR ) ]
Carney et al. (1985) Classic &Y kmarr noo || [ n | || Inom S
S35 coLzzard i I I II | I | I: 1 I= : II II“ 1 IIII IIII | 1
o3 RGS7*
Poirier et al. (2013) ASCL1-high e FPRI* | | I |
EP300 "““I"IIIIIIIIIIII " L
.. %% CREBBP'* EHIT
Poirier et al. (2015) SC-E2 SQ-P 22 T asemt (T [ L I n =
gy ALMSTt : 11 II III o I ] i rn e —
25  PDE4DIPt =
r .(201 Group Il r | L xRNt 1 1 ] 1 1 n 1
George et al. (2015) p Group 2 et | I i I i 1 i =5
TP731
Borromeo et al. (2016) ASCL1-high Double negative %5 Agt ! - - ’
Lo
Moll L L (2017 g; FMN2 '*t HIIl 111 1 "=IIII=IIIIIII I niim I CDKN2A |t
3 NOTCH1 -
ollaoglu et al. ( ) Group A Group B 3o i P 2
= NOTCH3 §
McColl et al. (2017) INSM1 YAP1 NOTCH4 1 i
5. pPren+ 1 | - 11 III III
8%q KIT
Huang et al. (2018) POU2F3 dg Pa I I : I RB1 =H13
> o
= 0 =11 —
Hooten et sl (2078 — el | RSREREE :
. £8 50 P53 17
Proposed nomenclature SCLC-A SCLC-Y SCLC-P L S5 b
P I Missense [ In-frame ins/del | Rearrangements B CG>GC ®WCG>AT wGC>AT e
I splice site I Nonsense I Frameshift EAT>C:G TAT>TA BAT>GC q/P value

q-values
amplifications
o

> &8

\b NN
[E——

F— MYCL1

F— MYCN

E

|| FGFR1
3 myc

+— IRS2

:

One subtype has already disappeared.

SCLC-Y was in the 2019 consensus and gone by 2021. And the four we use now are not fixed labels — under treatment pressure tumours move from A towards N and
on to non-neuroendocrine states. This is the best working hypothesis available, not settled fact — which is worth remembering when the next slides use it to assign
therapy.




B MOLECULAR SUBTYPES

Transcription-Factor Subtypes & Their Vulnerabilities

Primary
Tumor

S
Mﬁtastatic Cells

Treatmentl

%
o 2

‘ ‘ : Therapeutic

o Resistance
: Nimt ]

T,

]
®
Treatment\
ok
@ 3
= @
‘-’
@

Subtype Transformation

7 o] Neuroendocrine features
R 5
N g :
- L3 Y
= NE Subtype Non-NE Subtype
a“_f """"""""""""""""""""""""""" Transcriptomics
©
- SQLC-A SCLC-P SCLC-Y
Qs &e 4 |
: O9 ®» L
ASCLI - YAPI
- High Expression of Transcription Factor f---3
I 1 T . S
o ; 8® 13 [ee,
= % .. ﬁ@ \::”&
O 4
ASCLI NEURODI POU2F3 ,
SCLC-A SCLC-N SCLC-P SCLC-I
2 &8
Immune Checkpoint HLA
ﬂ_a. """""""""""""""""""""""""" Multi-omics
- @
Qs pde)d e® e® a®
N3 0g® ®» ®» @p
nmf-1 nmf-2 nmf-3 nmf-4
High Prolife- High Expression Extracellular High MYC
ration Rates of DLL Proteins Matrix Regulation Gene Expression

SCLC-A

ASCL1 - neuroendocrine-high

SCLC-N

NEUROD1 - neuroendocrine-high

SCLC-P

POU2F3 - non-neuroendocrine

SCLC-I

inflamed - immune-enriched

VULNERABILITIES

DLL3 - BCL2 - LSD1

VULNERABILITIES

Aurora kinase - MYC

VULNERABILITIES

PARP7 - IGF1R

VULNERABILITIES

Immune checkpoint blockade

The clinical wall. IHC surrogates reproduce imperfectly, tumours are heterogeneous within themselves, and subtype shifts under treatment — A towards N, then to non-

neuroendocrine states.



B FROM BIOLOGY TO BIOMARKER-SELECTED TRIALS

Subtype-Directed Therapy — Entering the Clinic

SLFN11 - PARP inhibition SWOG 51929 PRISM — subtype-directed umbrella

q q g q 9 Step 1 Step 2: Randomization
Maintenance atezolizumab + talazoparib versus atezolizumab in SLFN11- St .
positive ES-SCLC.
Subtypes A/N, SLFN11 pos Immunotherapy + PARP inhibitor
+ ES-SCLC Screening or
100% T—— s N s inMonths Cont In + Tissue available for Subtype P Immunotherapy
N Events in Months Corf. Int Atezolizumab 52 34 a5 (80-127) testing
nab 52 52 24 (19-28 Atezolizumab + Talazoparib 54 29 97 94-142)
80% 1 b+ Talaigopaith sa s 20 (@8-43) P = 0.47(1-SIDED LOG RANK STRATIFIED) + Asymptomatic or
P = 0.019(1-SIDED LOG RANK STRATIFIED) 80%T) RR0.95:80%CK0.71-1:38) Stable Treated Brain
HR 0.6 80%CI(0 50-0.86) Lesions Subtypes A/N, SLFN11 neg< Immunotherapy + ATR inhibitor
60% = 60% =
Immunotherapy
40% = 40% -1
Immunotherapy + NK cell activator
20% 20% - Primary Endpoints: PFS Subtype | <
. — Secondary Endpoints: OS, pununohetapy
o . . B 3 % o . L ] A 2 3 Frequency, Severity of Adverse
Risk Months after Randomization sk Months after Randomization Events

The first prospective biomarker-selected trial in SCLC — proof it can be done. The

Subtype itself becomes the axis of treatment assighment. The remaining obstacle
honest caveat: this PFS gain has not translated into a clear survival benefit.

is real-time subtyping — turnaround time and tissue adequacy.



B KEY TAKEAWAYS

Redefining SCLC — Three Messages

No longer one disease, one regimen

Positive phase 3 data now span limited-stage, first-line maintenance and second-line treatment — the whole continuum has changed, though

the survival tail remains thin.

DLL3 anchors a targeted era — with its first limits

Tarlatamab rewrote second line and is moving to first line, while B7-H3, SEZ6 and next-generation DLL3 agents advance — and combination

toxicity has drawn the first boundary.

Selection by biology is becoming real

From mature subtype classification to the first biomarker-selected and umbrella trials — with real-time subtyping the remaining obstacle.
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