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Phase 3 DelLLphi-304 study (NCT05740566)

Key inclusion criteria

« Histologically or cytologically confirmed SCLC
* Progression after 1L platinum-based chemotherapy +/- anti-PD-(L)1

« ECOGPSOor1 Tarlatamab (n = 254)

« Asymptomatic, treated or untreated brain metastases =

Randomization stratified by (N ::;os)

* Prior anti-PD-(L)1 exposure (yes/no) Chemotherapy* (n = 255)

* Chemotherapy-free interval (< 90 days vs = 90 to < 180 days

vs 2 180 days) . ) Topotecan (n = 185); Lurbinectedin (n = 47);
* Presence of (previous/current) brain metastases (yes/no) Amrubicin (n = 23)

* Intended chemotherapy (topotecan/amrubicin vs lurbinectedin)

Primary Endpoint: Overall survival
Key Secondary Endpoints: Progression-free survival, patient-reported outcomes
Other Secondary Endpoints: Objective response, disease control, duration of response, safety

*Topotecan was used in all countries except Japan, lurbinectedin in Australia, Canada, Republic of Korea, Singapore and the U nited States, and amrubicin in Japan.
1L, first-line; ECOG PS, Eastern Cooperative Oncology Group performance status; PD-(L)1, programmed death (ligand)-1; R, randomization; SCLC, small cell lung cancer.

ClinicalTrials.gov, NCT05740566 (accessed July 2025);

Rudin C, et al. ASCO 2025; abstract LBAB00S; Mountzios G, et al. N Engl J Med 2025; Online ahead of print. Winship Cancer Institute | Emory University 2



DeLLphi-304

Primary endpoint: overall survival

Tarlatamab Chemotherapy

100 - (n=254) (n=255)
Median OS, months 13.6 8.3
~ HR (95% Cl) 0.60 (0.47-0.77)
X 801 P-value (2-sided) P<0.001
©
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2 62%
n
T 40-
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C>) 37%
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O | | | | | | | |
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Time from randomization (months)
Number of patients at risk:

Chemotherapy 255 210 156 97 42 9 2 0

Tarlatamab demonstrated superior OS vs chemotherapy

Data cut-off: 29 January 2025; median follow-up: 11.2 months for tarlatamab group and 11.7 months for the chemotherapy group.

Rudin C, et al. ASCO 2025 abstract LBA8008: Mountzios G, et al. N Engl J Med 2025; Online ahead of print. Winship Cancer Institute | Emory University 3



DeLLphi-304

Progression-free survival

__ 100 -
S Tarlatamab Chemotherapy
= (n=254) (n=255)
g 80 Median PFS, months 4.2 3.7
c HR (95% CI) 0.71 (0.59-0.86)
c§ 60 - RMST P-value (2-sided) P=0.002*
o
S 40 -
)
N
o
g 20 23%
o 4%
O ] ] ] ] | ] ]
0 3 6 9 12 15 18
Number of Time from randomization (months)
patients at risk:
Chemotherapy 255 137 56 15 3 0

Tarlatamab demonstrated superior PFS vs chemotherapy

Rudin C, et al. ASCO 2025; abstract LBAB008; Mountzios G, et al. N Engl J Med 2025; Online ahead of print. Winship Cancer Institute | Emory University 4



DeLLphi-304

Safety summary
Tarlatamab Chemotherapy
(n = 252)* (n = 244)*
Median duration of treatment, months, (range) 4.2 (<1-17) 2.5 (< 1-15)
All grade, TEAEs, n (%) 249 (99) 243 (100)
All grade, TRAEs n (%) 235 (93) 223 (91)
Grade =2 3 TRAEs, n (%) 67 (27) 152 (62)
Serious TRAEs, n (%) 70 (28) 75 (31)
TRAESs leading to dose interruption and/or dose reduction, n (%) 48 (19) 134 (55)
TRAESs leading to discontinuation, n (%) 7 (3) 15 (6)
Treatment-related grade 5 eventst, n (%) 1(0.4) 4 (2)

Tarlatamab had a favorable safety profile vs chemotherapy

*Safety analysis set (all patients who received at least one dose of study treatment). TThe single grade 5 TRAE observed with tarlatamab was attributed to ICANS in the setting of progressive neurological decline
concurrent with persistent fever, hypoxemia, and hypotension. Grade 5 TRAEs observed with chemotherapy were attributed to general physical health deterioration (n = 1), pneumonia (n = 1), respiratory tract infection
(n = 1), and tumor lysis syndrome (n = 1). ICANS, immune effector cell-associated neurotoxicity syndrome; TEAE, treatment-emergent adverse event; TRAE, treatment-related adverse event.

Rudin C, et al. ASCO 2025; abstract LBA8008: Mountzios G, et al. N Engl J Med 2025; Online ahead of print. Winship Cancer Institute | Emory University 5



DeLLphi-304

CRS and ICANS

Treatment-emergent CRS and ICANS with tarlatamab CRS with first two infusions
Treatment emergent CRS, n (%)* 16 (37) 125 (60)

56 ECRS #®ICANS
° Grade 1 12 (28) 94 (45)
g 42
ko) Grade 2 4 (9) 28 (13)
g
© Grade 3 0(0) 3(1)
2
g’ 17 Serious adverse events 3(7) 39 (19)
(@]
(]
o 3 Leading to discontinuation of IP 0 (0) 1(0.5)

1
0 0.4 04 0 04 Median time to intervention from last
_ — 17 27
Overall* Grade 1 Grade 3 Serious Discontinuations Fatal tarlatamab dose (hours)

CRS and ICANS events were consistent with the established safety profile of tarlatamab

*Grade 4 CRS or ICANS events were not observed. A single grade 5 treatment-related adverse event observed with tarlatamab was attributed to ICANS in the setting of progressive neurological decline concurrent with

persistent fever, hypoxemia, and hypotension. CRS, cytokine release syndrome; ICANS, immune effector cell-associated neurotoxicity syndrome; IP, investigational product.

Rudin C, et al. ASCO 2025; abstract LBA8008; Mountzios G, et al. N Engl J Med 2025; Online ahead of print.

Winship Cancer Institute | Emory University




DeLLphi-304

Incidence of high-grade AEs

Treatment-emergent Adverse Events Grade 2 3 Treatment-emergent Adverse Events in >
in >10% of Patients 5% of Patients

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

Cytokine release syndrome : ° i
Dysgeusia ; ° Hyponatremia °

Pyrexia | ° :

Decreased appetite ' ° Pneumonia °
Hyponatremia :

°
Headache ]

)

°

Constipation Fatigue °

Weight decreased
Vomiting ‘o Neutrophil count decreased °
Dizziness ]
Cough
Fatigue
White blood cell count decreased
Asthenia
Pneumonia
Diarrhea
Dyspnea
Nausea )
Neutrophil count decreased °
Febrile neutropenia )
Leukopenia ()
Platelet count decreased °
Thrombocytopenia
Neutropenia
Anemia )

Platelet count decreased ()

I .. _ A

Febrile neutropenia )

Thrombocytopenia °

Leukopenia °

S S -

Neutropenia )

]

[ J .
° L Anemia °

--———

_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.

Rudin C, et al. ASCO 2025; abstract LBA800S; Mountzios G, et al. N Engl J Med 2025; Online ahead of print. Winship Cancer Institute | Emory University /



Real-World Implementation Tarlatamab for Patients
With ES-SCLC and Other High-Grade Neuroendocrine
Neoplasms

Grade CRS, No. (%) ICANS, NO. (%)~ mentie omt 01 3 7t
'] 14 (286} 8 (1 63) . EI(/.Ii)dian OSwas 7.1

) 2 (1 43} 6 (_I 22) ;g)nths (95% Cl, 4.9 to
3 2 (4.1) 3(6.1)

4 0 (0) 0(0)

» 49 patients with SCLC were treated on the outpatient protocol.

» Ten patients required admission from the ICC during the first two cycles because
of CRS/ICANS (CRS: 3, ICANS: 4, both: 2, uncontrolled hypertension: 1).
CRS/ICANS was observed in 25 patients, two (4.1%) experienced grade 3 CRS,
and three (6.1%) experienced grade 3 ICANS.

Carlisle JW, O'Reilly K, Canaslan K, Ji X, Switchenko JM, Steuer CE, Ramalingam SS, Leal T. JCO Oncol Practice 2026 Winship Cancer Institute | Emory University 8



LAGOON Phase 3 trial

The trial did not meet its primary endpoint of OS evaluating lurbinectedin as monotherapy or in
combination with irinotecan compared to investigators' choice of topotecan or irinotecan.

-

-

Eligibility \
Relapsed SCLC
One prior platinum-containing regimen
CTFI 230 days
ECOG PS 0-2
Adequate hematologic, renal, and
liver function

Stratification
CTFI (290 d, <90 d)
Prior PD-L1/PD-1 (yes or no)
LDH (>ULN or <ULN)
CNS involvement (yes or no)
Investigator’s preference of the

control arm
N=705 )

3

Screening up to 28 d

Besse B et al. ASCO 2023. Abstract TPS8613.

Lurbinectedin 3.2 mg/m2 IV d 1 Q3W

Lurbinectedin 2.0 mg/m2IVd 1 + Treatment until progression
irinotecan 75 mg/m2 IV d 1, 8 Q3W + G-CSF by RECIST v1.1

* Primary endpoint: OS
« Secondary endpoints:

Institutional choice chemotherapy PFS, ORR, DOR, safety

Topotecan 2.3 mg/m? oral or 1.5 mg/m? IV d 1-5 Q3W

Irinotecan IV 350 mg/m? d 1 Q3W and PRO
Treatment period Follow-up period
>3
Winship Cancer Institute | Emory University 9



1L chemoimmunotherapy for ES-SCLC

IMpower 133 Atezolizumab
Liu, JCO 2021

CASPIAN Durvalumab
Paz-Ares, ESMO Open 2022

EA5161 (phase ll) Nivolumab
Leal, ASCO 2020

Pembrolizumab

KEYNOTE 604
Rudin, WCLC 2022

ASTRUM 005 Serplulimab

Cheng, JAMA 2022

CAPSTONE-1 Adebrelimab
Wang, Lancet Oncol 2022

RATIONALE-312 Tislelizumab

Cheng, WCLC 2023

403 pts

805 pts

160 pts

453 pts

585 pts

462 pts

457 pts

572m
HR 0.77

5.1m
HR 0.80

5.5m
HR 0.68

4.8m
HR 0.70

5.7m
HR 0.48

5.8m
HR 0.67

4.8m
HR 0.63

Canaslan K, Leal T. Maxing Out with Chemoimmunotherapy in ES-SCLC. Chinese Clinical Oncology, 2025.

12.3m
HR 0.76

12 9m
HRO.71

11.3m
HR 0.73

10.8m
HR 0.76

15.4m
HR 0.63

15.3m
HR 0.72

15.5m
HR 0.75

Winship Cancer Institute | Emory University
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DAREON-8:
Phase | obrixtamig + chemotherapy

Activated T-cell
CD3

=7

and atezolizumab in ES-SCLC

PFS rates*
(95% CI)

Cytolytic
synapse

Cancer cell apoptosis

0o (89-100)

Confirmed ORR: 68% (49-82)

Median PFS: not reached
Median follow-up: 6.9 months (range, 5.8-9.0) N =41

DAREON-8: Phase | trial of 15t line obrixtamig + chemotherapy

7

73%

3-month

6-month
(55-92)

r—

9-|:nonth
(27-77)

!

I

| I

I

! i
I

I

Obrixtamig-related AEs (225% of patients), n (%) 09 -
All Grade >3 08 -
Any 27 (96) 11 (39) I 0.7
CRS 14(50) 0(0) 06 -
Dysgeusia 11 (39) 0 (0) X
Decreased appetite 9 (32) 0 (0) Grade 1&2 w %
Neutropenia 8 (29) 6 (21)" * E— u Grade 33 o 04
Pyrexia 8(29) 0(0) 03 -
Anemia 7(25) 0(0) 02 -
Fatigue 7 (25) 1(4) [ 01 -
i » @0 & @ o .
0 1
Patients at risk
41 38

Peters et al. ESMO 2025.

2 3 4 5 6 7 8 9 10 1" 12

Time (months)
33 29 24 19 13 9 7 5 2 2 0

Winship Cancer Institute | Emory University
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DAREON-Lung-1
Induction phase Maintenance phase
C t §
- N=670 patients rossover to Cycles 1-3 Cycle 4 onwards

investigational
with ES-SCLC arm not permitted = Obrixtamig: step-up dosing

- Patients must have followed by : : .
completed one cycle of target dose (60 mg) Obrixtamig + atezolizumab

- - atezolizumab +
platinum + etoposide + *
anti-PD-1 / anti-PD-L1 carboplatin + etoposide

before randomization

= Archival FFPE tumor tissue
is required for determination ! Atezolizumab +
of DLL3 expression status : carboplatin + etoposide

Atezolizumab

. i Primary endpoint in dual populations:
Stratification factors: - « OS in the overall population

« Brain metastases (yes/no) * OSinthe DLL3"e" population
Secondary endpoints:

* DLL3 expression status
b PFS, ORR (RECIST v1.1; investigator-assessed), patient-reported

(high/low) dyspnea (EORTC QLQ-LC13), other PROs, safety
= ECOG PS (0/1) Further endpoints: DoR, PK, biomarkers

Leal T et al. WCLC 2026 — accepted as poster presentation TIP Winship Cancer Institute | Emory University 12



IMforte Study Design

First screening

Ellglblllty criteria
No prior systemic
treatment for
ES-SCLC

* No CNS
metastases

+ ECOG PS 01

N=660

\

Last patient randomized: April 30, 2024

Clinical cutoff: July 29, 2024

Paz-Ares et al. ASCO 2025

Induction phase

Second screening

Stratification factors for randomization

Ellglblllty criteria
Ongoing CR/PR or
SD following
induction therapy

« ECOGPS 01

N=483°

ECOG PS (0/1)
LDH (SULN/>ULN)

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

Maintenance phase

Lurbi (3.2 mg/m?) +
atezo (1200 mg)
IV q3we

Atezo (1200 mg)
IV q3w

f i

Treat until
PD or
unacceptable
toxicity

No crossover

A4

Follow-up

allowed

- /

A4

e

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

>

Primary endpoints

IRF-PFS and OS

Secondary endpoints included

INV-PFS. ORR. DOR, and safety

Winship Cancer Institute | Emory University

13




IMforte: PFS

e PFS assessment started from randomization into the maintenance phase

t >
s Lurbi + at A
urbi + atezo tezo
mEPes (n=242) (n=241)
Events, n (%) 174 (71.9) 202 (83.8)
= PFS, median (95% Cl), mo 5.4 (4.2, 5.8) 2.1(16,2.7)
6-mo IRF-PFS 12-mo IRF-PFS Stratified HR (95% Cl) 0.54 (0.43, 0.67)
M X : Stratified P value (2-sided) <0.0001
) : a boundary (2-sided) 0.001
(/2]
w ! . ; .
o I Investigator-assessed PFS was consistent with IRF-PFS
€ 40- : * Median: 5.4 mo with lurbi + atezo and 2.7 mo with atezo
I (stratified HR, 0.55 [95% CI: 0.45, 0.68])
|
|
20 -
I 112.
I 1 y
' T
I I
04 1 1
) 1 1 I 1 I | J 1 I 1 I I 1 1 I ) I ] i 1 I 1 ] 1 1 I 1 I
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27
R Time from randomization (months)
Lurbi + atezo 242231184 152138103 76 62 57 43 35 33 24 20 16 14 11 10 4 2 1 1 0 0 O O O O
Atezo 241 224 123 7960 9D, 34 2f 27 24 18 18 13 13- " 12 ¢ 8 95 .3 3 £ 2 1 0O 0 O 0

Paz-Ares et al. ASCO 2025 Winship Cancer Institute | Emory University 14



IMforte: OS

0OS (%)

100 4

80 -

60 -

40 -

20 4

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

Lurbi + atezo Atezo
as (n=242) (n=241)
Events, n (%) 113 (46.7) 136 (56.4)

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

v

Time from randomization (months)

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

Maintenance treatment
Atezo
Median OS from randomization: 10.6 months

Paz-Ares et al. ASCO 2025

IMforte results do not
include time on
induction treatment

Winship Cancer Institute | Emory University
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Phase 3 IMforte: Safety
Summary—Maintenance Phase

Patients with 21 AE, n (%)

Lurbi + atezo

(n=242)

Atezo
(n=240)

Patients with 21 AE, n (%)

Lurbi + atezo

(n=242)

All-cause AEs 235(97.1) 194 (80.8) Lurbinectedin AESI¢ 93 (38.4) 62 (25.8)
Grade 3/4 AEs 92 (38.0) 53 (22.1) Grade 5 AESI 7(2.9) 4(1.7)

Treatment-related Grade 3/4 AEs 62 (25.6) 14.0 (5.8) Atezolizumab AESI¢ 76 (31.4) 94 (22.5)
Grade 5 AEs 12 (5.0) 6 (2.5) Grade 5 AESI 0 0

Treatment-related Grade 5 AEs 2 (0.8)2 1(0.4)p 'g‘;ftziggzt”e’::gSAES' requiring 40 (16.5) 18 (7.5)
Serious AEs 75(31.0) 41 (17.1) Median treatment duration, mo :’21 ((:::;'())/) 2.1
';Eszriig B O 15(6.2) 8(3.3) Median number of doses received ?g ((::22/) 40
g oo e om0 330139

Clinical cutoff: July 29, 2024.

Median follow up: 15.0 mo.

Paz-Ares L, et al. Lancet. 2025;405:2129-2143.
Paz-Ares L, et al. ASCO 2025. Abstract 8006.




Safety: All-Cause AEs With Incidence 210%

Lurbi + atezo

Any AE  97.1% L 80.8%
Nausea 36.4% | B 42%
Anemia 31.8% B 5%
Fatigue 20.2% | B 79%
Decreased appetite 16.9% | 6.7%
Febrile neutropenia
Platelet count decreased 15.3% 2.9% .
- Lurbi + atezo: 1.7%?
Diarrhea 14.0% [ 7.5% Atezo: 0%
Vomiting 13.6% I 2.5% Grade 3/4 infections
b
Asthenia 12.8% 6.3% A NESEATonS
I Lurbi + atezo: 6.6%
Thrombocytopenia 12 8% B 7% Atezo: 5.0%
Neutrophil count decreased 128% [l 1.3% Grade 172
BB Grade 3/4
Constipation 12.0% I 6.3%
Neutropenia 10.7% . 1.7%
100% 80% 60% 40% 20% 0% 20% 60% 80% 100%
Patients (%)

Paz-Ares et al. ASCO 2025

Winship Cancer Institute | Emory University 17



JZP7-702-213: Phase 2 Study of Lurbinectedin
+ Durvalumab in 1L Maintenance

CIDI dosing within 4 weceks (28 days)
from the day of the administration of the
last dose of induction treatment.
Participants receiving PCI must be
enrolled within 6 weeks (42 days) from
the last dose of induction treatment.

* Treatment naive ES-SCLC 1
prior to initiation of | | Primary Endpoint:
induction therapy N=50 Durvalumab 1500 mg** + * PFS rate at 6 months
* Received 4 cycles of ES-SCLC: Study Entry Lurbinectedm 3.2 mg/m?* Q3W
induction therapy Post Induction** until progression Secondary Endpoints:
« ECOG PS 0-1 CR/PR/SD « :ORR
* Adequate end-organ function * PFS
* Safety
ES-SCLC **Durvalumab dose is 1500 mg Q3W for
**Induction: 4 EP + Durvalumab cycles particip.mls_wilh.a body' weight of 230 kg, anq
Baseline scans include RECISTI.! tumor assessment scan and brain MRI 3(? mg/kg Q3W for participants with a body weight
or CT scan with contrast of the head. of <30 kg

Leal T et al. WCLC 2026 — accepted as poster presentation Winship Cancer Institute | Emory University 18



Tarlatamab with a PD-L1 Inhibitor as First-Line
Maintenance after Chemo-immunotherapy for ES-SCLC:
DelLLphi-303 Phase 1b Study

1L Chemo-I0 1L Maintenance
Enroliment
Key Inclusion Criteria Tarlatamab (10 mg V sz) *
Platinum-etoposide | * Nodisease progression following 4-6 cycles of Atezolizumab (1680 mg 1V Q4W)
' platinum-gtoposide + PD-L1 inhibitor Non-
o N randomized
. * Eligible if no access to 1L PD-L1 inhibitor
anti-PD-L1 therapy . .
* Prior treatment for LS-SCLC permitted Switching to
* ECOG PS 0-1 different PD-L1 Tarlatamah (10 mg IV Q2W) +
(4-6 cycles) + Treated and asymptomatic brain metastases inhibitor

permitted Durvalumab (1500 mg IV Q4W)

allowed
* DLL3 positivity not required

* Mustinitiate C1D1 of maintenance phase within 8 weeks of the start of the last cycle of 1L chemo-immunotherapy
* Median follow-up time (N =88): 10.0 months (range: 1.4-20.4)

Lau S et al. WCLC 2024 Winship Cancer Institute | Emory University 19



DeLLphi-303: Safety

Tarlatamab + Atezolizumab, n=48 Tarlatamab + Durvalumab, n=40
Most common Most common
Overall AEs Most common TRAEs = 20% Gradez 3 Overall AEs Most common TRAEs 2 20% Gradez 3
§
100 2 TRAEs > 5% 100 TRAEs > 5%
2 Grade 1 -3 == Grade 1
g 80 Grade 2 E 80 Grade 2
c c
'dl:l} Ml Grades3 .g a8 M Grade 3
=2 60 g 60
g i B Grade 4 E B Grade 4
= 13 Il Grade 5 v 38 8 Grade 5
T 40 = = T 40 -
() 5 o
E 44 B 10 ﬁ -
o 20 4 15 B a 20 45 = 10 8
3 « B B 2 28
3 13 15 18 15 15
0 2 ; a ,—1—3 ! |1 0 = . H H
& & = R @ @ > & L S &® y D
R 13} qu o rﬁ% Q_}:,a QE;» <© & & &F 433' < @,@% Q‘ga Qf?ﬁ &L
&y <( ?‘Q =] GQ QQ 'Q: ‘_{: C‘Q GQ
TRAES led to dose interruption in 17% and tarlatamab discontinuation in 4% of patients* TRAEs led to dose interruption in 15% and tarlatamab discontinuation in 8% of patients’

« CRS was mostly grade 1-2, primarily occurred in cycle 1, and was manageable with supportive care

« [CANS occurred infrequently overall, with a lower incidence and a lower grade observed with
tarlatamab + durvalumab compared with tarlatamab + atezolizumab

Paz-Ares et al. ASCO 2025 Winship Cancer Institute | Emory University 20



DeLLphi-303: OS

—
(o)) (o 0] o
o o o

1 1 1

Overall survival (%)

Overall

+
ptezolizumat | Dumalumap | Torlatamabe
Anti-PD-L1
82% Median 082, 25.3 Not evaluable 25.3
=T —— ° months (95% CI) (20.3, NE) (19.9, NE) (20.3, NE)
I
|
|
I
1 1 | | |
| | 1
I
I
I
I Tarlatamab + atezolizumab
| Tarlatamab + durvalumab
: Overall
12 15 18 21 24 27 30
. ) Months from start of maintenance treatment
Number of patients at risk:
32 26 16 6 3 1 0
31 25 21 " 5 1 0
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).

Paulson et al. WCLC 2025

Winship Cancer Institute | Emory University




DeLLphi-305: Durvalumab + Tarlatamab in 1L

Maintenance

NCT06211036

* International, open-label, randomized phase |ll study

* Adults with ES-SCLC who
completed 3-4 cycles of
platinum/etoposide with concurrent
durvalumab as first-line tx without
disease progression

* no symptomatic CNS mets

« ECOG PS 0-1

* Primary endpoint: Overall Survival

Tarlatamab IV Q2W +

Durvalumab |V Q4W

/ (n = 275)

\‘ Durvalumab IV Q4W
(n = 2795)

« Secondary endpoints: PFS, ORR, DCR, DoR, TTP, safety, QoL

Winship Cancer Institute | Emory University
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SCLC subtypes defined by a dominant
transcriptional regulator

- Neuroendocrine Non-Neuroendocrine

8 SCLC-A SCLC-N SCLC-P SCLC-

3 (36-  (23-31%) (7-17%) Inflamed

& 51%) (16-18%)

DLL3 AURKA PARP1 AXL i e

v BCL2 DLL3 CD274 B cisplatin; p<0.001; FC: 6.9 C olaparib; p<0.001; FC: 3.0

@ CDs6 MYC CD38 e S

£ EzH1 GD2 CTLA4 =l * Pl .

- LSD1 PD1/PDL1 ‘ S TeFR -+ -

BTKi setinostat - - + i

e W E-c:
—?:Vime
R )\ i

Poirier et al. JTO 2020

Gay et al. Cancer Cell 2021 Winship Cancer Institute | Emory University
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Preclinical evidence that LSD1 inhibition increases

MHC-I expression in vivo

LC cell-autonom
Treatment SC cirauLonomons Tumor effects
effects

Bomedemstat

a
LSD;
LHA}KA ' - W T cosT-wl
2. Repressive complex
stabilization

) s0box 1
=% = y' t -

& 1 -Ll

Hiatt et al. Clinc Cancer Res, 2022

LSD1 inhibition induces SCLC-l-like phenotype

in otherwise uninflamed models.

2023 ASCO #ASCO23 PRESENTED BY: Ticiana Leal, MD
ANNUAL MEETING is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org

signaling
and ISG

l(bzvﬂwl)

Nguyen et al. J Thorac Oncol, 2022

" AMERICAN SOCIETY OF
CLINICAL ONCOLOGY

KNOWLEDGE CONQUERS CANCER

Winship Cancer Institute | Emory University
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A Phase | Dose Finding and Phase Il Randomized Trial of ladademstat Combined with
Immune Checkpoint Inhibition Maintenance After Initial Chemoimmunotherapy in Patients with
ES-SCLC (NCT06287775)

Phase 1 (Safety L.ead In)

Start first 3 patients at 400 pg weekly

Completion of 4 ladademstat plus ICI Target toxicity for MTD set at <25%

cycles of platinum — » | maintenance — dose )

etoposide plus IC finding phase | BOIN RP2D to be used in the phase 2
portion will be determined based on

the totality of safety, tolerability,
clinical activity, and PK data

Phase 2 (Randomized)

ladademstat plus
IC| maintenance

Primary objective: PFS

Response imaging every

Completion of 4 2 months

cycles of platinum 1:1 Randomization

etoposide plus ICI Therapy continuation until
disease progression or
intolerance

ICl maintenance

Winship Cancer Institute | Emory University 25



$2409-PRISM: A Multicohort PReclsion SCLC Subtype
Maintenance Phase Il Trial of Durvalumab vs Biomarker-
Directed Novel Agents in Combination With Durvalumab

Step 1
Screening

» ES-SCLC Screening

+ Tissue available for
testing

« Asymptomatic or
Stable Treated Brain
Lesions

Primary Endpoints: PFS

Secondary Endpoints: OS,
Frequency, Severity of Adverse
Events

Step 2: Randomization

Subtypes A/N, SLFN11 pos Immunotherapy + PARP inhibitor

or
Subtype P <:
! Immunotherapy

Subtypes A/N, SLFN11 nug< Immunotherapy + ATR inhibitor
Immunotherapy

| Immunotherapy + NK cell activator |
Subtype | < PY

Immunotherapy

Winship Cancer Institute | Emory University 26



Future Strategies

Radioligand therapy in SCLC

SSTR
PSMA
FAP
CAIX
GRPR
CXCR4
DLL3
Integrins
CD20
Others

25%

31%

2%

2%

OOOOBO0ONEN

0
TROP?2 DLL3 5%
B7-H3 SEZ6

ADC 3(’»,

Cancers 17 03412 g002

35%

Shields, Chiang, Byers. Cancer. 2025.; Ninatti et al. Cancers 2025. Winship Cancer Insitute | Emory University 27



DLL3-targeting bispecifics/trispecifics in

clinical development

Agent Mechanism of action
Tarlatamab DLL3 TCE
Obrixtamig (Bl 764532) DLL3 TCE
Alvetamig (ZG006) DLL3 x DLL3 TCE
Gocatamig (MK-6070)** DLL3 TCE
Peluntamig (PT217) DLL3 x CD47 Mab
RO7616789 DLL3 x 4-1BB TCE
QLS31904 DLL3 TCE

* Delta-like ligand 3 T-cell engager

** Includes human albumin binding domain to extend half-life

Winship C

ancer Institute | Emory University
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Select ADC Targets Under Investigation in SCLC

Ifinatamab

YL201 deruxtecan 211310 %

- 0
N ‘% §oxe ",
Topo 1 & Q" Datopotamab Sacituzumab PBD 1 &

\ b ‘ deruxtecan govitecan M '\ b = ABBV-706
DXd 20N g @ OO o g
HS-20093 _ MHB08SC $008  §0Qgsn-3s

RN AR :

QOOOOO OOOOOOOOOOOOOOOOE COOOOOOOOOBICOOOOOOOO0) PPPPO00
QOOOOO O OOOOOCOOOOOOLOOOEHEOOOOOOOOO FOOOOOOOOO OOOOQQQO

B7-H3 TROP2 DLL3" SEZ6
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IDEATE-Lung-1: Study Design

Ifinatamab Deruxtecan Granted Priority Review in the U.S. for Adult
Patients with Previously Treated ES-SCLC who Experienced Disease
Progression on or After Platinum-Based Chemotherapy

Phase 2, multicenter, randomized, open-label study (NCT05280470)

Patient eligibility Part 1: Dose optimization Part 2:

- Histologically o cytologically Extension
documented ES-SCLC

« 21 priorline of PBC and <3 8 mg/kg Q3W
prior lines of systemic therapy n=46

* Radiologically documented
PD on or after most recent -
prior systemic therapy

- ECOGPS 0-1

« 21 measurable lesion per
RECIST 1.1°

« Patients with asymptomatic
brain metastases (untreated or
previously treated) were eligible

Stratification factors:

2L CTFI <90 days; 2L CTFI 290 days; 3L or 4L
Prior anti—PD-(L)1 treatment (yes or no)

Primary endpoint
ORR by BICR®

Secondary endpoints

DOR by BICR and inv®
PFS by BICR and inv®
0s

DCR by BICR and inv®
TTR by BICR and inv®
ORR by inv®

Safety
Pharmacokinetics
Immunogenicity

Exploratory analysis
Intracranial ORR by BICR¢

Ahn MJ, et al. WCLC 2025. Abstract OA06.03. Winship Cancer Institute | Emory University 30



IDEATE-Lung-1: ORR

100 I-DXd 12 mg/kg
Total
80 - (N=137) (n-105)
Confirmed ORR,2% (95% CI)  48.2(39.6-56.9)  56.3 (37. 7—73 6) 45.7(36.0-55.7)
5 60 CR, n (%) 3(2.2) 3(2.9)
2 PR, n (%) 63 (46.0) 18 (56.3) 45 (42.9)
"g @ 40 + DCR,2 % (95% CI) 87.6(80.9-92.6) 96.9(83.8-99.9)  84.8 (76.4-91.0)
2@ 20 -
=8 ‘ o
& E 0 o b | . + T* * Tttt *tt t*
S8 TR | H E §§§§ @
R -]

'Eg 20 | e lE
o 2 g 3
g : :

5 40 HE |5

Baseline brain SN
2 —-60 I-DXd LOT metastasesP Select prior therapy
A o0 W2 = Yes * DLL3-targeting TCE
I T m \° t TOPO Il inhibitor
-100
Patients
Ahn MJ, et al. WCLC 2025. Abstract OA06.03. Rudin CM, et al. J Clin Oncol. Published online October 14, 2025. d0i:10.1200/JCO- Winship Cancer Institute | Emory University 31
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IDEATE-Lung-1: PFS and OS

80

60

40

Probability of PFS, %

20

0 .

mPFS= (95% Cl), months
PFS rate,2 % (95% Cl)

3 months

6 months

9 months

Total I-DXd 12 mg/kg
(N=137)
4.9 (4.2-5.5)

68.0 (59.4-75.2)
35.3 (27.3-43.4)
19.3 (12.9-26.5)

0 2

4

6

Number of patients still at risk

137 118 84 46

1
8 10 12 14 16
Months

2 19 7 4 3

18 20 22 24 2

6

2 2 0 0 0

Total I-DXd 12 mg/kg
(N=137)

mOS (95% Cl), months 10.3 (9.1-13.3)
OS rate, % (95% Cl)
3 months 89.1(82.5-93.2)
6 months 77.4(69.4-83.5)
9 months 59.1 (50.4-66.8)

80 -

7]

O 60

[T

Q

2

8 40

£

£
20 -
0

0

1 1)
4 6 8 10 12 14 16 18 20 22 24 26 28 3
Months

Number of patients still at risk
137 129 118 106 86 68 41 15 13 11 10 8 4 2 0 O

Among patients who received FDXd 12 mg/kg as 2L therapy (n=32), mPFS was 5.6 months
(95% ClI, 3.9-8.1) and mOS was 12.0 months (95% Cl, 7.3-19.1)

Ahn MJ, et al. WCLC 2025. Abstract OA06.03. Rudin CM, et al. J Clin Oncol. Published online October 14, 2025. d0i:10.1200/JCO-

25-02142.
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IDeate-Lung01: Intracranial and Systemic
Efficacy

With Baseline BM (n=65)

Without Baseline BM (n=72)

Intracranial Systemic Systemic
cORR,* % (95% CI) 46.2% (33.7-59.0) 46.2% (33.7-59.0) 50.0% (38.0-62.0)
cBORZ n (%)

CR 20 (30.8%) 1(1.5%) 2 (2.8%)

PR 10 (15.4%) 29 (44.6%) 34 (47.2%)

SD 29 (44.6%) 28 (43.1%) 26 (36.1%)

PD 1(1.5%) 5 (7.7%) 5 (6.9%)

NE 5 (7.7%)° 2 (3.1%)° 5 (6.9%)
cDCR,* % (95% Cl) 90.8% (81.0-96.5) 89.2% (79.1-95.6) 86.1% (75.9-93.1)
DOR,* median (95% CI), months 6.2 (4.0-7.9) 4.3 (3.0-5.8) 5.9 (4.0-8.3)
TTR,? median (range), months 1.4 (0.9-8.5) 1.4 (1.0-8.1) 1.4 (1.2-4.0)
PFS,* median (95% CI), months — 45 (4.0-54) 5.4 (4.2-6.7)
0S8, median (95% Cl), months — 10.4 (7.9-15.3) 10.1(8.4-13.3)

Ahn MJ, et al. WCLC 2025. Abstract OA06.03. Rudin CM, et al. J Clin Oncol. Published online October 14, 2025. d0i:10.1200/JCO-

25-02142.

Winship Cancer Institute | Emory University 33



IDeate-Lung01: TRAEs

TRAES reported in 210% of patients in the total I-DXd 12-mg/kg group (N=137)

Incidence (any grade / Grade 23), %

Nausez B 122
Neutroperiao< [N 33 /13
Anemia

Decreased appetite

Leukopenia®

Lymphopeniz"* | NN 197/ 12.4

Thrombocytopenia®f

Grade

1 2 3 4
111

Asthenia 19.0/15
Fatigue
Diarrhea
Constipation
Vomiting?
0 10 20 30 40 50 60 70 80 90
Patients, %

Ahn MJ, et al. WCLC 2025. Abstract OA06.03. Rudin CM, et al. J Clin Oncol. Published online October 14, 2025. d0i:10.1200/JCO-
25-02142.

100

Among the most common
TRAEsS, the majority were Grade 1
or 2

Adjudicated treatment-related
ILD/pneumonitis was reported in
17 (12.4%) patients:

— Grade 10r2,n=11(8.0%)
— Grade 3,n=4 (2.9%)
— Grade 5,n=2 (1.5%)°

No ILD events were pending
adjudication at data cutoff

Winship Cancer Institute | Emory University
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IDeate-Lung02: Phase 3 Trial of Second-Line
Ifinatamab Deruxtecan in Relapsed SCLC

Winship Cancer Institute | Emory University 35
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