V111 SIMPOSIO NACIONAL h
de ONCOLOGIA de PRECISION |

Vigo, 19 y 20 de febrero de 2026

TCE: CARCINOMA MICROCITICO

Jon Zugazagoitia MD-PhD
Departamento de Oncologia Médica

Unidad de Tumores Toracicos y Fase |
Hospital 12 de Octubre, Madrid

o



Disclosure slide

* Speaker, advisory, or travel honoraria from Amgen, Boehringer Ingelheim,
Janssen, Pierre Fabre, Takeda, Sanofi, BMS, Astra Zeneca, MSD, Roche, Pfizer,
Novartis, and NanoString

» Research support/grants from Janssen, Pfizer, Astra Zeneca, and Roche




Outline

* Introduction to T cell redirection strategies in SCLC

T cell engagers (TCE) in recurrent SCLC

* T cell engagers (TCE) in 1L SCLC

e Conclusions



DLL3 is a surface target for neuroendocrine neoplasms
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Why DLL3xCD3 TCEs are effective in SCLC
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Sustained clinical efficacy of tarlatamab (>10 mg) in relapsed SCLC (DeLLphi-300)
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Best % Change From Baseline in Sum of Diameters

Confirmed deep and durable responses with tarlatamab in DeLLphi-301 trial
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Robust OS benefit with tarlatamab in a global phase Il clinical trial setting

DeLLphi-304 met its primary endpoint with tarlatamab demonstrating

superior overall survival over chemotherapy

Tarlatamab Chemotherapy|
(n=254) (n = 255)

100 ——Tarlatamab ————Chemotherapy Median 08, months
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Time from randomization (months)
Number of patients at risk:
Tarlatamab 254 220 192 131 60 17 0
Chemotherapy 255 210 156 97 42 2 0
Modian fllow-up i 11.2 months for the tartatamab group and 1.7 monthsforthe chermotherapy group. pvalus was calulated using a straifed og-rank test.
HR, hazard ratio; 0S, overall survival.
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Tarlatamab  Chemotherapy

no. of patients

Hazard Ratio for Death (95% CI)

group
Age
< 65 years 129 115 —e— 0.57 (0.40, 0.81)
= 65 years 125 140 —e— 0.67 (0.48, 0.94)
Sex
Male 182 169 —eo—i 070 (0.53,0.93)
Female 72 86 e 0.43 (0.26,0.72)
ace
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 —e— 0.60 (0.43, 0.84)
> 90 days 145 141 —e— L 8'?‘? {g:g, ?-?g;
= 90 to <180 days 85 78 —e— d .49, 1.
> 180 days 60 63 ——e— 0.54 (0.29, 1.03)
Presence (previous or current) of brain metastases
Yes 113 115 —e— 0.45 (0.31, 0.65)
No 141 140 —e—F 0.81(0.58, 1.13)
Liver metastases
Yes 84 95 —e—— 0.82 (0.57, 1.18)
No 170 160 —e— 0.54 (0.39, 0.75)
Chemotherapy
Topotecan/Amrubicin 209 208 —eo— 0.57 (0.44, 0.75)
Lurbinectedin 45 47 —e— 0.81(0.46, 1.44)
0.1 " 05 115 25 o

Hazard ratios and 95% Cls were estimated using the Cox proportional hazards model.
PD-(L)1, programmed cell death (ligand)-1.
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More modest benefit with tarlatamab in terms of RR or PFS
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Lower incidence of severe AEs with tarlatamab than chemotherapy

Patients treated with tarlatamab experienced lower incidence
of high-grade AEs

Treatment-emergent Adverse Events Grade > 3 Treatment-emergent Adverse
in > 10% of Patients Events in > 5% of Patients

"More Frequent More Frequent More Frequent More Frequent
with Chemotherapy with Tarlatamab with Chemotherapy with Tarlatamab

Cytokine release syndrome ; -
Dy%gﬁg)sdl: i o o Hyponatremia .
Decreased appetite : ° i :
Hyponatremia : Pneumonia L
Headache 1

Constipation

Weight decreased '

Vomiting ‘e

Dizziness >

Cough

Fatigue

White blood cell count decreased
Asthenia

Pneumonia

Diarrhea

Dﬁspnea

ausea °

Neutrophil count decreased o Leukopenia °
Febrile neutropenia o
Leukopenia ° : .

Platelet count decreased ° : Neutropenia °
Thrombocytopenia ° H
Neutropenia ° 1 Anemia °

Anemia ° :

Fatigue °
Neutrophil count decreased °
Platelet count decreased °
Febrile neutropenia °

Thrombocytopenia o

O...o...

-25 0 25 50 20 0 20
Risk Difference (%) Risk Difference (%)

*Adverse events (AEs) shown include adverse events of interest for tarlatamab and selected known adverse events for chemotherapy.
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The road ahead: Other DLL3-targeted agents

Other T cell redirection strategies against DLL3 in clinical development for SCLC

15

Agent MOA Targets Phase Indication Sponsor Recruiting?
Bl 764532 BiTE DLL3/CD3 1-2 SCLC/NEC Boehringer Y
PT217 BiTE DLL3/CD47 1 SCLC/NEC Phanes Y
QLS31904 BiTE DLL3/CD3 1 SCLC/NEC Qilu
HPN328 TrTE DLL3/CD3/albumin  1-2 SCLC/NEC Harpoon
RO7616789 TriTE DLL3/CD3/CD137 1 SCLC/NEC Roche N
ZG006 TriTE DLL3/DLL3/CD3 1-2 SCLC/NEC Zejing Y
LB2102 CAR-T  DLL3 1 ES-SCLC Legend Y
LC-NEC
DLL3-CAR-NK-92 CAR-NK DLL3 1 SCLC/NEC Academic* Y
2025 ASCO presenten Bv: Catherine B. Meador, MD, PhD ASCO asesesmer

ANNUAL MEETING Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asce.org. * Tianjin Medical University Cancer Institute KNOWLEDGE CONQUERS CANCER
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Clinical efficacy of other DLL3-CD3 TCEs in recurrent SCLC

Obrixtamig

Efficacy in patients with SCLC (doses=90ug/Kg)
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Figure 3. Response In Patients Treated at 2 Minimal Effective Dose (2 1.215 mg) with 21 Post-haseline Assessment (N=49)
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80| | Axis capped at 100% aithough largest changes were >100.0%; EC-PA = evtracranial partial response per mRECIST

* NEN patient enrolled with 0% DLL3 expression, prior to Pratacol requirement

+ In patients with opportunity to have 2 scans or discontinued prior to confirmatory scan due to AE or PO
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Aveltamig (2G006), a tri-specific T cell engager (TRI-TCE), in recurrent SCLC

Molecular Design Mechanism of Action

1:2 binding to one CD3 epitope and two N (_,I,-\‘z‘m‘\
distinct DLL3 epitopes (Biparatopic) L ars )

Effector-less Fc as half-life extender

Common Treatment-Related AEs for All Grades

19 (79.2%) 19 (79.2%)
10 (41.7%) 18 (75.0%)
6 (25.0%) 10 (41.7%)
8 (33.3%) 8 (33.3%)
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Best Percentage Changes in Target Lesion Size
by Dose Levels in SCLC

CR, n (%)

PR, n (%) 14 (58.3) Crn a0

SD, n (%) ! 2(83)

PD, n (%) 6(25.0)

Fo.
SOPRPOPR PR SO PRPR pRPR P

NE, n (%) 1(42) 2(83)

PRPRPDPR prpg,

% Change from Baseline in SOD

PRPR,
PRoR o
PR

ORR’, n (%) 15 (62.5) 14 (58.3)
95% ClI (406, 81.2) (36.6,77.9) e T S Y

DCR’, n (%) 17 (70.8) 16 (66.7) N: Negative; L: Low expression; M: Medium expression; H: High expression; : NA.
95% Cl (48.9, 87.4) (44.7,84.4)

CR: Complete Response; PR: Partial Response; SD: Stable Disease; PD: Progressive Disease; BOR: Best Overall Response; *: Non-confirmed

202sASCO  [EETTY o Xnoheon ASCO st Ai et al. ASCO 2025
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Tarlatamab with a PD-L1 inhibitor as 1LM demonstrates promising survival outcomes

(DelLLphi-303)

1L maintenance therapy

Progression free survival with addition of tarlatamab to anti-PD-L1 as

Tarlatamab+ Tarlatamab+

Atezolizumab | Durva

lumab

Tarlatamab with anti-PD-L1 as 1L maintenance
5.6 months (95% Cl, 3.5, 9.0).

AL firstine; Cl: confidence interval; PD-L1: deathligand 1; PFS: progression-free survival.

therapy led to a median PFS of

Overall
Tarlatamab +
Anti-PD-L1

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

82%

Overall
Tarlatamab+ Tarlatamab+
= Tarlatamab +
Atezolizumab Durvalumab i
Anti-PD-L1

Median 08, 253 Not evaluable 253
months (95% C1) (20.3,NE) (19.9,NE) (20.3,NE)

Tarlatamab + atezolizumab
Tarlatamab + durvalumab
Overall
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r s - B : . . Number of patients at ik . " - i L ‘ r
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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% Cl, 20.3, NE).

“The median 0S is immature and will continue to evolve with longer follow-up time. 1L: first-line; CI: confidence interval; NE: not evaluable; OS: overall survival; PD-L1: deathrligand 1

Tarlatamab + anti-PD-L1 in 1L maintenance resulted in disease control in 60% of
patients, including 36% with sustained disease control = 52 weeks

From a baseline obtained after
completion of 1L chemo-10:

« Overall ORR: 24% (2 CR,
19 PR); median duration of
response: 16.6 months
(7.1,NE)

Overall DCR: 60% (2 CR,

19 PR, 32 SD); median
duration of disease control:
14.6 months (95% Cl 7.2,
18.4)

24% of patients remained on
treatment at data cutoff and
36% of patients showed
sustained DC = 52 weeks

% Change from baseline in sum of diameters

140:
120:
100
80
60
40
20

Depth of tumor shrinkage over time in all patients?

® Unreported

30% Reduction

Weeks

T T T T
96 104 112 120

Median follow-up: 18.4 months

“Fifteen patients did not have tumor size information and are not included in the spider plot. This includes two patients with non-target lesions who achieved CR during maintenance therapy with tarlatamab +
anti-PD-L1. 1L firstine; BOR: best overall response; chemo 10: chemo-immunotherapy; CI: confidence interval; CR: complete response; DC: disease control; DCR: disease control rate; NE: not evaluable; ORR:

objective response rate; PD: progressive disease; PD-L1:

deathligand 1; PR: partial response; SD: stable disease

Paulson et al. WCLC 2025
Paulson et al. Lancet Oncol 2025



Tarlatamab with a PD-L1 inhibitor as 1L demonstrates promising survival outcomes
(DelLLphi-303)

_ 100 4 Overall
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& \ Tarlatamab + EP + durvalumab
04 i —— Overall
0 3 6 9 12 15 18 21 24 27 30 33
Months
Number of patients at risk:
% 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% Cl, 32.0-53.7)

*Given allocation between the atezolizumab and durvalumab subgroups was not randomized thus resulting in imbalances in baseline characteristics, comparisons cannot be made between the anti-PD-
L1 agents. 1L: first-line; Chemo-10: chemo-immunotherapy; Cl: confidence interval; PFS: progression-free survival, SOC: standard-of-care Em‘ gress

1001 Tarlatamab + EP + atezolizumab
Tarlatamab + EP + durvalumab
Overall
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X
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T
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]
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204
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24 27 30 33
Months
Number of patients at risk:
% 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.

“Given allocation between the atezolizumab and durvalumab subgroups was not randomized thus resulting in imbalances in baseline characteristics, comparisons cannot be made between the anti-PD-L1
agents. 1L first-line; Chemo-10: chemo-immunotherapy; CI: confidence interval; EP: etoposide-carboplatin chemotherapy; OS: overall survival; SOC: standard-of-care — congress
VD

Martin Wermke, MD | with 1L ch for ge small cell lung cancer (ES-SCLC): DeLLphi-303 study Martin Wermke, MD | with 1L ch for ge small cell lung cancer (ES-SCLC): DeLLphi-303 study
Overall
Depth of tumor shrinkage over time in all patients®
ORR®, n (%) 68 (71) £ BOR
95% Cl 61-80 2 ®/CR
§ ° PR
CR 5(5) S sD
- °PD
PR 63 (66) 5 o NE
sD 11(11) N
£ 30% Reduction
PD 8(8) 2
@
NE/no post- € o e a
baseline scan 215 & h
?
mDOR, mos (95% CI)  11.0(8.5,NE) £ °
2
DCR, % (95% C1) 82(73-89) o 100% Reduction
GLDSMESSC) | R p=th) 0 8 16 24 3% 4o 48 56 64 72 B0 88 9 104 112 120 128 136
Median study follow-up: 13.8 months Weeks
* From a baseline scan after 1 cycle of SOC 1L chemo-10, addition of tarlatamab to 1L ES-SCLC therapy resulted in
— ORR of 71%, with median duration of response of 11.0 months
— Disease control sustained for > 52 weeks in 39% of patients
— Ongoing responses in 49% of pati
R R Wermke et al. ESMO 2025
Martin Wermke, MD | Tarlatamab




Obrixtamig plus atezolizumab as 1L demonstrates promising survival outcomes

PFS rates*

96%
95% ClI
(85% CI) 73%
3-month
10 - (89-100)
05 6-month (52%
... (55-92) \
0.8 - L. :
07 | ; ' 9-month
! 1 L (27-77)

- D06 - ! L
7 05 ; : r
o 04 4 ; : :

03 ' : |

02 | Median PFS: not reached . !

0.1 Median follow-up: 6.9 months (range, 5.8-9.0)

00 M S - S —

0 1 2 3 4 5 6 7 8 9 10 11
Patients at risk Time (months)
M 38 33 20 24 19 13 9 7 5 2 2

(Dareon-8)

Confirmed ORR? (95% ClI: 49-82)
confirmed DCR' (G (25°: C!: 73-96)

Median DoR 7.3 months (95% CI: 4.4-NC)
Best confirmed response, n (%) N=28
CR 1(4)
[ PR 18 (64) ]
SD 6 (21)
, PD 1(4)
12
NE / missing 2(7)

0

« Efficacy data from early cohorts demonstrate promising activity, with additional insights expected as data mature at higher dose levels

PROF SOLANGE PETERS *Per Kaplan—Meier estimates, Tinvestigator assessed

Cl, confidence interval; CR, complete response; DCR, disease control rate; congress
Content of this presentation is copyright and responsibility of the author. Permission is required for re-use DoR, duration of response; NC, not calculable; NE, not evaluable; ORR, objective m

response rate; PD, progressive disease; PFS, progression-free survival 2025

PR, partial response, SD, stable disease, SoC, standard of care

Peters et al. ESMO 2025



Obrixtamig plus atezolizumab as 1L has a manageable safety profile
(Dareon-8)

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

All Grade =3 ( CRS was mostly grade 1 (no grade 23) )
Any 27 (96) 11 (39) e — Grade 1 29% n=8
i s Grade 2 21% n=6
Dysgeusia 11(39) 0(0) L )
Decreased appetite 9 (32) 0(0) Grade 1 & 2
Neutropenia 8(29) 6(21)" = —— morad 28 ( No grade 23 ICANS )
Pyrexia 8(29) 0(0) Grade 1 FE n=1
Anemia 7(25) 0(0)
Fatigue 7(25) 1(4) - | Grade 2 n=1 )

« 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

*7 of 8 cases of neutropenia were also attributed to chemotherapy, "Generated with a

customized MedDRA query of preferred terms to identify potential ICANS and
PROF SOLANGE PETERS ICANS-like neurotoxicity!
1. Wermke M, et al. J Clin Oncol 2025,JC0-25-00363 congress
Content of this presentation is copynght and responsibility of the author. Permission is required for re-use. AE, adverse event; CRS, cytokine release syndrome; ICANS, immune effector cell-associated m
neurotoxicity syndrome; G-CSF, granulocyte colony-stimulating factor, MedDRA, Medical

Dictionary for Regulatory Activities

Peters et al. ESMO 2025



reomroncoaramseses - MY TAKE HOME MESSAGES

Immunotherapy has transformed SCLC.
Long term survival with PD-1 axis blockade is possible in SCLC.

The observed survival benefit with 1L DLL3xCD3 TCEs plus an anti-PD-L1 agent is
unprecedented, vastly exceeding the associated risks.

Earlier use of novel |0 strategies for LS-SCLC likely to further increase survival.

The stigma of SCLC as an untreatable deadly disease needs to end.



