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SCLC- Leading causes of US cancer mortality @3\;
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Management of patients with small-cell lung cancer (SCLC) as of 2024
Promising changes but still limited progress
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OVERVIEW

Small Cell Lung Cancer
 Recent Advancements in Treatment
 Limited-Stage

« Extensive-Stage

 Emerging Trials & Novel Targets

* Biology & Biomarkers in SCLC
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Consolidation Durvalumab after Concurrent ChemoXRT
ADRIATIC study design

Phase 3, randomized, double-blind, placebo-controlled, multicenter, international study (NCT03703297)

Stage |-l LS-SCLC . .
Stagei-tllE _ e Durvalumab Dual primary endpoints:
(stage I/ll inoperable) 1500 mg Q4W
WHO PS 0 or 1 N=264 * Durvalumab vs placebo
- 0S
Had not progressed
PCI* permitted before @ Placebo Key secondary endpoints:
bRl e o/ Sl » Durvalumab + tremelimumab vs
N=266 placebo
cCRT components - . - 0S
Stratified by: PFS (by BICR RECIST v1.1
+ Four cycles of platinum and Disease stage Durvalumab + tremelimumab > (by  per viA)
etoposide (three permitted?) (1711 vs 1IN D 1500 mg Q4W + T 75 mg Q4W for 4 doses, i
Other secondary endpoints:
. RT. 60-66 Gy QD over 6 weeks | PC! (ves vs no) followed by D 1500 mg Q4W e
or 45 Gy BID over 3 weeks N=200 « OS/PFS landmarks
+ RT must commence no later - ) . . « Safety
than end of cycle 2 of CT Treatment until investigator-determined progression or
intolerable toxicity, or for a maximum of 24 months
"¢CRT and PCI treatment. if received per local standard of care, must have been completed within 1-42 days prier to randomization
fif disease control was achieved and no additional benefit was expected with an additional cycle of chemotherapy, in the opinion of the investigator
IThe first 800 patients wera randomized in a 1:1:1 ratio to the 3 treatment arms; subseguent patients ware randomized 1:1 to aither durvalumab or placabe
| ; _ BICR NIMHIHMM?HI ceniral réview, BID, tce daily; CT u-emm-aqr D, gurvalumab )
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Consolidation Durvalumab Post-CCRT Improves PFS
Progression-free survival* (dual primary endpoint)

» Median duration of follow up in censored patients: 27.6 months (range 0.0-55.8)
1.0 5

Durvalumab Placebo
(n=264) (n=266)
Events, n (%) 139 (52.7) 169 (63.5)
0.8 mPFS, months (95% CI) 16.6 (10.2-28.2) 9.2 (7.4-12.9)
) HR (95% CI) 0.76 (0.61-0.95)
.fit 06 - p-value 0.0161
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1 36.1% 134 29 ' "
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o 1 1 1 Ll 1 i 1 i 1 L 1 1 Ll Il I Ll Ll 1 1 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63
N Time from randomization (months)
o. at risk

Durvalumab 264 212 161 135 113 105 101 98 84 78 51 51 33 21 19 10 10 4 4 0 0 0
Placebo 266 208 146 122 100 88 79 76 71 69 47 47 34 23 22 15 , 0
"By BICR per RECIST vi.1.
PFS was analyzed using a stratified log-rank test adjusted for disease stage (1l vs lll) and receipt of PCI (yes vs no). The significance ievel for testing PFS at this interim analysis was 0.00184 (2-sided) at the 0.5% level, and
0.02805 (2-sided) at the overall 5% level. Statistical significance for PFS was achieved through the recycling multiple testing procedure framework and testing at the 5% (2-sided) alpha level (adjusted for an interim and final analysis).
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Consolidation Durvalumab Post-CCRT Improves OS
Overall survival (dual primary endpoint)

» Median duration of follow up in censored patients: 37.2 months (range 0.1-60.9)

1.0 1™ Durvalumab Placebo
(n=264) (n=266)
Events, n (%) 115 (43.6) 146 (54.9)
0.8 1 mOS, months (95% CI) 55.9 (37.3-NE) 33.4 (25.5-39.9)
* 68.0% HR (95% CI) 0.73 (0.57-0.93)
©) ! L 56.5% p-value 0.0104
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0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63
No. at risk Time from randomization (months)
Durvalumab 264 261 248 236 223 207 189 183 172 162 141 110 90 68 51 39 27 19 1 5 1 0
Placebo 266 260 247 231 214 195 175 164 151 143 123 97 80 62 44 31 23 19 8 5 1 0

OS was analyzed using a stratified log-rank test adjusted for receipt of PCl (yes vs no). The significance level for testing OS at this interim
analysis was 0.01679 (2-sided) at the overall 4.5% level, allowing for strong aipha control across interim and final analysis timepoints.
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A New Standard of Care for Limited-Stage SCLC

National 9 = .
comprehensive NCCN Guidelines Version 2.2025 . -
ARy Cancer | Small Cell Lung Cancer e

PRINCIPLES OF SYSTEMIC THERAPY

PRIMARY OR ADJUVANT THERAPY FOR LIMITED STAGE SCLC:

Four cycies of cytotoxic chemotherapy are recommended.
Planned cycle length should be evoalx 21-28 days during concurrent RT.
During cytotoxic chemotherapy + RT, cisplatin/etoposide is recommended (category 1).
The use of myeloid growth factors is not recommended during coglc‘t:g;g; fytotoxlc chemotherapy therapy plus RT (category 1 for not using

« Cisplatin 7E mglm; day 1 and etoposide 100 mg/m? days 1, 2, 32

« Cisplatin 60 ma/m? day 1 and etoposide 120 ma/m? days 1, 2, 3°

» Consolidation Therapy
» Durvalumab 1500 mg day 1 every 28 days?*

. @is iatin gg mg’m; %ays q. g, § and etoposide 100 mg/m? days 1, 2, 32
« Carboplatin area under the curve (AUC) 5-6 day 1 and etoposide 100 mg/m? days 1, 2, 30

PRIMARY THERAPY FOR EXTENSIVE STAGE SCLC®:

Four cycles of cytotoxic chemotherapy are recommended, but ::tmzpatlents may receive up to 6 cycles based on response and tolerability
er 4 cycles.

Preferred Regimens

« Carboplatin AUC 5 day 1 and etoposide 100 mg/m? days 1, 2, 3 and atezolizumab 1200 mg day 1 every 21 days x 4 cycles followed by
maintenance atezolizumab 1200 mg day 1, every 21 days (category 1 for all)d.6

« Carboplatin AUC 5 day 1 and etoposide 100 mg/m? days 1 L 2, 3 and atezolizumab 1200 mg day 1 every 21 days x 4 cycles followed by
maintenance atezolizumab 1680 mg day 1, every 28 days®®

« Carboplatin AUC 5-6 day 1 and etoposide 80-100 mg/m? days 1, 2, 3 and durvalumab 1500 mg day 1 every 21 days x 4 cycles followed by
maintenance durvalumab 1500 mg day 1 evelg_zs days (categor¥ 1 for :allt;"»'-"7

« Cisplatin 75-80 mg/m? day 1 and etoposide 80-100 mg/m? days 1, 2, 3 and durvalumab 1500 mg day 1 every 21 days x 4 cycles followed by
maintenance durvalumab 1500 mg day 1 every 28 days (category 1 for all)d.¢.f.7

« Carboplatin AUC 5-6 5ay 1 and etoposide 100 mg/m? days 1, 2b38 Footnotes (SCL-E 2 of 6)
« Cisplatin 75 mg/m? day 1 and etoposide 100 mg/m? days 1, 2, Subsequent Systemic Therapy ( Z

« Cisplatin 80 mg/m? day 1 and etoposide 80 mg/m? days 1, 2, 31° Response Assessment (SCL-E 4 of 6
« Cisplatin 25 mg/m? days 1, 2, 3 and etoposide 100 mg/m? days 1, 2, 311 References (SCL-E 5 of 6)

Useful in Certain Circumstances

« Carboplatin AUC 5 day 1 and irinotecan 50 mg/m? days 1, 8, 152
« Cisplatin 60 mg/m? day 1 and irinotecan 60 mg/m? days 1, 8, 1513
+ Cisplatin 30 mg/m? days 1, 8 and irinotecan 65 mg/m’ days 1, 8'4

[ Note: A dations are category 2A unless otherwise indicated. |

SCL-E
10F6

Version 2 2025, 000524 © 2024 National Comprehensive Cancer Network® (NCCN®), Al nghts reserved. NCCN and this may not be In any form without the express wrilten parmission of NCCN.
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Checkpoint Inhibitors and SCLC THE SEN LAB

IMpower 133
CheckMate 032

CheckMate 331
KEYNOTE 028 CheckMate 451

KEYNOTE 158

1L atezolizumab

1L durvalumab

FDA approved FDA approved
3L nivolumab 3L pembrolizumab
accelerated FDA accelerated FDA
approval approval
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EA5161

SKYSCRAPER-02

KEYNOTE 604

CAPSTONE-1
ASTRUM-005

3L pembrolizumab
approval withdrawn

3L nivolumab approval
withdrawn

Adapted from Sen T, et al., Nature Reviews Clinical Oncology, 2024




How are we doing with extensive-stage SCLC )

THE SEN LAB
Where we were.... Where we are....
100 =, Median
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Time Since Enrollment (months) Time from randomization (months)
2009 2022
Comparison of two platinum doublet regimens Comparison of platinum doublet with or without IO
* Three-year survival <5% * Three-year survival 17.6 vs 5.8%
« Essentially no long-term survivors « Curves flatten out
Laraetal., JCO, 2009 Horn et al.,, N Engl J Med 2018; Paz-Ares et al., Lancet 2019
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IMbrella A: Extension Study to IMpowerl33

No. at risk

Atezo + CP/ET
Placebo + CP/ET
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Immune checkpoint blockade in SCLC

201182159121 93 81 61 4¢
202 186160114 74 55 39 34

* They work
* They have a role
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Ate(zo_-; (;:1P)/ ET PIac&(eb;;:)P/ EY IMpowerl33 IMpowerl33
s = and IMbrella A only
OS events, n (%) 159 (79.1) 169 (83.7) OS rate Atezo + CP/ET | Placebo + CP/ET
Median OS (95% Cl), months |[12.3 (10.8, 15.8) | 10.3(9.3,11.3) (95% Cl), % (n=201) (n=202)
Atezo + CP/ET median follow-up: 59.4 months (range, 0.0-72.6) 1-year 52% (45-59) 39% (32-46)
Placebo + CP/ET median follow-up: 26.4 months (range, 0.0-34.4)
2-year 22% (16-28) 16% (11-21)
5-year OS, 12%
! 3-year 16% (11-21) NE2
| 4-year 13% (8-18) NE?
' 5-year NE?

- 5Y OS improved to 12% with
rolizumab in ES-SCLC

Liu, et al. WCLC. 2023.




Why does 10 impact LS-SCLC more than ES-SCLC?

Overall survival (dual primary endpoint)

» Median duration of follow up in censored patients: 37.2 months (range 0.1-60.9)

1.0 5 Durvalumab Placebo
(n=264) (n=266)
Events, n (%) 115 (43 6) 146 (54.9)
0.8 - mOS, months (95% Cl) 55.9 (37.3-NE) 33.4 (25.5-39.9)
» HR (95% Cl) 0.73 (0.57-0.93)
O 56.5% p-value 0.0104
s 0.6 - ' L
Py _
% : . 1 1 I
%" 044 47 6% . e
Q ]
0.2 -
0

Abscopal effect?
Upregulation of MHC Class 1?
Enrichment for a particular NE subtype?
Tumor-immune co-evolution...

Cheng et al., NEIJM, 2024
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Lurbinectedin as a second line therapy for SCLC

58 ] 152
82 | 1133

89 | ] 132

72| ] 112

« Selective inhibitor of transcription & TME a
- Phase 2 single-arm basket trial 2] =5
= 105 pts with relapsed SCLC (2 or 3L)

= 3.2 mg/m2 dose IV g3weeks Unmet Need:

o | | T Predictive
= 1° endpoint: Overall response rate = 35.2% “ 5 biomarkers to

= Platinum-response: 45.0% (S) vs 22.2% (R) @ 29 lurbinectedin
« Accelerated FDA approval (June 2020) SE=——n

Patients who had a response
=
w
-
.
[=-]

[ Chemotherapy-free interval 290 days
[ Chemotherapy-freeinterval <90 days

T T T T T T T T T T T T T 1
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16
Duration of response (months)

Figure 1: Duration of resp byi
Each bar represents a patient with SCLC who responded to treatment (n=37). Data shown on the left of each bar are the chemotherapy-free interval (months); data
shown on the right of each bar are the duration of response (0 is the time of starting response). Data in red font refer to eight patients censored at the cutoff date:
seven with no documented progression (under follow-up) and one who discontinued treatment due to an investigator's decision and then received further therapy.
SCLC=small-cell lung cancer.

Trigo, et al. Lancet Oncol. 2020.
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Lurbinectedin augments the anti-tumor effect of &)

osimertinib in transformed SCLC AR
L X1042 —~ L X151
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Lurbinectedin with Osimertinib in Transformed Small Cell

Lung Cancer (LOTS); )

Role Co-PI
Osimertinib | Osimertinib |
—@— Lurbinectedin  * —@— Lurbinectedin [#**
—@— Osimertinib+ —@— Osimertinib+
Lurbinectedin *E* Lurbinectedin o

Chakraborty et al., Clinical Cancer Research, 2023
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IMforte: Addition of Lurbinectedin to Atezolizumab
Maintenance

Jazz Pharmaceuticals Announces Statistically Significant
Overall Survival and Progression-Free Survival Results for
Zepzelca® (lurbinectedin) and Atezolizumab Combination in
First-Line Maintenance Therapy for Extensive-Stage Small
Cell Lung Cancer

October 15, 2024 A Download PDF

Jazz plans to submit supplemental New Drug Application in first half of 2025 for this combination therapy as a

first-line maintenance treatment for ES-SCLC
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Lurbinectedin and PD-L1 causes significant tumor @

.*._

regression in the maintenance setting THE SENLAB

STING mediated multimodal immune activation by lurbinectedin

Lurbinectedin

1400 L~ |

Small Cell Lung Cancer Immune activation

| Lurbinectedin + PD-L1 blockade >
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L / CCL5 ANXA1

*hw

Chakraborty et al., Cell Reports Medicine, 2024
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DLL3 BITE/TriTEs in ES-SCLC

Structure of DLL3-targeting TCEs in
development

Tarlatamab Bl 764532 HPN 328 or MK-6070

CD3-binding DLL3-binding

LA Inding region region

domains CD3-targeting

domains

CD3-targeting
domains

Anti-albumin
domain

Fc region Fc region

DLL3-targeting
domain

Rudin et al. Journal of Hematology & Oncology (2023) 16:66
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Tarlatamab as a second line therapy for SCLC

Bispecific T-cell Engager (BiTE): DLL3, CD3

Phase 2 DeL Lphi-301 (NCT05060016)

220 pts: 10 mg or 100 mg cohorts q2w
ORR: 40% (10 mg), 32% (100 mg)
MDOR: >6 months in 59% pts

TRAE: Low-grade CRS, neurotoxicity
C1D1 & C1DS8 require 22-24h observation

Accelerated FDA approval (May 2024)

Triparna Sen, PhD, Associate Professor

A Onset and Duration of Response

Patients

&

First response (partial response or better) = Disease progression

Tarlatamab, 10 mg (N =40)

+ 0

ngoing treatment = Death

Tarlatamab, 100 mg (N=28)
>
Y
3
-
3
—ad

)
E

30 40 S0 e 70 80 0 10

Duration of Treatment (wh)

T
20

30 40 S0 60 70 80

Responses to tarlatamab are durable

Ahn, et al. NEJM. 2023.



Tarlatamab Addition to 1L ChemolO Maintenance

2024 World Conference SEPTEMBER 7-10, 2024 HWCLC24

on Lung Cancer SAN DIEGO, CA USA wclc2024.iaslc.org

DelLphi-303: Tarlatamab with PD-L1 Inhibitor as 1LM ¥ DeLLphi

* Phase 1b, multicenter, open-label study (NCT05361395) —

Tarlatamab
1L Chemo-IO 1L Maintenance
Enroliment : -
Key Inclusion Criteria Tarlatamab (10 mg IV Q2W)* +
Platinum-etoposide + A * No disease progression following 4-6 cycles of Atezolizumab (1680 mg IV Q4W)
PD-L1 inhibitor platinum-etoposide + PD-L1 inhibitor N°“'_
* Eligible if no access to 1L PD-L1 inhibitor fandarlzed
(4-6 cycles) * Prior treatment for LS-SCLC permitted Switching to
y ) _ErCOtG ZS °'d1 ormatic brain metast direEs- Tarlatamab (10 mg IV Q2W)* +
* Treated and asymptomatic brain metastases
e AN asyme peitted Durvalumab (1500 mg IV Q4W)

DLL3 positivity not required

* Must initiate 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)

Primary Endpoints’: Dose-limiting toxicities, treatment-emergent / treatment-related adverse events (TEAEs, TRAEs)
Secondary Endpoints*: Disease control and PFS per local RECIST 1.1 assessment, OS

Data cutoff was May 31, 2024. *Tarlatamab was initiated with step dosing: 1 mg on Day 1, followed by 10 mg on Days 8, 15, and Q2W thereafter. "Also includes vital signs, electrocardiograms, and clinical laboratory tests. *Also
includes objective response, duration of response, and serum concentrations of tarlatamab. +, censored; 1L, first-line; 1LM, first-line maintenance; C1D1, cycle 1 day 1; chemo, chemotherapy; DLL3, delta-like ligand 3; ECOG PS,
Eastern Cooperative Oncology Group performance status; 10, immuno-oncology agent; IV, intravenous; LS, limited-stage; 0S, overall survival; PD-L1, programmed death-ligand 1; Q2W, once every two weeks; Q4W, once every
four weeks; RECIST, response evaluation criteria in solid tumors; SCLC, small cell lung cancer.

Sally C. M. Lau | DelLLphi-303: Tarlatamab with PD-L1 inhibitor as first-line maintenance in ES-SCLC
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Tarlatamab Addition to 1L ChemolO Maintenance

2024 World Conference SEPTEMBER 7-10, 2024 H#WCLC24

E®  on Lung Cancer SAN DIEGO, CA USA wclc2024.iaslc.org

OS, beginning from 1L maintenance

Tarlatamab + Atezolizumab
Tarlatamab + Durvalumab

1.0 ——————— ;: = ::: | T Tarlatamab + |0 (Total)
o PR, ”
£ 0.87 : A "
-‘% |
S 10,6+ '9-month OS: 91.8% (95% Cl: 76.6-97.3)
& '9-month OS: 86.7% (95% Cl: 70.3-94.4)
g o4 '9-month OS: 88.9% (95% Cl: 78.7-943)  ——1
3 0.2- i
Median study follow-up time: 11.5 months (range: 2.8-15.5) !
0.0{Median study follow-up time: 7.4 months (range: 1.4+-20.4) :
| | | | I 1 1 I
0 3 6 9 Months 12 15 18 21
Patients 48 46 32 14 10 7 2 0
at Risk 40 39 36 30 13 2 0
88 85 68 44 23 9 2 0

After a median time from 1L chemoimmunotherapy to 1LM of 3.6 months, tarlatamab with a PD-L1
inhibitor as 1LM showed a 9-month OS of 89%.

+, censored; 1L, first-line; 1LM, first-line maintenance; Cl, confidence interval; 10, immuno-oncology agent; OS, overall survival; PD-L1, programmed death-ligand 1.

Sally C. M. Lau | DeLLphi-303: Tarlatamab with PD-L1 inhibitor as first-line maintenance in ES-SCLC 10
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Bl 764532/Obrixtamig: DLL3 BITE In ES-
SCLC/LCNEC/EPNEC

2024 World Conference SEPTEMBER 7-10, 2024 HWCLC24

on Lung Cancer SAN DIEGO, CA USA wclc2024.iaslc.org

All patients All patients

Efficacy in all patients Responsen. | (<90 ugikg) | (290 pglkg)

fee) n=28t n=1361
120 - PR 0 38 (28)
100 - SD 4 (14) 27 (20)
80 PD 18 (64) 46 (34)

60 DCR 4 (14) 65 (48)

407 Missing® 6 (21) 25 (18)
20 IR L R A I“m” --------- - s 20%
0 ] -

-204
g T e U s S ~30%
| Dose group and status R

~60 || ||
™ <90 pg/kg Responses occurred at dose levels 290 pg/kg iy
-804 290 ug/kg haad 1

-100-' ¢ Ongoing treatment

Best change from baseline in SOD (%)

*Best overall response is reported regardless of confirmation; TEfficacy population: started treatment 27 weeks prior to data cut-off (responses evaluated per RECIST v1.1
criteria); *Assessable patients who did not have any tumor assessment due to early toxicity, start of subsequent anti-cancer therapy, death or any other reason

Data cut-off: Feb 21, 2024
DCR, disease control rate; PD, progressive disease; PR, partial response; RECIST v.1.1, Response Evaluation Criteria in Solid Tumors version 1.1; SD, stable disease; SOD, sum of diameters

Martin Wermke | Phase I Trial of DLL3/CD3 IgG-Like T-Cell Engager Obrixtamig (BI 764532) in Patients with DLL3-Positive Tumors: Patients with LCNEC-L 8
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Antibody Drug Conjugates in ES-SCLC

Target Drug Phase NCT number
Ifinatamab deruxtecan il NC 106203210
B7-H3 /11 NCT04145622
MGCO018 Il NCT06227546
HS-20093 I NCT05276609

Mirzotamab clezutoclax plus paclitaxel or
B7-H3 docetaxel I NCT03595059
TROP2, ATR Sacituzumab govitecan plus berzosertib I/ NCT04826341
TROP2 SKB264 /1l NCT04152499
Dapotomab deruxtecan I NCT03401385

ABBV-706, cisplatin, carboplatin and

SEZ6 budigalimab | NCT05599984
ABBV-011 + budigalimab I NCT03639194

Ifinatamab deruxtecan (I-DXd)

Humanized anti-B7-H3

Deruxtecan®*<

Topoisomerase | inhibitor payload
(DXd)

Triparna Sen, PhD, Associate Professor

Sen T, et al., Nature Reviews Clinical Oncology, 2024

Sacituzumab govitecan

/2onjugatlon site: Cysteine
/ /
Linker: Cleavable .

Payload: HS-9265

HS-20093 (B7-H3-directed ADC)

SN-38 payload

* SN-38 is more potent than the parent compound, irinotecan
(Topo-1 inhibitor)

* SN-38 is rapidly internalized and efficiently released to the tumor with
minimized effect on healthy tissues

DAR=4 Linker for SN-38

* pH-sensitive, hydrolyzable linker for
SN-38 release in targeted tumor cells
and tumor microenvironment, allowing
bystander effect

« High drug-to-antibody ratio (7.6:1)*

Anti-B7-H3 1gG1 mAb

High permeability

High potency of tumor cell killing
High clearance in vivo

Good bystander effect

Humanized anti-Trop-2 antibody
* Binds with high (Kp = 0.3 nM) affinity to Trop-2, an epithelial
antigen expressed on many solid tumors®



Ifinatamab Deruxtecan (I-DXd) in ES-SCLC

2024 World Conference SEPTEMBER 7-10, 2024 #WCLC24

E®¥  on Lung Cancer SAN DIEGO, CA USA wclc2024.iaslc.org

Phase 2 IDeate-Lung01 study (NCT05280470)

4 . -
Patient eligibility: Arm 1: 1-DXd Primary endpoint:
« Histologically or cytologically documented 8 mglk.g Q3W * ORRDbyBICR®
ES-SCLC (n=40) e N S d dooint
econdary enapoints.
+ Age 218 years? Extended i . e
» 21 prior line of PBC and <3 prior lines of enrollment at * DORDbyBICR and_lnv
. *+ PFS byBICR and inv®
systemic therapy > RP3D 0s
* Radiologically .documentt.ed PD on or after (n=70 3L +) « DCR®
most recent prior systemic therapy + TTRbyBICR and inv®
- ECOG PS 0-1 Arm 2: |-DXd - 7+ ORRbyin®
+ 21 measurable lesion per RECIST 1.1b e n;glzﬁ;())oe’w : gz;erxacokinetics
» Patients with asymptomatic brain «  Immmunogenicity
metastases (untreated or previously
9 treated) are eligible ) Stratification: Exploratory analysis:
* 2L CTFI <90 days, 2L CTFI 290 days, 3L or 4L « Intracranial ORR by BICRY

* Prior anti-PD-(L)1 treatment (yes or no)

a0r local legal age of consent. bPatients must also have 21 lesion that has not been irradiated and is amenable to biopsy. °Per RECIST 1.1. ¢Per CNS RECIST.

2L, second-line; 3L+, third-line and beyond; 4L, fourth-line; BICR, blinded independent central review; CTFI, chemotherapy treatment-free interval; DCR, disease control rate; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group
performance status; ES-SCLC, extensive-stage small cell lung cancer; inv, investigator; ORR, objective response rate; OS, overall survival; PBC, platinum-based chemotherapy; PD, progressive disease;

PD-(L)1; programmed death (ligand) 1; PFS, progression-free survival; Q3W, every 3 weeks; R, randomization; RECIST 1.1, Response Evaluation Criteria in Solid Tumors, version 1.1; RP3D, recommended Phase 3 dose; TTR, time to response.
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Ifinatamab Deruxtecan (I-DXd) in ES-SCLC

@. 2024 World Conference SEPTEMBER 7-10, 2024 HWCLC24

== onLung Cancer SAN DIEGO, CA USA wclc2024.iaslc.org

I-DXd has promising antitumor activity; patients treated with
12 mg/kg had a higher ORR than those treated with 8 mg/kg

. I-DXd 8 mglkg (n=46)? . I-DXd 12 mg/kg (n=42)?
E < 80 cORR, 26.1% (95% ClI, 14.3-41.1) g 2 g0- cORR, 54.8% (95% CI, 38.7-70.2)
g 60 £ e
£ S L
ﬁg 20 § QE,‘ 20
o 5 0 £ 8 0
EE -20 - g £ —20-
(]
o8 -801 PD W sD M PR M CR 25 8071  PD [ sD MPR [N NE®
% -100 - g -100 -
o Patients Patients

. I-DXd 8 mg/k I-DXd 12 mg/k
Confirmed response by BICR® n= 469 g n=42 g'kg
ORR, % (95% CI) 26.1 (14.3-41.1) 54.8 (38.7-70.2)

CR, n (%) 1(2.2) 0
PR, n (%) 11 (23.9) 23 (54.8)
DCR, % (95% ClI) 80.4 (66.1-90.6) 90.5 (77.4-97.3)

Data cutoff: April 25, 2024. The median follow-up for 8-mg/kg and 12-mg/kg cohorts was 14.6 months (range, 0.6—17.0) and 15.3 months (range, 0.8-20.3) respectively.

a0nly patients with measurable disease at baseline and 21 post-baseline tumor scan were included in the waterfall plot: in the I-DXd 8-mg/kg cohort, n=42; 2 patients died and 2 patients withdrew consent before the Week 6 assessment; in the
12-mg/kg cohort, n=40; 1 patient died before the Week 6 assessment and 1 patient did not have target lesions at baseline. ®This patient has a BOR of NE because the only post-baseline tumor scan was conducted outside the designated time window;
the timepoint response was SD. “Per RECIST 1.1.

BICR, blinded independent central review; BOR, best overall response; cORR, confirmed ORR; CR, complete response; DCR, disease control rate; NE, not evaluable; ORR, objective response rate; PD, progressive disease; PR, partial response;
RECIST 1.1, Response Evaluation Criteria in Solid Tumors, version 1.1; SD, stable disease.
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Ifinatamab Deruxtecan (I-DXd) in ES-SCLC
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PFS and OS were similar between study arms, numerically
favoring the I-DXd 12-mg/kg dose

100 A 100 A
Median (95% CI) PFS, months: Median (95% CIl) OS, months:
80 » |-DXd 8 mg/kg, 4.2 (2.8-5.6) 80 « |-DXd 8 mg/kg, 9.4 (7.8—-15.9)
X * |-DXd 12 mg/kg, 5.5 (4.2-6.7) 2 e |-DXd 12 mg/kg, 11.8 (8.9-15.3)
g 60 - é 60 -
= =
: 2
£ 401 g_ 40 A
(d 173
o 1| + Censor (o} | + Censor
20 —— 8 mglkg (n=46) 20 —— 8 mg/kg (n=46)
—— 12 mg/kg (n=42) —+— 12 mg/kg (n=42)
0 1 1 T 1 1 1 1 1 1 1 T | 1 1 T 0 1 1 1 T 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 01 2 3 45 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 2
Months Months
Number of patients still at risk Number of patients still at risk

8mg/kg 46 44 37 25 21 18 12 9 8 7 7 7 5 5 1 0 8mglkg 46 45 43 41 37 33 32 31 26 22 21 19 1716 14 9 5 1 1 1 0 O
12mg/kg 42 41 38 30 29 22 15 12 10 9 9 7 < B 1 0 12mg/kg 42 41 40 37 37 34 34 33 29 27 25 23 20 17 10 8 5 1 1 1 1 O

Data cutoff: April 25, 2024. The median follow-up for 8-mg/kg and 12-mg/kg cohorts was 14.6 months (range, 0.6—-17.0) and 15.3 months (range, 0.8-20.3) respectively.
OS, overall survival; PFS, progression-free survival.
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Sacituzumab Govitecan as Second-Line Treatment in
Patients With Extensive-Stage Small Cell Lung Cancer

2024 World Conference | SEPTEMBER 7-10, 2024 H#WCLC24

2024 World Conference | SEPTEMBER 7-10, 2024 H#WCLC24

on Lung Cancer SAN DIEGO, CA USA

TROPiICS-03 Study Design

e The ongoing, open-label, multicohort, phase 2 TROPICS-03 study (NCT03964727) is evaluating SG in patients with
metastatic or locally advanced solid tumors

— A preliminary analysis showed SG has promising antitumor activity and a manageable safety profile in an extensive-stage small cell
lung cancer (ES-SCLC) cohort'

— Here, we report updated results with additional patients and longer follow-up from the ES-SCLC cohort

Key eligibility criteria
Histologically confirmed ES-SCLC Primary end points
Disease progression after no more « ORR (INV®)
than 1 prior line of platinum-based SG 10 mg/kg Secondary end points
chemo and anti—PD-(L)-1 therapy IV on D1 and D8 Survival . DOR. CBR. PFS (|th)
Measurable disease per RECIST 21-day cycles follow-up B . ORR DOR CBR PFS
vl (until PD or . : ’
ECOG PS 0—1 unacceptable toxicit
Stable, treated brain metastases
allowed?

e At data cutoff (8 March 2024), median follow-up was 12.3 (range, 8.1-20.1) months

#Patients with stable CNS disease for 24 weeks prior to the first study dose and all neurologic symptoms returned to baseline may be included in the study. All patients with carcinomatous meningitis are excluded from the study, regardiess
of clinical stability. °Per RECIST v1.1

BICR, blinded independent central review: CBR, clinical benefit rate; chemo, chemotherapy; CNS, central nervous system: D, day: DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status;
ES-SCLC, extensive-stage small cell lung cancer; INV, investigator-assessed; IV, infravenous; ORR, objective response rate; OS, overall survival; PD, progressive disease; PD-(L)1, programmed death (ligand) 1; PFS, progression-free
survival, RECIST v1.1, Response Evaluation Criteria in Solid Tumors version 1.1; §G, sacituzumab govitecan

1. Dowlati A, et al. Oral presentation ESMO 2023. Abstract #1099MO.

Afshin Dowlati | Sacituzumab Govitecan as Second-Line Treatment in Patients With Extensive-Stage Small Cell Lung Cancer

wclc2024.jaslc.org

on Lung Cancer SAN DIEGO, CA USA wclc2024.jaslc.org

Efficacy Analyses

Tumor response over time? Best percentage change from baseline in total

100 100 sum of target lesion diameter?

Best overall response® Best overall response®

75
B Confirmed partial response (n = 18)
B Stable disease (n = 18)

50 B Progressive disease (n = 4)

B Confirmed partial response (n = 18)
B Stable disease (n = 18)

50 ¥ Progressive disease (n = 4)

Percentage change from baseline-target lesions
Best percentage change from baseline

°
° °
. .
°
-100
50 60 70 80 Patients

Weeks

e 76.7% (33/43) of patients had tumor shrinkage
e 48.8% (21/43) of patients had a reduction of >30% in target lesion diameter

By investigator assessment. *Three patients without any post-baseline assessments were counted as not assessed for response.

Afshin Dowlati | Sacituzumab Govitecan as Second-Line Treatment in Patients With Extensive-Stage Small Cell Lung Cancer

e SG showed promising efficacy as a second-line treatment for patients with ES-SCLC
—ORR was 41.9% (95% ClI, 27.0-57.9); DOR rate at 6 months was 48.2% (95% CI, 23.9-68.9)
—NMedian PFS was 4.4 months (95% CI, 3.81-6.11) and median OS was 13.6 months (95% ClI, 6.57-14.78)

e SG demonstrated antitumor activity in patients with both platinum-resistant (ORR, 35.0%; 95% CI, 15.4-59.2) and platinum-

sensitive (ORR, 47.8%; 95% ClI, 26.8-69.4) disease
Twitter: @tripary IA\\
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Efficacy and Safety of HS-20093 (B7-H3-directed ADC) in Extensive
Stage Small Cell Lung Cancer in A Multicenter, Open-label, Phase 1
Study (ARTEMIS-001)

2024 World Conference | SEPTEMBER 7-10, 2024 #WCLC24 2024 World Conference | SEPTEMBER 7-10, 2024 #WCLC24

on Lung Cancer SAN DIEGO, CA USA wclc2024.iaslc.org ! on Lung Cancer SAN DIEGO, CA USA wclc2024.iaslc.org

ARTEMIS-001 STUDY DESIGN EFFICACY

Dose escalation guided by 16.0 mg/k DCR, % (95% Cl) 80.6 (62.5, 92.5) 95.5 (77.2, 99.9)
accelerated itration plus i3+3 = 9 = T
gg{(lzncluswn Criteria for HS-20093 Best Percent Change of Target Lesions Percent Change of Target Lesion Size over Time
! 40 in umor Evaluable Pts in umor Evaluable Pts
12.0 mg/kg ool 8.0 mg/kg Q3W in 53 Ti Evaluable P 80 mgig in53 T Evaluable P
8.0 mglkg +  Previously treated by (n=26) H i 0z s0mrg  End of woatment
(ES-SCLC: n=5) platinum-based S 3
chemotherapy + : = £ |
6.0 mg/kg immunotherapy =g ;
: = + No more than 3 prior lines HS-20093 &g 3. M 6=
‘ « Treated and stable brain 10.0 mg/kg Q3W Ec 3%
4.0 mglkg metastases allowed (n=25) -~ E §%
+  Unselected for B7-H3 g 88
2.0 mg/kg expression 5 g §
] 2 °
o o
1.0 mglkg -Primary endpoint: ORR per RECIST v1.1 assessed by Investigator £
— -Secondary endpoints: Safety, PK, DOR, DCR, PFS per RECIST v1.1, OS o :
4‘?32312234442403‘1322133223'2'12331333311333111111!!

Out of 56 treated pts, 53 pts were evaluable for efficacy (8.0 mg/kg: 31 pts; 10.0 mg/kg: 22 pts), as of 30 June 2024. TEE:&:;;;:;(;}»,«s:n»:(:v:r;/;ﬂ:ﬁ::ﬂu(;uvuuwuumwvvvuu»uuvmwmu
RURSSSRSRSRRRUSRSURRRRRURRSSSSRRRURRRSUSSRSRSRRRRUSSR

Abbreviations: B7-H3, B7 homologous 3; DCR, disease control rate; DoR, duration of response; ES-SCLC, extensive stage small cell lung cancer; ORR, objective response rate; OS, overall survival; PFS, progression free survival; PK pharmacokinetics;
Q3W, every 3 weeks. Data cut off date: 30 June 2024. Abbreviations: DCR, disease control rate; H-score, histochemistry score of B7-H3 protein. ORR, objective response rate; TOP1i, previously treated by topoisomerase | inhibitor.

Jie Wang| Efficacy and Safety of HS-20093 in Extensive Stage Small Cell Lung Cancer in A Multicenter, Open-label, Phase 1 Study (ARTEMIS-001) 3

Jie Wang| Efficacy and Safety of HS-20093 in Extensive Stage Small Cell Lung Cancer in A Multicenter, Open-label, Phase 1 Study (ARTEMIS-001)

B HS-20093 demonstrated encouraging antitumor efficacy in ES-SCLC. The higher overall response rate was
observed in 8.0 mg/kg despite more number of pts with brain, liver and bone metastases.

Ongoing Phase 3 SCLC Trials and Global Phase 1 Trial

B Aphase 3 study to compare the efficacy and safety of HS-20093 with standard-of-care chemotherapy in patients with relapsed SCLC (NCT06498479).
B Aphase 3 study of HS-20093 versus active surveillance as consolidation therapy after chemoradiotherapy in subjects with limited-stage SCLC (NCT06526624).
B APhase 1 clinical study to evaluate the safety, tolerability, pharmacokinetics, and clinical activity of GSK5764227 in participants with advanced solid tumors (NCT06551142)

Triparna Sen, PhD, Associate Professor Twitter: @triparpias A\\



OVERVIEW

Small Cell Lung Cancer
 Recent Advancements in Treatment
 Limited-Stage

« Extensive-Stage

 Emerging Trials & Novel Targets

* Biology & Biomarkers in SCLC
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SCLC genetics:
major genomic aberrations; LOF mutations

Amplification of MYC family members
6-25%
RB1
80%
TP53
95%
° ®
Other genes PIK3CA NOTCHI1 FAT1 APC KRAS ARID1A
28% 7% 6% 4% 4% 3% 3% '.T
KMT2D PTEN CREBBP NF1 EGFR NOTCH3 ‘ |
13% 7% 5% 4% 4% 3% PTPRD
3%
ATRX EP300
2% 2%
TSC2
2%

Sen T, et al., Nature Reviews Clinical Oncology, 2024
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Biological significance of SCLC subtypes

ASCL1 POU2F3

NEUROD1

YAP/Inflamed

Modified from Sen T, et al., Nature Reviews Clinical Oncology, 2024
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SCLC Inflamed subtype (SCLC |) may predict differential Immunotherapy response

NMF4 / SCLC-I-non-NE
IMpower133 Overall Survival by Subtype e N

NMF1 /SCLC-N

Small cell lung cancer Hazard Ratio for Death (95% Cl)  Median Overall Survival (mo)
patient population EP+atezo EP+placebo
1
All tumors 1 o | 11.6 10.1
I
I
SCLC-A + —e—— 10.9 10.6
Immune & "
genes I
SCLC-N ¢ —0— 10.6 9.4
i
: , scLc-P{  —e——— 9.6 6.0
POU2F3 [ ‘ : [ Folraens phsbeeders
I .
SCLC-I + —e—— 18.2 10.4 [ e
I
NE-genes '
i 000204 0608101214 16 1.8 2.0
NEUROD1 - E a . - favors EP+atezo  favors EP+placebo
: Hazard Ratio (HR)
ASCL1
Transcriptional . NEUROD?1-driven (N) . Inflamed (1) ’
subtypes 4 >
|\ B PoU2F3-driven (P) B ASCL1-driven (A) NMF2 / SCLC-A NMF3 / SCLC--NE
\ N - = 3 — ——
”ﬂ ” \' \\Qﬂ ‘ ... NE tumor cels | v non-NE wumor cels ’,., Tcnlh | \Wmi.\
SCLC-N tumor = SCLC-Atumor SCLC-P tumor ~ SCLC-l tumor Gay et al, Cancer Cell, 2021 Nabet et al, Cancer Cell, 2024

Immune cells

(T-cells, macrophages, I
NK cells, etc.)

EMT, IFNy signaling, and immune cell infiltrate
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Profiling of CM032 cohort reveals unanticipated promise
(CD8/MHC-I as a biomarker)

0, 0,
ORIGINAL ARTICLE | SMALL CELL LUNG CANCER | VOLUME 18, ISSUE 9, L OS by CD8 status (= 1% vs. < 1%)
P1222-1232, SEPTEMBER 2023 [RGBl R AL PDF [1 MB]

Nivolumab Nivolumab + Ipilimumab
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SCLC subtypes are heterogeneous and plastic

Tumor Area 1 Tumor Area 2 Tumor Area 3

R T 7R

H&E

ASCL1-high
 PD-L1

4 MHC-I

4 MHC-II

ASCL1

a
g NEUROD?1-high z
me S8 g
amplification 2
2 E Cancer cells IAPPS {‘1' gh
| AN o= Ve with low-NE 2 MHC-I
| 24 R phenotype » MHC-I
Baine et al., JTO 2020
174 SCLC cases
« Expression more heterogeneous in models Noteh signalling
¢ ngh prevalence of ASCLI/NEUROD1 Co-expression Sen et al., Nature Reviews Clinical Oncology, 2024
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S1929: Phase Il Study of Maintenance Atezolizumab Versus Atezolizumab In
Combination with Talazoparib in Patients with SLFN11 Positive Extensive Stage
Small Cell Lung Cancer (ES-SCLC) NCT04334941

100% = )
Median 80.0%
N Events in Months Conf. Int.
Atezolizumab 52 41 2.8 (2.0-2.9)
80% = Atezolizumab + Talazoparib 54 39 4.2 (2.8-4.7)
P =0.056(1-SIDED LOG RANK STRATIFIED)
P HR 0.70 80%CI(0.52-0.94)
_ 5 60% =
SLFN11 positive Arm A p
Cycle 1 Cycle 2 Cycle 3 Cycle 4 and Atezolizumab R
PE PE PE PE # Non progressive E
+ Atezo* Atezo Atezo Atezo disease Arm B s 40% —
Atezolizumab+ S
SLFN11 IHC on archival specimen Randomization N
20% —
0% T T T T T 1
0 4 8 12 16 20 24
Patients at Risk Months after Randomization
Atezolizumab 52 12 5 2 1 1 0
Atezolizumab + Talazoparib 54 24 4 3 2 2 0

Maintenance Atezo+Tal improved PFS in SLFN11-positive patients
with ES-SCLC.

0 Chnical Comy v ONCO by H
S ciesy. [ Mol commmy osviser Karim et al., JTO, 2024
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Evolving landscape of biomarkers in SCLC
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S2409-PRISM: A Multicohort PReclsion SCLC Subtype Maintenance Phase Il @

Trial of Immunotherapy (IO) Versus Biomarker-Directed Novel Agents In

THE SEN LAB

Combination with 10 in Extensive Stage Small Cell Lung Cancer

Step 1. Screening
N=838

« ES-SCLC Screening

» Tissue available for testing

« Asymptomatic or Stable
Treated Brain Lesions

« Allows consent after initial
cycle for tissue screening

Primary Endpoints: PFS
Secondary Endpoints: OS,
Frequency, Severity of Adverse Events

Triparna Sen, PhD, Associate Professor

Step 2: Randomization
N=312

Subtypes A/N, SLFN11 pos

or <
Subtype P

IO + PARP inhibitor

1O
Subtypes A/N, IO + ATR inhibitor
SLFN11 neg <

1O
Subtype | < 10 + NK activator

10

Protocol in Development

Study Chair: A. Chiang
Slide Courtesy- A. Chiang



Liquid biopsy- a promising tool for tracking SCLC evolution and
heterogeneity after therapy

a

«

Circulating biomarkers \
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Lorenzi et al., Front. Immunol., 2024
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Conclusions and Next Steps
THE SEN LAB

« There is a cohort of SCLC patients, small but real, who have durable benefit from immunotherapy
« Strategies to improve the response to immunotherapy
* Defining determinants of durable benefit
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