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Current Clinical Guidelines on Primary Treatment

for LS-SCLC

Poor PS (3-4) Poor PS (3-4)
SRl ) due to SCLC not due to SCLC
| |
4 cycles systemic chemotherapy*
y y PY 4 cycles systemic chemotherapy* Individualized treatment
+ concurrent RT followed by ) : ] )
+ RT (concurrent or sequential) including supportive care

durvalumab consolidation

'

Response assessment following primary tx

If no PD = Durvalumab consolidation

NCCN. Clinical guidelines in oncology: small cell lung cancer. v4.2025. nccn.org. Kalemkerian. JCO. 2025;43:101.

Winship Cancer Institute | Emory University



ADRIATIC: Consolidation Therapy With Durvalumab for LS-SCLC
Until

Durvalumab 1500 mg Q4W
Stage I/ll inoperable or stage Il LS- (n = 264)
SCLC; no progression after cCRT*; / investigator-
PCl allowed prior to randomization; Placebo Q4W det;; ":)’:’ed
cCRT and PCl completed 1-42 days (n =266) intolerable

prior to randomization; WHO PS 0/1 \ I e B e e e AE, or 24 mo

(N =730) 75 mg Q4W x 4 doses, then D 1500 mg Q4W o
*3-4 cycles of platinum and etoposide; RT: 60-66 Gy (n=200)

QD over 6 wk or 45 Gy BID over 3 wk; RT must start
no later than end of cycle 2 of CT.

= Coprimary endpoints: PFS by BICR per RECIST v1.1; OS for durvalumab vs placebo

= Secondary endpoints: PFS by BICR per RECIST v1.1; OS for durvalumab + tremelimumab vs
placebo; OS/PFS landmarks; safety

1. Cheng. NEJM. 2024;391:1313. 2. NCT03703297.
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ADRIATIC: Baseline Characteristics

Durvalumab Placebo Durvalumab Placebo
Variable, % (n = 264) (n = 266) Variable, % (n = 264) (n = 266)
Median age, yr 62.0 (28-84) 62.0 (28-79) Prior CT regimen
(range) = Cisplatin/etoposide 65.5 66.9
Male sex 67.4 70.7 = Carboplatin/etoposide 34.5 33.1
Race Prior radiation schedule
= White 49 .2 51.5 = Once daily 73.9 70.3
= Asian 49 6 45 5 = Twice daily 26.1 29.7
= Other 1.1 3.0 Best response to prior
cCRT 11.7 12.8
WHO PS 0/1 50.0/50.0 47.4/52.6 = CR 7.3 75 5
Smoking status = PR 15.9 12.0
= Current 23.9 20.7 = SD
= Former 67.4 69.5 .
= Never 8.7 9.8 Prior PCI
] ] = Yes 53.8 53.8
AJCC disease stage at diagnosis = No 46.2 46.2
= 3.0 4.1
= ] 9.5 8.6
= |l 87.5 87.2

1. Cheng. NEJM. 2024;391:1313. 2. NCT03703297.
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ADRIATIC: Efficacy

0S Durvalumab Placebo
(n=264) (n = 266)
Events, n (%) 115 (43.6) 146 (54.9)
Median OS, mo (95% Cl) 55.9 (37.3-NE) 33.4(25.5-39.9)
1.0+

00.8

o

30.6

s : 147.6%

E 0.2 I I

L I [
& | HR (95% CI): 0.73!(0.57-0.93); P = .0104
0 3 6 9121518212427303336394245485154576063
Mo Since Randomization

1. Cheng. NEJM. 2024;391:1313. 2. NCT03703297.
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Durvalumab Placebo
PFS (n=264) (n = 266)
Events, n (%) 139 (52.7) 169 (63.5)
Median PFS, mo (95% CI) 16.6(10.2-28.2) 9.2 (7.4-12.9)
1.0

0.81

0.6 48.8% 46.2%
0.4-

0,
02" 36.1% 134.2%

Probability of PFS

HR (95% Cl): q').76 (0.61-0.95); P =.0161

O 1 | | 1 | | 1 i 1 : 1 | | 1 | | 1 | | 1 | | 1 | | 1 | | 1
0 36 9121518212427303336394245485154576063

Mo Since Randomization




ADRIATIC: OS Subgroup Analysis

Events/Patients, n/N

Durvalumab Placebo HR (95% CI)
All patients 115/264 146/266 |_._|| 0.73 (0.57-0.93)
Age, y <65 69/160 83/162 —e— 0.76 (0.55-1.04)
’ 265 46/104 63/104 — 0.70 (0.48-1.02)
Sex Male 79/178 108/188 —— 0.70 (0.52-0.93)
Female 36/86 38/78 (e o ey | 0.83 (0.52-1.31)
Race White 60/130 77/137 —e—H 0.75 (0.53-1.05)
Asian 53/131 64/121 —— 0.72 (0.50-1.04)
IO ST TS S 0 48/133 74/131 —— 0.55 (0.38-0.79)
1 67/131 72/135 —— 0.94 (0.67-1.31)
AJCC disease stage I/ 11/33 12/34 i - | 0.92 (0.40-2.11)
at diagnosis Il 104/231 134/232 0.71 (0.55-0.91)
. - <14 14/32 24/32 } > I 0.47 (0.24-0.91)
BT:nzgﬂi:;‘t?o‘:‘f %933““ >14 to <28 37/79 51/80 I * i 0.59 (0.38-0.90)
’ =28 64/153 71/154 I—i-—l 0.90 (0.64-1.27)
. . Carboplatin-etoposide 31/91 46/88 } - | 0.56 (0.35-0.89
Prior chemotherapy regimen Cisplatin-etoposide 84/173 100/178 —e—H 0.82 20.61-1 .103
. i Once daily 92/195 107/187 —e— 0.72 (0.55-0.95)
Prior radiation schedule Twice daily 23/69 39/79 ———— 0.68 (0.40-1.14)
Complete response 12/31 15/34 i — | 0.90 (0.41-1.92)
Best response to prior cCCRT Partial response 88/191 116/200 —— 0.76 (0.57-1.00)
Stable disease 15/42 15/32 L - 1 0.54 (0.25-1.13)
Prior PCI Yes 53/142 67/143 —— 0.75 (0.52-1.07)
No 62/122 79/123 . —— . 0.71(0.51-0.99)

0.25 0.5 1.0 2.0

>

Favors durvalumab Favors placebo

1. Cheng. NEJM. 2024;391:1313. 2. NCT03703297.
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ADRIATIC: Safety

Durvalumab
(n=262)
Median (range) 9 (1-26)
Durvalumab or placebo doses, n
Mean (standard deviation)  12.9 (9.6)
Any-grade all-cause AEs, n (%) 247 (94.3)
Maximum grade 3/4 AEs 64 (24.4)
Serious AEs 78 (29.8)
AEs leading to treatment discontinuation 43 (16.4)
AEs leading to death 7(2.7)
Treatment-related® AEs leading to death 2(0.8)°
Any-grade immune-mediated AEs® 84 (32.1)
Maximum grade 3/4 immune-mediated AEs 14 (5.3)

Placebo
(n = 265)
Radiation pneumonitis
9 (1 -26) Decreased appetite
Hypothyroidism
11.8(9.2) Cough
Pruritus
234 (88.3) Nausea
64 (24_2) Dizziness
Fatigue
64 (24.2) Diarrhea
Pneumonia
28 (1 0.6) Pneumonitis
Rash
o (1 '9) Constipation
0 Hyperthyroidism
Headache
27 (1 0_2) Arthralgia
4(1.5)

1. Cheng. NEJM. 2024;391:1313. 2. NCT03703297.
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Most Frequent AEs

Durvalumab (n = 262) Placebo (n = 265)

Patients, %

Durvalumab Placebo
Maximum grade: 12 W 23 12 M 23
229 . 234
12.8
121
10.9
[ 128
Plot Area
13.2
.9
1 1 1 1 1 1 1 ]
40 30 20 10 0 10 20 30

40



Patient population

NRG LUOO5: cCRT +/- Atezolizumab in LS-SCLC

Phase 2/3, Randomized Study of cCRT * Atezolizumab in LS-SCLC

Platinum®etoposide x 4 cycles
+

LS-§CLC _ thoracic RT 45 Gy BID or 66 Gy
Patients must have received daily beginning with cycle 2 of

1 cycle of platinum/etoposide prior chemotherapy®
to registration ‘
Measurable disease

Platinum®/etoposide x 4 cycles

Stratified by +

thoracic RT 45 Gy BID or 66 Gy
daily beginning with cycle 2 of
chemotherapy®
+

Radiation schedule (BID vs daily)
Chemotherapy (cisplatin vs
carboplatin)

Sex (male vs female) _ "
ECOG (0/1 vs 2) atezolizumab Q3W x 1 y beginning

with cycle 2 of chemotherapy

Higgins KA et al. ASTRO 2024. Abstract LBAO2.
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- Primary endpoints: PFS
(phase 2), OS (phase 3)

- Secondary endpoints:
ORR, local and distant
disease control,
QOL/PRO



NRG LUOO5: cCRT +/- Atezolizumab in LS-SCLC

e Concurrent atezolizumab did not improve survival for patients with LS-SCLC compared with standard chemoradiation

100 4

HR (95% CI) 1.11(0.85, 1.45)
p-value 0.7640

[0)
g 75 -
-
2
C  50-
%)
©
()
25 -
3
+ Censored
0 —— CRT Only —— CRT + Atezo
CRT Only | 270 189 156 111 68 33
CRT + Atezo| 274 195 162 114 69 33
| | I | [ |
0 12 18 24 30 36

Months Since Randomization

Higgins KA et al. ASTRO 2024. Abstract LBAO2.
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o 1004 HR (95% CI) 1.00 (0.80, 1.25)

& pvalue  0.9542
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)
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o 50+
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o 0- —— CRT Only —— CRT + Atezo

CRT Only| 270 109 80 59 35 18

CRT + Atezo | 274 119 91 61 31 17
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1L chemoimmunotherapy for ES-SCLC

IMpower 133 Atezolizumab
Liu, JCO 2021

CASPIAN Durvalumab
Paz-Ares, ESMO Open 2022

EA5161 (phase Il) Nivolumab
Leal, ASCO 2020

KEYNOTE 604 Pembrolizumab

Rudin, WCLC 2022

ASTRUM 005 Serplulimab
Cheng, JAMA 2022
CAPSTONE-1 Adebrelimab

Wang, Lancet Oncol 2022

RATIONALE-312
Cheng, WCLC 2023

Tislelizumab

403 pts

805 pts

160 pts

453 pts

585 pts

462 pts

457 pts

5.2m
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.

Ticiana Leal, MD, Winship Cancer Institute, Emory University

112 -3m
HR 0.76

12.9m
HRO.71

11.3m
HR 0.73

10.8m
HR0.76

15.4m
HR 0.63

15.3m
HR 0.72

15-5m
HR0.75

Winship Cancer Institute | Emory University

52%

53%

50%

45%

61%

63%

63%
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ES-SCLC: 1L Maintenance

Study Start of the Induction therapy  Maintenance N PFS (ms) (95% HR (95% C1) 05 (ms) (95% HR [95% CI)
(characteristics) accrual End of therapy pts  Cl) p-value a) p-valie
the accrual
Chemotherapy
Nie K et al, 2020 January 2007 PEor Ml x 4-6 51 45 6.35 1057 10.82 0860
Phase 2 November 2018 cycles +/- PCl vs placebo 44 598 [0.656-1.707) 10,09 (03M4-1.617)
ED, not progressed p=0.820 pe=L505
Immunotherapy
Peters § et al, 2021 December 2015 PE x 4 cycles + Nivolumab + T8 10.7 102 (066-158) NR 095 (0.59-1.52)
Phase 2 April 2019 CONCOMitant Ipilimumab x 4 cy- 75 145 p=0.93 321 P52
LD, not progressed thoracic KT + POl cles — Nivolumab
up m 12 ms
vs observation
Owonikoko TK et October 2015 Platinum-based x  Nivolumab + i) B ) 0.72 (0.60-0.87) 9.2 092 (0.75-112)
al, 2021 January 208 3-4 cycles +/- PC1 Ipilimumab x 4 cy- 275 14 9.6 pe=0.37
Phase 3 cles — Nivolumab
ED, not progressed up o 24 ms
vs placebo
Nivolumab up 280 19 067 (0.56-0.81) 104 084 (0.69-1.02)
24 ms 273 14 96
vs placebo
Gladkov O et al, May 2007 Platinum-based x Bd 15 101 (0.76-1.34) 123 110 (084-1.44)
2015 January 2011 4 cycles +/- PCL Cyclophosphamide/ 44 14 141
Phase 2 tucotuzumab
ED, in CR or PR vs best-supportive
care
Target therapy
Johnson ML et al, February 2017 PFEorPlx4 Rova-T 37z 37 0.51 (0.44-0.60) B8 11 (0.9-1.4) *
2021 July 2019 cycles +/- POl vs placebo 6 14 # 99 p=0.237
Phaze 3 pef0a1
ED, not progressed
Al X et al, 2021 July 208 PE x 4 cycles +/-  Niraparib 125 154 0.66 (0.46-095) 992 103 (0.62-1.73)
Phasze 3 February 2000 PCl vs placebo &0 136 1143 P 09052
ED, in CR or PR p=0.0242
Sum JL et al, 2008 June 2013 PE x 4 cycles +/-  Pazopanib 48 37 0.44 (029-069) 106 114 (0.74-1.76)
Phase 2 July 36 PCl vs placebo 47 18 129 P54
ED, not progressed pe00001
Ready NE et al, March 2007 PE x 4-6 cycles Sunitinib a4 37 162 (127-208) 9.0 128 (0.79-2.10)
2015 December 2011 +/- PC1 vs placebo 41 21 6.9 Pt
Phase 2 p=0.02
ED, not progressed
Other agents
Santo A et al, 2009  May 2012 PE x 4-6 cycles Lanreotide up to 39 36 151 (0.90-250) 95 130 (0.64-2.65)
Phase 3 April 216 +/ thoracic KT 12 ms 32 23 4.7
LD and ED, in CR +/- PC1 vs observation p=0.11 pelldT

or PR

Belluomini Let al. / Seminars in Oncology 49 (2022) 389-39

Several trial failed to show a survival benefit from
maintenance therapy in SCLC.

PFS benefit, but not OS, with immunotherapy
maintenance was reported.

Signal could have been stronger if all pts
had received induction chemoimmunotherapy

Which patients could benefit the most from 10
maintenance?

Ticiana Leal, MD, Winship Cancer Institute, Emory University



IMforte: Lurbinectedin + Atezolizumab as First-line

Maintenance Therapy in ES-SCLC

First screening Induction phase Second screening Maintenance phase
S - S , (O
Ellglblllty criteria Lurbi (3.2 mg/m?) +
No prior systemic Ellglblllty criteria atezo (1200 mg) Treatuntil
treatment for Ongoing CR/PR or IV q3we PD or =
ES-SCLC Atezo + SD following unacceptable =
« No CNS carbo + etop induction therapy toxicity _%
metastases (4 cycles q3w)? « ECOG PS 0/1 E
+ ECOG PS 0/1 Atezo (1200 mg) No crossover
N=483° IV g3w allowed [~
N=660
o & 4 \ y e
I >
| Efficacy endpoint assessments started from randomization into
the maintenance phase; safety analyses were from MC1D1

Stratification factors for randomization
+ ECOG PS (0/1)
* LDH (sULN/>ULN)

Last patient randomized: April 30, 2024

Clinical cutoff: July 29, 2024 * Prior receipt of PCI (Y/N)

NCT05091567. Paz-Ares. WCLC 2022. Abstr EP14.01-015. Paz-Ares. ASCO 2025. Abstr 8006.

2025 Debates and Didactics in Hematology and Oncology

Primary endpoints
IRF-PFS and OS

* Presence of liver metastases (Y/N) at induction BL

Secondary endpoints included

INV-PFS, ORR, DOR, and safety



IMforte: IRF-PFS

o PFS assessment started from randomization into the maintenance phase

100 4
80

S 60

"

L

iy

L

€  40-
20 -

NCT05091567. Paz-Ares. WCLC 2022. Abstr EP14.01-015. Paz-Ares. ASCO 2025. Abstr 8006.

6-mo IRF-PFS 12-mo IRF-PFS

112.0%
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—

R
Events, n (%) 174 (71.9) 202 (83.8)
PFS, median (95% CI), mo 5.4 (4.2,5.8) 21116, 2.7)
Stratified HR (95% ClI) 0.54 (0.43,0.67)
Stratified P value (2-sided) <0.0001

a boundary (2-sided) 0.001

Investigator-assessed PFS was consistent with IRF-PFS
* Median: 5.4 mo with lurbi + atezo and 2.7 mo with atezo
(stratified HR, 0.55 [95% CI: 0.45, 0.68])



IMforte: OS

100

0os

Events, n (%)

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

80

60 —

0OS (%)

Lurbi + atezo Atezo
(n=242) (n=241)
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

40

20

Time from randomization (months)

Maintenance treatment
Lurbi + atezo
Induction treatment : SeEE
Atezo + carbo + etop Median OS from randomization: 13.2 months

Maintenance treatment
Atezo
Median OS from randomization: 10.6 months

3.2 months?

NCT05091567. Paz-Ares. WCLC 2022. Abstr EP14.01-015. Paz-Ares. ASCO 2025. Abstr 8006.
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IMforte results do not
include time on
induction treatment



IMforte: Safety

. . Lurbi + atezo Atezo . . Lurbi + atezo
> 0, > (1)
Patients with 21 AE, n (%) (n=242) (n=240) Patients with 21 AE, n (%) (n=242)
All-cause AEs 235 (97.1) 194 (80.8) Lurbinectedin AESI9 93 (38.4) 62 (25.8)
Grade 3/4 AEs 92 (38.0) 53 (22.1) Grade 5 AES| 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

Atezolizumab AESI requiring

Treatment-related Grade 5 AEs 2(0.8)2 1(0.4)° T e 40 (16.9) 18 (7.5)
Serious AEs 75(31.0)  41(17.1) Median treatment duration, mo e e 4 2.1
4.2 (atezo)
AEs leading to discontinuation of any 6.5 (lurbi)/
15 (6.2 8(3.3 i : 5 (lurbi)
study drug (6.2) (3-3) Median number of doses received 7.0 (atezo) 4.0

AEs leading to dose interruption/

modification of any study drug® DZNER) seljloio)

NCT05091567. Paz-Ares. WCLC 2022. Abstr EP14.01-015. Paz-Ares. ASCO 2025. Abstr 8006.
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IMforte: All Cause AEs with incidence 2

10%

Lurbi + atezo

(n=242)

. . Lurbi + atezo Atezo y :
> 0, > (1)
Patients with 21 AE, n (%) (n=242) (n=240) Patients with 21 AE, n (%)
All-cause AEs 235 (97 1) 194 (80.8) Lurbinectedin AESI¢
Grade 3/4 AEs 92 (38.0) 53 (22.1) Grade 5 AESI
Treatment-related Grade 3/4 AEs 62 (25.6) 14.0 (5.8) Atezolizumab AESI¢
Grade 5 AEs 12 (5.0) 6 (2.5) Grade 5 AESI

Atezolizumab AESI requiring

3 b
Treatment-related Grade 5 AEs 2 (0.8)? 1(0.4) oo etois

Serious AEs 75 (31.0) 41 (17.1) Median treatment duration, mo

AEs leading to discontinuation of any
study drug 15(6.2) 8(3.3) Median number of doses received

93 (38.4) 62 (25.8)
7 (2.9) 4(1.7)

76 (31.4) 54 (22.5)

0 0
40 (16.5) 18 (7.5)
4.1 (lurbi)/ 51
4.2 (atezo) )
6.5 (lurbi)/
7.0 (atezo) 2t

AEs leading to dose interruption/

modification of any study drug® DZNER) seljloio)

NCT05091567. Paz-Ares. WCLC 2022. Abstr EP14.01-015. Paz-Ares. ASCO 2025. Abstr 8006.
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DellLphi-304: Phase 3 of tarlatamab versus SOC

Key inclusion criteria

+ Histologically or cytologically confirmed SCLC

» Progression after 1L platinum-based chemotherapy +/- anti-PD-(L)1
« ECOGPSOor1

+ Asymptomatic, treated or untreated brain metastases

Tarlatamab (n = 254)

R
Randomization stratified by (N l:;og)

*  Prior anti-PD-(L)1 exposure (yes/no)
+  Chemotherapy-free interval (< 90 days vs > 90 to < 180 days
vs > 180 days)

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

Chemotherapy* (n = 255)

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

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

Rudin et al. ASCO 2025. Mountzious et al. NEJM 2025.
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DellLphi-304: Phase 3 of tarlatamab versus SOC

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

Tarlatamab Chemotherapy Median OS, months 13.6 8.3
100+ HR (Tarlatamab/Chemotherapy) 0.60 (0.47, 0.77)
(95% CI) . mAmCREAs
— (V)
= 801 76% p-value (2-sided) p < 0.001
= 1
= 604
A [
[
= 40 ~ I
5 ' 37%, -
S [ I
20 - 1 I
1 I
(O . !
T T i T i T T T
0 3 6 9 12 15 18 21

Time from randomization (months)

Rudin et al. ASCO 2025. Mountzious et al. NEJM 2025.
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DelLLphi-304: Phase 3 of tarlatamab versus SOC

Progression-free survival was significantly longer with
tarlatamab vs chemotherapy

100 = Tarlatamab Chemotherapy
Median PFS, months 4.2 |
=R 80 HR (Tarlatamab/Chemotherapy) 0.71
§ (95% CI) (0.59, 0.86)
= RMST p-value (2-sided) p =0.002*
S 601
[¢b]
<
5 407
[72]
w
o
g 20 7] l I "MI L)
o 1
: LILI T
0 I 4%,
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 et al. ASCO 2025. Mountzious et al. NEJM 2025.
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DeLLphi-304: Safety

Tarlatamab
(n=252)*

Chemotherapy
(n = 244)*

Median duration of treatment, months, (range)
All grade, TEAEs, n (%)
All grade, TRAEs n (%)

Grade >3 TRAEs, n (%)

Serious TRAEs, n (%)

TRAEs leading to dose interruption and/or dose
reduction, n (%)

TRAEs leading to discontinuation, n (%)

Treatment-related grade 5 eventst, n (%)

42 (< 1-17)
249 (99)
235 (93)
67 (27)
70 (28)

48 (19)

Cytokine release syndrome
Dysgeusia

Pyrexia

Decreased appetite
Hyponatremia

Headache

Constipation

Weight decreased
Vomiting

Dizziness

Cough

152 (62) . Fatigue
White blood cell count decreased

Asthenia

Pneumonia

Diarrhea

Dmspnea

ausea

Neutrophil count decreased
Febrile neutropenia

Leukopenia

Platelet count decreased

15 (6) Thrombocytopenia
Neutropenia

Anemia

25 (< 1-15)
243 (100)

223 (91)

75 (31)

134 (55)

Rudin et al. ASCO 2025. Mountzious et al. NEJM 2025.
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Treatment-emergent Adverse Events
in >10% of Patients

More Frequent More Frequent

with Chemotherapy with Tarlatamab

25 0 25 50
Risk Difference (%)




T cell engagers in development

Tarlatamab Bl 764532 MK-6070 QLS31904 RO7616789
(HPN 328)

Anti-DLL3 Fab

DLL3-binding CD3- and CD137-

DLL3-bindin
& domain binding domain*

- i DLL3-bindin
dormains CD3-targeting g

. . CD3-targeting
region region

domains

CD3-targeting
domains

Anti-CD3 scFc

Anti-albumin
domain

Fc region Fc region

Modified Fc region

DLL3-targeting
domain

*Engineered to avoid simultaneous binding of CD3 and CD137.

2025 Debates and Didactics in Hematology and Oncology



DelLLphi-305: Durvalumab +/- Tarlatamab in 1L Maintenance

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

« Adults with ES-SCLC who Tarlatamab IV Q2W +
completed 3-4 cycles of Durvalumab |V Q4W

platinum/etoposide with concurrent / (n = 275)
durvalumab as first-line tx without
disease progression

* no symptomatic CNS mets \‘ Durvalumab IV Q4W
« ECOG PS 0-1 (n = 275)

* Primary endpoint: Overall Survival
« Secondary endpoints: PFS, ORR, DCR, DoR, TTP, safety, QoL

NCT06211036 Winship Cancer Institute | Emory University 23



#TPS8127

DAREONT™-8: A Phase |, open-label, dose escalation/expansion trial of the DLL3-targeting
T-cell engager, Bl 764532, combined with first-line standard of care (platinum, etoposide, and
anti-PD-L1 antibody) in patients with extensive-stage small cell lung carcinoma (ES-SCLC)

Solange Peters,!” Stéphane Champiat,2 Tatsuya Yoshida,®* Nicolas Dorleacq,® Yiyuan Ma,® Lijiang Geng,” Ticiana Leal®

1. Centre Hospitalier Universitaire VVaudois, Lausanne University, Lausanne, Switzerland; 2. Gustave Roussy Cancer Campus, Villejuif, France; 3. National Cancer Center Hospital,
Tokyo, Japan; 4. National Cancer Center Research Institute, Tokyo, Japan; 5. Boehringer Ingelheim, France S.A.S., Reims, France; 6. Boehringer Ingelheim International GmbH,
Ingelheim am Rhein, Germany; 7. Boehringer Ingelheim (China) Investment Co., Ltd., Shanghai, China; 8. Winship Cancer Institute, Emory University Hospital, GA, USA

Objectives

» Primary objectives: MTD of Bl 764532 and/or RDE/RP2D for target and step-in doses (part A: dose escalation);

confirm safety and tolerability of Bl 764532 at the RDE/RP2D in combination with different SoC regimens
(chemotherapy + PD-L1) (part B: dose expansion)

« Secondary objectives: evaluate the Bl 764532 dose-tolerability relationship during the on-treatment period
(part A: dose escalation); assess the efficacy of Bl 764532 + SoC (part B: dose expansion)
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* DLL3is expressed on the
cell surface of numerous
tumors but not on
healthy cells2?
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= BI 764532 is a novel T-cell
engager that binds to both
DLL3 on cancer cells and
CD3 on the surface
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« CD3isa T-cellligand of T-cells* and recruit otherimmune
cells, leading to cancer
cell apoptosis®
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Primary Objective: MTD of Bl 764532 and/or

RDE/RP2D; confirm safety at the RP2D in combination
with different SOC regiments

Secondary Objectives: evaluate Bl 764532 dose-
tolerability relationship during on-treatment period;
assess efficacy in combination with SOC

2025 Debates and Didactics in Hematology and Oncology

Mandatory premedication 30—-60 minutes before each Bl 764532 administration should include:
acetaminophen/paracetamol p.o. or IV + antihistamine IV, equivalent to diphenhydramine IV + dexamethasone p.o. or IV
or equivalent intermediate-acting corticosteroid if dexamethasone is contraindicated

Part B: dose expansion (N=30)

Part A: dose escalation* (N=~30)

21-day cycles for up to 36 months E For up to 36 months
Step-in dosing regimen followed by target dosing E
1
Dose level 4: Bl 764532
! Cohort 1: BI 764532

carboplatin + etoposide + atezolizumab

S TR =
Dose level 3: Bl 764532 carboplatin + etoposide + atezolizumab

carboplatin + etoposide + atezolizumab

Cohort 2: Bl 764532
carboplatin + etoposide + durvalumab

RDE/RP2D
Dose level 2: Bl 764532

carboplatin + etoposide + atezolizumab

Cohort 3: Bl 764532
cisplatin + etoposide + durvalumab

Dose level 1: Bl 764532

1
1
)
carboplatin + etoposide + atezolizumab E
1
)
'

*Guided by Bayesian logistic regression model with overdose control
Treatment administered until disease progression or withdrawal of consent



Select ADC Targets Under Investigation in SCLC
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What does the future look like?

Therapy line Current Future Future
Threshold
. « OS:
Consolidation Platinum-based chemotherapy + , Tarlatamab + CHT + 10 + DoR;
Atezolizumab or Durvalumab T * PFS:
+ ORR:
ADCs +10?
|O=Atezolizumab or Durvalumab Tarlatamab + 10 or TCEs + 10?
Mai B4 Threshold ’ Threshold
aintenance Lurbinectedin +I0 - 08: s O
+ DoR; *+ DoR:
. PFS: i i + PFS:
: ZI;%: Lurbinectedin + 10 . ORR.

2L +

v Rechallenge

v Tarlatamab

: : Threshold

v Lurbinectedin oS
* DoR:

v Topotecan . PES
- ORR:

v Clinical trials

v TCEs
v ADCs

v' Topotecan

v' Other TCEs
v' Other ADCs

v Topotecan
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Ticiana Leal, MD, Winship Cancer Institute, Emory University



Take Home Messages

= Novel strategies have to go beyond chemoimmunotherapy
with immune checkpoint inhibitors in ES-SCLC.

= 1L maintenance Lurbinectedin in Combination With
Atezolizumab improves PFS and OS.

= Tarlatamab led to improved OS in second-line.

= The front-line setting has the potential to shift with the
addition of T cell engagers in maintenance and in 1L.

= ADCs are promising therapeutic strategies; however, it is
important to understand target expression patterns to
optimize ADC therapy

Ticiana Leal, MD, Winship Cancer Institute, Emory University . . ) .
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