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OUTLINE

Immune checkpoint inhibitors

Bi-specific antibodies

T-cell engagers

CAR-T cell therapies
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SELEGTED TYPES OF IMMUNOTHERAPY FOR SCLC

Antibody-dependent
cell-mediated cytotoxicity

Induction of antitumor immunity
- Antigen vaccines: GM1-KLH, NP-polySA-KLH

Immune landscape of SCLC: Fucosy-GVIT: BVS38601
High TMB (smoking signature)

- GD2-Ganglioside: Dinutuximab

Low PD-L1 expression
HLA downregulation
Cold TME

Activating receptors I

- Rovalpituzumab tesirine
- Tarextumab

I Phagocytosis

- Anti-CD47

Calles A et al, Clinical Transl Oncol. 2019;21:961-976.

- Dendritic cell vaccines: INGN-225
- TLR9 agonist: Lefitolimod

Tumor
antigen

T Cell stimulation

- Anti-PD-1: Nivolumab, pembrolizumab
- Anti-PD-L1: Atezolizumab, durvalumab
- Anti-CTLA-4: Ipilimumab, tremelimumab
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NEGATIVE PHASE 3 STUDIES OF ANTI-CTLAZ IPILIMUMAB IN ES-SGLC

CA184-516
1st line, plus PE

Chemotherapy plus ipilimumab

CheckMate 451
Maintenance, after PE

CheckMate 451; NIVO+IP| and NIVO Maintenance Therapy in ED-SCLC

0S for Nivolumab Plus Ipilimumab Versus Placebo

Chemotherapy plus placebo
b —

No. events/No. of patiznts 350/478

*Median OS {95% Cll, mo 11.0 (10510 11.3)

o &H 1HR (95% I
N tLog-rank P
80 - R,
u'h
80 i
5
40, ....... i il ki s i gt e i’ I“. :
1-year OS rate = 40% |
20 5 i
I T T T

357/476

10.9(10.0t0 11.5)

(Primary Endpoint)

0 2 4 6 8 10 12

T T T
14 16 18 20 22 24

26 28 30 32

Time Since Random Assignment (months)

478 477 450 394 318 269 172 112 78 41
476 476 454 398 320 246 168

&2 2 15
04 64 38 27 17 ]

10 7 2
3 0 0

No difference in OS (11 vs 10.9 months)
No difference in PFS (4.6 vs 4.4 months)

0

0.84 (0.81 to 1.09) 100 ‘:j . v A |
5 . "
17 (n=219) [n=275)
%01 Events, n (%) 189 (68) N1
Median 08, mo 92 96
(85%Cl) (82-102) (8.2-11.0)
HR 092
~ 601 (85%C)) (08-19)
b Pvalue 037
0
0 40 4
I SR gt
201 11y 05=41% " w4 Nivolumab + ipilimumab
[ 1y08=40% Bea58  Placebo
I
0 T T T T T T T T T T d
0 3 6 9 12 15 B 2u # 7 N B
No. at ik Months
Nivolumab + ipilimumab 279 20 i 130 1 43 K/l 14 3

Placebo 275 287 181 130

1L = first-line; CT = chemotherapy; CRT = chemoradiation therapy; CTLA-4 = cytotoxic T lymphocyte antigen-4; PD-1 = programmed-death 1; PD-L2 = PD ligand 2

PLT = platinum-based; @Where locally approved

Reck, JCO 2016; Owonikoko JCO 2021



Progression Free Survival
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NEGATIVE SINGLE AGENT PDCL)-TICI VS CHEMOTHERAPY IN 2L SCLC

IFCT 1603

CheckMate 331

1 Median PFS, [95% CI] Nivolumab Chemotherapy
—— 4.3[1.5-5.9] ; n=24, 21 events, 3 censored 100 (n = 284) (n = 285)
—— 1.4[1.2-1.5] ; n=49, 46 events, 3 censored No. of events 225 245
L Median OS D 8.4
o (95% Cl), mo  (5.6-9.2) (7.0-10.0)
80 - HR (95% CI) 0.86 (0.72-1.04)
HR (adjusted),, ., aterolizumab = 2-26 [1.30-3.93] ; p=0.004 6-mo OS = 60% Pvalue 0.11
0.6 - 6-mo OS =54%
— 60
X
e 12-mo 0S = 37%
0a | 8 O 12-mo OS = 34%
40 E =
0 i Nivolumab
vise HR 146 : 1.03 ! 083 ! 0.59 | 0.49
1.02-2.11 10.72-1.49} 0.50-1.380.35-1.00 | 0.33-0.72 & Chemotherapy
0l t t t ' t t i 0 t } T T T T T T T 1
° x - L 8 ¢ ¥ 2 0o 3 6 9 12 15 18 21 24 27 30 33 36
Time (months) lo. at risk Months
livolumab 284 209 150 123 99 78 63 49 42 % 9 1 0
—— A-Chemotherapy ——B - Atezolizumab ‘hemo 285 221 161 128 % 62 41 30 22 11 2 0 0

1L = first-line; CT = chemotherapy; CRT = chemoradiation therapy; CTLA-4 = cytotoxic T lymphocyte antigen-4; PD-1 = programmed-death 1; PD-L2 = PD ligand 2

PLT = platinum-based; @Where locally approved

Pujol JL et al. J Thorac Oncol 2019;14:903-913
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PH3 RCT ADDING ANTI-PD-LT TO CHEMOTHERAPY IN 1L ED-SCLG

MODEST BUT CONSISTENT LONG-TERM BENEFIT

IMpower133 and IMbrella A CASPIAN KEYNOTE-604
Atezolizumab + CP/ET vs CP/ET + Plb'-2 Durvalumab + P/ET vs P/ET34 Pembrolizumab + P/ET vs P/ET + Plp%®
% Median 12.9 vs 10.5 mo S Median 10.8 vs 9.7 mo
" HR, 0.71 (95% CI, 0.60-0.86) x _ HR,0.76(95% Cl, 0.63-0.93)
£ i
) D K z @
207 ‘ 20
L . . ‘
o L . Piieesnuzassscean T TITEEERLIESAESLLE
60% 60% 60%
50% 11 patients alive 0% 0% | 45%
€ & 40% & 40%
? 433: 1 20/ g 30% ﬁ 30% t ~1 0%
g 20% 0 @ 20% & 20% 15.5%
. O 10% 10% . 6%
0% 0% 0%
l-year  2-year  3-year* |5-year* 1-year 2-year 3-year 1-year 2-year 3-year
B Atezo + CE mPlb+CE BDurva+PE MPE B Pembro+PE mPIb+PE

CP, carboplatin; ET, etoposide; P, platinumt Pib, placebo; NE, not estimable. * OS rates at 3-5 years were not estimable in the control arm as rollover to IMbrella A was not permitted

1-HomlL, etal. N Engl J Med 2018; 2.- Liu S, et al. 0A01.04, WCLC 2023; 3.- Paz-Ares L, et al. Lancet 2019; 4.- Paz-Ares L, et al. ESMO Open 2022; 5.- Rudin CM, et al. J Clin
Oncol 2020; 6.- Rudin CM, et al. WCLC 2022
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PH3 RCT ADDING ANTI-PD-LT TO CHEMOTHERAPY IN 1L ED-SCLG

Subgroup analysis

Facses ol A g Subgroup bo. of patlants!
Sabgroup - wsa  Qverall Survival: D+EP vs EP Subgroup Analysis Wo. of Events
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IMpowerl33 CASPIAN KEYNOTE-604

v No subgroup obtained a more sustained benefit from the combination
v' Prolonged OS in patients w/o brain mets or liver mets (prognostic factor)
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ANTIGEN PROCESSING MACHINERY AND PRESENTATION IS GRITICAL FOR DURABLE BENEFIT
WITHIC

Nivolumab
OS by MHC-I status (= 30% vs. < 30%)
001
_ 1 = APM High
Nivolumab
s ~+- APM Med
: Strata =+ Low =+= High 075
-« APM Low
o 0.757
o) HR (95% Cl) = 0.59 (0.30-1.17) o 050 p=0.000032
- I : o
2
= 050
8 0.25
[ ‘
o
0.25 - W U
0.00- ' o
0 6 12 18 24 30 36 42 48 54 60
0.001 Months
0 3 6 9 12 15 18 21 24 27 30 33 36 39 it ik
Months —
) ) o |59 17 7 3 2 2 2 0 0 0 O
Number of Subjects at Risk =55 5 11 8 7 5 3 1 1 0 0
w—— 36 18 16 11 10 7 6 4 4 3 3 2 1 1 m_5_63_01_81_2?f_5‘_1?j]j
- 1310 8 8 7 4 4 4 4 8 2 2 1 1 0 6 12 18 24 30 36 42 48 54 60

Months
Rudin, et al. JTO 2023



Overall Survival (%)
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INFLAMED SCLC SUBTYPE I PREDICTIVE OF ICIBENEFIT

1007

75

Expression of IFN-y T-cell GEP

subtype CD274 (PD-L1 ) P<0001
SCLC-I1 = Inflamed subgroup (=14%) . : .
Defined by low transcriptional expression ===~ |l : c°
3 sx .
of ASCL1, NEUROD1, POU2F3 s g @ 4 . .
Uniquely expressed genes (immune § % g . - 0
. . § L < e . g = 2]
checkpoints, INF-g signatures and HLAS) : 8 e pia
@ (). . K
N P 1 A
™
IMpower1 verall ival (EP+ r M r133 Overall Survival (EP+placebo arm

r

7

sssassssssassEaa

CASPIAN: durvalumab + EP arm?

100 1

g 75 mOS, months (95% Cl)
e g ‘ AséfJ 9.5 (6.1-14.9)
i |- s g o7 NEUROD1 146 ée‘més
-~ SCLC-P a» P SCLC-N 5 0. 6 (8.6-16.6)
-~ SCLC-! ® - SCLC-P % 5] POU2F3 6.8 (2.9-NE)
s -+ SCLC- 8 044 Inflamed  17.6 (11.4-NE)

& 25 g 0s)

-0

A

0 3 6 9 1215 18 21 24 27 30 33 36 39 0 3 6 9 12 15 18 21 24 27 30 33 36 39 S & =% 8 A M B 3 MW A W 4

Time since treatment start (months)

E Time from randomization (months}
Time since treatment start (months)

Gay et al. Cancer Cell 2021 Xie M, et al. AACR 2022
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SYNERGISTIC ACTION OF LURBINECTEDIN + APD-1/PD-L1: RATIONALE

°
4 bAMPSs 0..® @

Tumor cell
death
mediated
B by LUR

mediated
by T cell

Lurbinectedin inhibits production of

Lurbinectedin inhibits the production of

Tumor cells Immune cells
oncogenic proteins and kills the tumor tumorigenic and immuno-suppressive
l cell l chemokines by TAMs
Tumor cells Tumor cells
Tumor cells Lurbinectedin produces immunogenic Immune cells aPD-1/PD-L1 block causes the T-cells to
tumor cell death and decreases the remain active and kill the tumor cells
l number of TAMs within the tumor l
Immune cells Immune cells

Tumor Cell Death and Immune Response

Calles A et al, Mol Can Ther. 2025;24:828-839.
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2SMALL Phase I-ll LUPER Phase |-l
Atezolizumab + Lurbinectedin Pembrolizumab + Lurbinectedin

Chemotherapy-free interval
OBIECTIVES Platinum-resistant disease
Tha primary cbjective of Phase | part Wwas 10 derermineg the safety profile, the madmum toleratsd dosa
[WTD) and the recommended dose (RE) for phase 1| studfes of LUR in combinstion with ATZ m sdvanced
S0.C patients proeressing after platinem double chemotharapy

Platinum-sensitive disease

(5
60 Confirmed Best Overall Response
. Complete response
. Partial response

40 Stable disease 212w

Stable disease <12w
[l Progressive disease

201 - - [ - - - - - - -
0000000000000 O00O000O000O

la.
nnmomunao--llll
-20
_40 ‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘
" ORR 46.4%

Survival [PFS) analysis

o

FlGLARE | Lkl e Coo=Di Wl MAIE SO MR

-80 cCR in 3 pts (10.7%)

Change in sum of longest diameter from baseline (%)

-100

Patients

mPFS 4.47 mPFS 5.3mo (10 vs 3 months in CTFI >90d vs <90d)

Ponce SITC 2021 Calles J Thor Oncol 2025
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IMFORTE TRIAL: MAINTENANGE LURBINECTEDIN + ATEZOLIZUMAB IMPROVES SURVIVAL

TGHES BN Gl IRF-PFS from randomization into maintenance phase

S () 775 sssesamentsario o randomizaon i he maenance phase

100 4
Eligibility criteria Lurbi (3.2 mg/m?) + RE-PFS Lurbl + atezo Atezo
*  No prior systemic Eligibility criteria atezo (1200 mg) Treat until (n=242) (n=241)
Sistial for IV q3we PD or Events. n (%) 174 (71.9) 202 (83.8)
fsgﬁ;c “"'l?"?""" L PFS, median (85% CI), mo 54(42 58) 21(16.27)
i . ECOG PS 0/1 ey 6-mo IRF-PFS 12-mo IRF-PFS. Stratified HR (95% CI) 0.54(0.43, 0.67)
ECOG PS 01 3 Atezo (1200 mg) No crossover s | : i Stratified P value (2-sided) <0,0001
N=660 Nedsy IV q3w owed § ! - @ boundary (2-sided) 0.001
' '
& T ! g PFS was with IRF-PFS
| Efficacy endpoint assessments started from randomization into § 404 x : *  Median: 5.4 mo with lurbi + atezo and 2.7 mo with atezo
the maintenance phase; safety analyses were from MC1D1 ' (stratified HR, 0.55 [95% CI: 0.45, 0.68])
'
'
Stratification factors for randomization Primary endpoints 204
« ECOGPS (0/1) IRF-PFS and OS '
* LDH (SULN/>ULN) '
Last patient randomized. Apet 30, 2024 * Presence of liver metastases (Y/N) at induction BL Secondary endpoints included : :
Chinucal cutoft Judy 29. 2024 « Prior receipt of PCI (Y/N) INV-PFS, ORR, DOR, and safety 04 M M
0 1 2 3 4 5 6 7 8 9 1011 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27

factor anc ans-emetcs
n Cooperative Oncology Group performance status. ENR, enroliment. etop, etoposide:
vencusly, LDH. lactate defydrogenase. hurts. lurbinectedn, MC1D1, maintenance Cycle 1 Day 1

Time from randomization (months)
3035 33 M4 20 16 1 1 10 4 2 1 1 00
1818 13 13 w2 ¢ 833221

No. at nsk
Luri + atezo
Aezo

F.PFS, independer:
S, ovory 3 woeks; R, randon

rursmum toow-up 3.0 mo)

OS from randomization into maintenance phase

os started from into the phase
(median time from induction C1D1 to randomization: 3.2 months in each arm)

All-cause AEs with incidence 210% in either arm

100 4
os Lurdl + atezo Ate.
(n=242) (v ) Lurbi + atezo Atezo
" Evenis. n (%) MIM67)  136(%64) Any A€ 97,15 I I ] 0 6%
T 0S, median (95% CI). mo 132(119,164) 106(95,122) Nadess 36.4% I + 2
12-mo OS Stratified HR (95% C1) 0.73 (0.57, 0.5
' {937,09) Anemia 31.8% INDNEEN s 7
P Stratified P value (2-sided) 00174
i a boundary (2-sided)* 00313 Pt 2025 (NI 7 %
8 Decreased appetite 16.9% I 3- 67%
B Febrile neutropenia
4 15.3% |} %
40 : Platelet count decreased 5.3% B 29% Lusti + stazo: 17%8
' Diarrhea 14.0% I 7 5% Atezo 0%
'
204 ' Vomiting Grade 3/4 infections
' Asth and infestations®
{ Lurbi + atezo: 6.6%
' Thrombocytopenia 126% IR 1 7> Atezo 50%
'
B i e e S Neutrophil count decreased 126% I 1 3%
0 1 2 3 4 56 7 8 9 1011 1213 14 15 16 17 18 19 20 21 22 23 24 25 26 27
ipaton fi—
No. ot sisk Time from randomization (months) Cons! L o ‘—‘—-- L
Lurbi + atozo 242 208 23 4 151 136 118 104 53 81 €9 €0 < 2 8 4 1 1 1 10 Neutropenia 10.7% ;.. 17%
Atero 2 ” T 22 0 0 00
Cuncal cutolt July 20, 2024; median sur 100%  80% 60% 0% 20% % 20% 40% 60% 80% 100%
+ As dotormined by tho Hwang Steh Decar: Patients (%)

Paz-Ares, Let al. ASCO 2025; Paz-Ares, Let al. The Lancet 2025
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TIGIT IS AN INHIBITORY RECEPTOR EXPRESSED ON T CELLS & NK GELLS AND PVR-TIGIT IS RIGHLY EXPRESSED IN

SCLC SAMPLES

o .
=] o
1 ]

Survival probability
&
1

0 50 100 150 200
Survival time (days)

v' 77 tumor SCLC samples (MRNA & IHC)
v" PVR broadly expressed in SCLC samples and
associated with worse prognosis

In preclinical mouse models, combination treatment with anti-TIGIT and anti-PD-L1
antibodies synergistically improves tumor control and prolongs survival

Median Tumor Volume Percent Survival
100005 — -
Anti-PD-11 Anti-PD-L1 +
- 804 ;.
CT26 0l Anti-TIGIT Anti-TIGIT
Preclinical E 60-
Model §
'>6 560, Anti-PD-L1 + 404 .
Anti-TIGIT Anti-PD-L1
------------------------ ™ -y Anti-TIGIT
Complete Remission (CR) I @
10 - N v 1 0 T T \
0 10 20 30 40 60 0 20 40 60
Day Day

Yu AACR 2018; Johnston Cancer Cell 2014
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ANTIFTIGIT ADDED T0 CHEMO+0 FAILED TO IMPROVE SURVIVAL IN 1L ES-SCLC

SKYSCRAPER-02 (n=490) KeyVibe-008 (n=460)
ACE + Tiragolumab/placebo Vibostolimab + Pembro + CE vs ACE

Tiragolumab + Placebo +
atezolizumab + CE atezolizumab + CE
n=196 n=201 H
i e Overall Survival
Events, n (%) 107 (54.6) 105 (52.2) -
| mOS, mo (95%Cl) 13.6 (10.8, 14.9) 136 (12.3,15.2) . wvents. (%) (9% €l mo
HR? (95%Cl); p-value 1.04 (0.79, 1.36); 0.7963 s oo B v I o
L - Atezo arm ALARL A 125 (11.6-14.8)

#
3 804 274%
=+ Placebo T 70.7% HR, 1.26 (85% C1, 1.00-1.59),
-+ Ti a 304 P=0.9762
80 1 Tiragolumab % %0 Aty Freshold: 1-sided P = 0 4816
s
£ 60 & 04
7 4
O 40- -
104
20 1 0 T T T t T T T T N
—+—Censored 0 3 6 9 12 15 18 n 24 n
0 T T | § T T T T L] Ll T T T T T T T T T T T T T T L} “0 o risk T~'w
01 2 3 45 6 7 8 9 1 11 1213 14 15 16 17 18 19 20 21 22 23 24 ViboPemteo  23) m 181 13 " 52 19 ¢ ) 0
Time, months Adzo m m w0 156 19 L3 » 1 1 0

PNty Fenanclo b acted rumter of O svents. Pysapecind Wity Sredh d 3aeed 08 S ECHERd rurber of everts | =204) wae 02081, Cum oo cee Jaore 4 280
201 195 188 183 175 168 164 156 144 134 125115 97 70 47 36 26 19 12 9 7 5 4 NE NE

196 191 186 184 177 172 162 154 146 133 116 93 80 62 51 32 21 14 9 7 ¢ B 3 1 NE

Rudin C, et al. J Clin Oncol 2024; Sands J, et al. STIC 2024
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BISPECIFICS AND TCE IN ES-SCLC: BACKGROUND

b Non-T cell engagers BiTES and TriTES

A Cytotoxic granules

.....

T-cell engager cp3

CD3-binding TAA-binding
region region

Amivantamab Cadonlllmab
(Rybrevant) (Kaitanni) \ /
Tcell
activation
Blocking ligand bindi : Receptorantibody degradation | Macrophage-mediated
8 EGF " nhnhl.:nul":nb E B 5 » tww.:"dwcc

PI3K/ RAS/
NSCLC  ager l l Preeed

= ‘L ~=> =
4 Endocytosis >
ceoll  pathwa § N
XX e (%
' ’ o= P 1%

1 ‘/TCR

Fc region

T cells engage

antigen
" “** Degradation

Guidi. ASCO Ed Book 2025; Fu, et al. Sig Transduct Target Ther 2022; Rudin et al. Mol Oncol 2023

T-cell activation "

and expansion
Redirected '
lysis
TAA

tumor-associated

»

T-cell proliferation

o
.:. 0.

Release of perforin and granzymes
leading to tumor cell lysis
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PO-L1XVEGF BI-SPECIFICS IN ES-SCLC

\\\ Anti»VEGF/ ///

Engineered
Fe-null Region

Anti-Angiogenesis

@® VEGF Dimer

Potential to drive
SYNERGISTIC anti-tumor activity'3*
Simultaneous Blocking
of PD-1 & VEGF'34

Cooperative

Binding®®

Y PD-1 Receptorin T Cell

PD-L1 checkpoint blockade

X Reverses immunosuppression
P— Anti-VEGF-A of T-cells

VEGF-A neutralization

4 Vascular normalization
+ Hypoxia
f Immune cell infiltration and activation

4 Dendritic cell differentiation and
maturation

LALA silencing

mutations Stable linkers

o ‘ Regulatory T-cell proliferation

=
g BNTRZ ot VEGFAm
( PDOL ,* PDA

Tumor cell TCR-Ag-MHC Cytokines
complex d
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NOVEL PD-L1XVEGF BI-SPECIFICS SHOW PROMISE IN SCLC

Ph 1b Ivonescimab (AK112) + CE Ph2 Pumitamig (BNT 327) + CE

I zu mg/ng:W(nﬂu N 48 SD
0 e E PR
& 1 1)
2 . ORR 67-91% _ ORR 85%
= E - &
8 ° -
4 g ool
s 21 +20% %
g8
f e L
£
% -0
0 s
¥
&
a0
TH ®
“Patient shown in Figure 4
g0
Figure & Haplan—Measier plot of progres==ion free survival
1.0
"E 0 — -+ Censonesd
& pa-
E 0T —
E o8-
g o5 — mow
E oDa-
= B
Oz —
g 1 —
00—
T T T T T T T T
o 2 . L= a 1 U 1 2 14 Rl-d 18
Follow-up Timea (o |h:n:|
Flumbier ot risk 48 48 45 z6 e =] & o L]

Ph Il with CE-cadonilimab-ivonescimab planned (NCT06620796)

Phase lll trial planned comparing BNT327 + CE vs ACE
(NCT06712355)

Chen Z, et al. J Thorac Oncol 2025; ChengY, et al. ELCC 2025
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PUMITAMIG: PD-LTXVEGF COMBINATIONS IN SCLC

Figrs 2. Tl deslon of BNTSZ7 in coniination whi packisel i 2L 801G (HCTOSS7o064) BNT324-01: A Phase 1b/2 Trial of BNT324/DB-1311
(B7H3 ADC) With BNT327 (PD-L1 x VEGF-A bsAb)

- .
Patients HeTY

« Age 218 years Primary endpoints
« Histologically or . OR‘R per RECIST v1.1
cytologically confirmed « Incidence and severity
SCLC of TRAEs per NCI-
CTCAE v5.0

* Progressed after first-
line platinum-based

BNT327 (30 mglkg) +

‘s Secondary endpoints

chemotherapy: e i 2 ) 3
T D PRcitingl (175 wwins - PFS, DCR and DOR BNT324 Pumitamig .
IV, Q3W for 5 cycles or RECIST v1.1 anti-
= Cohort 2: [O-treated P : B s _VEGF-A
* Life expectancy of + 08 T-Lymphocyte
212 weeks
« ECOGPS:0or1
* Adequate organ
Gelcan Maximum duration: up to 2 years
“Tumor assessments were performed every 6 weeks for he first year after the first dose, and then every 12 weeks thereafter until disease progression or
additional antineoplastic therapy, whichever occurred first
anti-
= PD-L1

VHH
checkpoint
®1  omw  + ORRS57% P T Y e @ e
5] + 10-treated * PFS 5.5 months Sb
+ o CTFI<90 days . 0OS 14 months : Eg <) aoc Y PD-L1 PD4
30 - . :

é 15 Figd +: """"""""""""""""""""""""""""""""""""""""""""""" ! B7H3 Receptor A Tcg:"w: e '(-’{n Cytokines
E | o Bystander
© 1 Killing Effect
g 0 : :
om ot ey o
E -151 v BNT324 MOA? Pumitamig MOA'
1N . | 99_._*_ 11 | Tumor cytotoxicity PD-L1 checkpoint blockade
2 +++++ e 1 G2/M cell cycle arrest Reverses T-cell immunosuppression
g -45 s *?%: 1 Cell apoptosis VEGF-A neutralization
i c:g o) 1 Bystander killing effect 1 Vascular normalization
o 604 o TR TME modulation | Hypoxia

75 St | B7H3+ angiogenic tumor vessels t Immune-cell infiltration and activation

oo ;* | B7H3+ tumor stromal cells 1 Dendritic-cell differentiation and maturation
90 1 s | Regulatory T-cell proliferation

* Phase lll trial of BNT327 + paclitaxel vs topotecan/paclitaxel in 2L SCLC in China (NCT06616532)

Chen Z, et al. ELCC 2025
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OTHER WAYS AROUND THE FAILURE OF ANTIGEN PRESENTATION:
DIRECT BINDING WITH BI- OR TRI-SPECIFIC T CELL ENGAGERS

Tarlatamab Obrixtamig Gocatamig
(AMG 757) (Bl 764532) (HPN328/MK-6070) QLS31904

il ~bindi Anti-DLL3 Fab
DLL3-binding CD3-binding DLL3-binding

region region CD3-targeting

domains

domains

CD3-targeting
domains

Anti-CD3 scFv
Anti-albumin

domain

Fc region Modified Fc region

DLL3-targeting
domain

Rudin et al., J Hematol Oncol 2023
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TARLATAMAB (AMG /97

AHALF-LIFE EXTENDED BISPECIFIC T-CELL ENGAGER BITE ANTI-DLL3

SCLC-A molecular subtype is enriched for DLL3 expression

SCLC-A ofernasn
SCLC-N o pe—feipme
SCLC-P 4 fe—fornicas
SCLC-Y oz oom
| | | | |

00 02 04 06 08 10
Proportion of primary SCLC

b i A

SCLC-A-] £42i%

-

-

SCLC—-N—+:- -

scLC-P—E- -

SCLC-Y-

4 AMG 757 k

HLE BIiTE® molecule

(to extend half-ife)
\.

TN (EEEEENIEEE e | | e EE ..
- | . s
[ T HEEETTEEIneeTa—

AMG 757 engages endogenous

T cells and SCLC cells

- :: l cD3
LL3

T-cell
actlvatlon | oy
~_« proliferation
o
S;gfévslzo 247 Tumor cell
cells * apoptosis

Einsele Cancer 2020
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TARLATAMAB IMPROVES SURVIVAL IN 2L ES-SCLC

Randomized, controlled, phase 3 DeLLphi-304 study

¥ DelLphi
(NCT05740566) 304

Key inclusion criteria

« Histologically or cytologically confirmed SCLC

+ Prog after 1L platinum-based +/- anti-PD-(L)1 Tarlatamab (n = 254)
« ECOGPSOor1

. ic, treated or brain

Randomization stratified by

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

+  Chemotherapy-free interval (< 90 days vs > 90 to < 180 days
vs 2 180 days)

Presence of (previous/current) brain metastases (yes/no)
Intended ubicin vs lurbi

Chemotherapy* (n = 255)

Topotecan (n = 185); Lurbinectedin (n = 47);
Amrubicin (n = 23)

Primary Endpoint: Overall survival

Key S y points: Prog free survival, patient-reported outcomes

Other S y p Objective r disease control, duration of response, safety
“Topotecan was used i all countries except Japan, lurbinectedin in Austraha, Canada. Republic of Korea, Singapore and the United States, and amrubicin i Japan
1L, first-line; ECOG PS, Eastern Cooperative Oncology Group status; PD-(L)1, death (kgand)-1. R, SCLC, small coll lung cancer

Progression-free survival was significantly longer with
tarlatamab vs chemotherapy

o Tarlatamab Chemotherapy
100 —— Tarlatamab =———Chemotherapy (n = 254) (n = 255)
Median PFS, months 4.2 3.7
® 804 HR (Tarlatamab/Chemotherapy) 0.71
3 (95% CI) (0.59, 0.86)
c RMST p-value (2-sided) p=0.002*
a 60
g
g @
2
2
g 20N
a.
04
0 3 6 9 12 15 18
Number of patients at risk: Time from randomization (months)
Tarlatamab 254 147 78 37 18 2 0
Chemotherapy 255 137 56 15 3 0

Rudin, C et al. ASCO 2025; Mountzios, G et al. N Engl J Med 2025

DelLLphi-304 met its primary endpoint with tarlatamab demonstrating
superior overall survival over chemotherapy

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

13.6

o sty —Cremonecsy [ Median 05, months |
:';;2;’:;"“""’“"""‘”""’” | 0 (ar,0m)
£ 804 75% | p-value (2-sided) \ p<0.001
=
g 604
> 1
L 1
T 404 1
2 : 7%,
204 1 |
1 1
1 1
04 (1 1
T T T T T T T T
0 3 6 12 15 18 21
Time from randomization (months)
Number of patients at risk:
Tarlatamab 254 220 192 131 60 17 0
Chemotherapy 255 210 156 97 42 9 - 0

Tarlatamab was associated with more frequent and more durable responses

Tarlatamab Chemotherapy Duration of response

(n = 254) (n = 255)

e TAMAAMAD e Chemotherapy

100
Best overall response®!, n (%) = Tarlatamab  Chemotherapy
£ (n = 254) (n = 255)
Complete response im 0(0) & Median DOR,
g w months o o
Partial response 86 (34) 52 (20) 5
§
Stable disease 84 (33) 112 (44) 2 60 56%
Progressive disease 56 (22) 50 (20) g
Not evaluable/no post-baseline 25 (10) 400 3 40
scan S
Objective response rate*, % (95% CI) 35 (20-41) 20 (16-26) | ¢
20
Median duration of response, g
months &9 85 2
Median time to objective response, 15 14 0
months ) . 0 3 6 1 15 18
Time from initial response (months)
T e w2 on e : ‘
Chemathwragy 52 © " 2 ' 0
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TARLATAMAB SAFETY PROFILE IN 2L ES-SCLC: DELLPHI-304 TRIAL

Tarlatamab had a more favorable safety profile CRS and ICANS events were consistent with tarlatamab’s established safety profile

Tarlatamab Chemotherapy .
(n=252)* (n = 244)* Treatment-emergent CRS and ICANS with tarlatamab CRS with first two infusions
Median duration of treatment, months, (range) 4.2 (<1-17) 2.5 (< 1-15) Minimum required monitoring
duration
All grade, TEAEs, n (%) 249 (99) 243 (100) Tarlatamab 6 - 8 Hours 48 Hours
(N=252) (n=43) (n =209)
56 ®CRS mICANS
All grade, TRAEs n (%) 235,(93) 23(91) a Treatment emergent CRS, n (%)* 16 (37) 125 (60)
Grade > 3 TRAES, n (%) 67 (27) 152 (62) § 42 Grade 1 12 (28) 94 (45)
2
Serious TRAES, n (%) 70 (28) 75 (31) ;- Grade 2 4(9) 28 (13)
z s 1
I:’ﬁ:l;m::v& l)o dose interruption and/or dose 48(19) 134 (55) § 17 Grade 3 0(0) 3
: 5 13 Serious adverse events 30 39 (19)
TRAES leading to discontinuation, n (%) 7(3) 15 (6) 6 3 3 4 . " _
1 0 0404 0 04 Leading to discontinuation of IP 0(0) 1(0.5)
Treatment-related grade 5 events!, n (%) 1(0.4) 4(2) Overair® Grade 1 Grade 2 Grade 3 Sohesr  Dicoahaliss.  Tasd Median time to intervention from last 17 27
dose (hours)

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

Treatment-emergent Adverse Events

Grade >3 Treatment-emergent Adverse

Tarlatamab improved symptoms of dyspnea and cough after 18 weeks

in > 10% of Patients Events in > 5% of Patients from baseline
‘More Frequent More Frequent More Frequent More Frequent
with C with with Ci with z
Cytokine release syndrome . S Dyspnea Chest Pain
Dy e‘:’; > - Hyponatremia . mean improvement from baseline % patients with symptom improvement % patients with symptom improvement
Decreased appetite .
Hyponatremia . Pneumonia . d
o Headache . '§ E
Oons! hon -
Weight decressed . i - 3 F &
Vomiting . E
Duziness . Neutrophil count decreased . § § ,E
Cough P E 1 i
Fatigue . Platelet count decreased . Z # *
White blood cell count decreased . £ i ‘;
Pn:j:::::: : Febrile neutropenia . - > = =
Diarrhea . »
= e P TS = TARLATAMAB CHEMOTHERAPY TARLATAMAB CHEMOTHERAPY TARLATAMAB CHEMOTHERAPY
Neutrophsl count decreased .
Febrile neu\mper:u . Ledcpn ® LS mean difference = -9.14* 0dds ratio = 2.04* 0dds ratio = 1.84*
Pletelit coust decesaesd = Neutropenia . 95% CI (-12.64, -5.64) 95% CI (1.17, 3.55) 95% C1 (0.89, 3.81)
i i = =
Nm"mn:: : A n p<0.001 p=0.012 p=01
Anemia . (Did not meet statistical significance)
25 ] % 50 -20 0 20
Jok Diflwvanca (%) Risk Difference (%)

“Adverse events (AEs) shown inchude adverse events of interest for tariatamab and selocted known adverse events for chemotheraoy

Rudin, C et al. ASCO 2025; Mountzios, G et al. N Engl J Med 2025
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OTHER DLL3/CD3 BITES FOR SCLC

SCLC

120 (n=45)
SCLC 80

100 (n=61)

£ 60
§ 80 ORR 21% ORR 39%
3 B0 = 40
£ 2
©
s 40 % 20 S - T S e e
[ i
§ 20 I ___________________ E 0
¥ (I
E 0 g” 4
£ - 5]
I 3
B .40 - @
5 i
E 60 — -60 |
.80 — 80 7 I Early fixed- and step-dose escalation cohorts
i j B 1-mg priming dose cohorts
=100 - 1004 * Participants with 0% DLL3 expression

(enrolled before protocol requirement)

Maximum change from baseline was capped at 100%.

CRS 57% (most G1-2) CRS 63% (97% G1-2)

Wermbke J Clin Oncol 2025 ; Beltran ASCO 2024
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DLL3 BITES IN THE RELAPSED/REFRAGTORY SETTING: COMBINATIONS

* DAREON-9: Obrixtamig + topotecan (NCT05990738)
* MK-6070-002: Gocatamig (MK-6070) + Ifinatamab Deruxtecan (I-DXd) (NCT06780137)
* Dellphi-310: Tarlatamab + YL201 (B7H3 ADC) +/- ICI (NCT06898957)

Change in tumor dimensions from baseline

Treatment group
80 Dose level 1
——— Dose level 2
—=—— Dose level 3

—> Treatment ongoing

=]

1
B~
=]

3

Change in sum of diameters of
target lesions from baseline, %
1

[l Dose level 1 obrixtamig + topotecan

&

Change in SOD of target lesions (%)

Confirmed ORR 72%
N=29

[ Dose level 3 obrixtamig + topotecan

[ Dose level 2 obrixtamig + topotecan

=100

P - < T+ _+ rr_° 1+ +rr °+r— °&r— 1+t T 7T
B 0 5 10 15 20 25 30 35 40 45 50 55 60 65 70

Time after treatment (weeks)

Wermke et al, ASCO 2025; ESMO 2025
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Why Bringing DLL3 Targeting to the Front Line?

Biologic Plausibility High Drop-Off Rates

@ Primary immune activation 80 % 40 %
@ Potential synergism with ChT
® Promote local inflammation

(™ T-Cell, Cold ->Hot Microenviroment) ES-SCLC pyi Induction

diagnoses ChT-I0

AR

Tarlatamab

@ Sustain immune pressure with CPI

1.-lams W, Flatiron Health RW cohort 2025-05, ISPOR 2025; 2.- Reck M, JTO 2022; 3.- Paz-Ares L, Lancet 2025; 4.- Chen X, J Immuno Therapy Cancer 2020

congress
Noemi Reguart, MD, PhD | Proffered Session Non-Metastatic NSCLC, ESMO 2025 m g
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DeLLphi-303: Moving Tarlatamab Upfront in ES-SCLC

DelLLphi-303: Phase 1b (dose expansion)

_ Enriched '

=1
=

PART 5/6/8: MAINTENANCE ONLY

T (IR s | e E.

&g
[ |
-
Tarlatamab T H ‘ :
ES-SCLC 5 | ——
10 mg Q2W + o | mm—
P/E +10 T ! moS
Atezo or § ‘ Study (mo)
X4 cC Durva s &y \ —Tadalamah'fglezulizmab mo
| e Tatlmat + irvalime
0 mFUP 18.4 mo ! . P/E (control arms)!2 ~10
o 3 6 9 1 B W% B u T P
Months from start of maintenance ealment IMpowerl133! 123
CASPIAN 2 129
(o)
1001 81 /° DeLLphi-313 NE
(induction) *
Tarlatamab Tarlatamab g BT mtite DeLLphi-313
20 mg Q3W 20 mg Q3W + 3 5 ' " ! (maintenance)* 253
2 E 1
+C/E+10 Atezo or i S :
X3 cycles Durva = :
204 : }aftg{amag + E; + :temllizumgn
! = Tarlatamab + EP + durvaluma
./ MFUP13.8mo | —osn
0 3 6 9 15 18 2 % 27 N M

IR

Months

~40%
52%
53%
81%

82%

1.- Wermke M, ESMO 2025; 2.- Paulson KG, Lancet Oncol 2025

Noemi Reguart, MD, PhD | Proffered Session Non-Metastatic NSCLC, ESMO 2025

Pivotal confirmatory trials completed accrural DelLLphi-
305 (NCTO06211036) & DelLphi-312 (NCTO7005128)
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CHIMERIC ANTIGEN RECEPTOR-T (CAR-T) CELL THERAPIES IN SCLC

-The dnTGF-BRIlI armor inhibits the TGFB1-TGFBR
pathway in LB2102 CAR-T cells.

-Armored LB2102 cells overcome TGFB1-induced
growth inhibition and maintain proliferation.

Expansion of
CAR T cells

Zhou et al. J Clin Pharmacol 2024; Sands et al. SITC 2025
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CONCLUSIONS

« SCLC exhibits heterogeneous immune landscape despite common features (high TMB, low PD-
L1, HLA down, cold TME)

« Selected types of immunotherapy have demostrated individual activity but most failed to confirm
benefit in larger randomized trials
« Predictive biomarkers remain elusive

* Most sucessful immuno-based treatment strategies in ES-SCLC include:
 Chemo-anti-PD(L)-1 ICIl in 1L induction
* Lurbi-ICl in 1L-maintenance
« DLL3TCE

« Optimal treatments sequence remains unclear, but early combinations in 1L will be likely
necessary to overcome patient attrition due to SCLC agressive biology.
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Thanks for your attention!

".E Hospital G.eneral Univfr,sitario
s @regorio Maranon

antonio.calles@salud.madrid.org

@Tony_Calles




