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Case Emailed by Dr Abdul Hannan

Good afternoon,

This is Dr. Abdul Hannan from Grand Forks, North Dakota. | wanted to discuss two cases in tomorrow’s
small cell lung cancer meeting. | have not encountered any extrapulmonary small cell meetings and we
always have a dilemma on how to treat small cell cancer in other places.

1. A 39F with 25 pack years smoking presented with rectal bleeding. Imaging showed a rectal/pre-
sacral mass. Biopsy was suggestive of small cell carcinoma. How would the treatment be different
from SCLC? Would you opt for PCI?

2. 81F presented with right-sided colon mass. Biopsy showed a polyp with adenocarcinoma and small
cell carcinoma. 2/28 nodes were positive for small cell cancer and no adenocarcinoma was found.
My question was about further management, and how should | approach it. She is 81 and can not
receive Cis. Would she be a candidate for chemotherapy, what options? PCI? She can not get XRT
to the abdomen.

Thanks

Dr. Abdul Hannan

Hematologist / Oncologist

Altru Cancer Centre, Grand Forks, ND




SWOG S2012: Randomized Phase II/Ill Trial of First Line Platinum (P)/Etoposide (E)
with or without Atezolizumab (NSC#783608) in Patients with Poorly Differentiated,

Extrapulmonary Small Cell Neuroendocrine Carcinomas (NEC)
Trial in Progress, Abstract TPS4179

David B. Zhen'?, Edward Mayerson??, E. Gabriela Chiorean?, Earle F. Burgess®, Elizabeth Swisher’<, Carl M. Gay,” Lauren Byers>,
Ignacio |. Wistuba®, Haider Mahdi®, Satya Das’, Jason Starr®, Megan Othus??, Young Kwang Chae®, Razelle Kurzrock®

ASCO 2022;Abstract TPS4179.
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SWO0G-S2012 Phase II/11l Study Design

Induction Phase Maintenance/
(4 cycles) Observation Phase

Atezbiiﬂ;\ab + Observation
Platinum/Etoposide

Stratification:\

« Zubrod PS0-1vs2
* Prostate vs Gl vs other

: - Observation
Platinum/Etoposide

Statistics:

* Hypothesis: Improve 12-months OS from 35% > 57.5% (HR 0.53)

* Ph 2 analyses: Interim futility at 30 events and final analysis at 50 events (50% of Ph 3 info)
* Ph 3 analyses: 2 interim efficacy analyses (50% and 75% of Ph 3 info), 1 interim futility
analysis (75% of phase 3), and final analysis at 100 events

JC iy
Zhen DB et al. ASCO 2022;Abstract TPS4179.
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Front Oncol 2021 October 21;11:757323.

Alternative Energy: Breaking
Down the Diverse Metabolic
Features of Lung Cancers

Kasey R. Cargill, William L. Hasken, Carl M. Gay and Lauren A. Byers”™
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Interplay Between Tumor Metabolism and the Tumor Microenvironment

PD-L1/PD-1
engagement

Tumor cell

PD-L1/PD-1

cD28

T cell

Increased PD-L1 expression
faciliates enhanced binding to
PD-1, therefore inhibiting T cell

function

Cargill KR et al. Front Oncol 2021 October 21;11:757323.
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Inhibitors of Cancer Cell Metabolism
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SCLC Subgroups and Their Potential Clinical
Significance

Gay C et al.
JASLC 2021;Abstract ES11.01.




SCLC Transcriptional Subtypes and Standard Therapy: IMpower133
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SCLC Transcriptional Subtypes and Standard Therapy: IMpowerl33
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Hazard Ratio (HR)
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Gay et al., Cancer Cell, 2021
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Small cell lung cancer
patient population
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Four transcriptional subtypes of SCLC, each with unique therapeutic
vulnerabilities.

SCLC-I| captures those tumors without robust ASCL1/NEUROD1/POU2F3
expression and predicts immunotherapy responsiveness.

IHC may be a feasible strategy for patient assignment/selection,
particularly with subtypes A/N/P; however, identifying SCLC-I may require

additional steps.

Gay et al., Cancer Cell, 2021

Gay C et al. IASLC 2021;Abstract ES11.01.

JC 13is

JOURNAL CLUB TO PRACTICE



¢ CelPress  Cancer Cell 2021 March 8;39(3):346-60.e7. Cancer Cell

Patterns of transcription factor programs and immune
pathway activation define four major subtypes
of SCLC with distinct therapeutic vulnerabilities

Carl M. Gay,'-'T C. Allison Stewart,'-'" Elizabeth M. Park,-'" Lixia Diao,? Sarah M. Groves,® Simon Heeke,’

Barzin Y. Nabet,* Junya Fujimoto,® Luisa M. Solis,® Wei Lu,> Yuanxin Xi,> Robert J. Cardnell,’ Qi Wang,? Giulia Fabbri,°®
Kasey R. Cargill,’ Natalie I. Vokes,' Kavya Ramkumar,' Bingnan Zhang,' Carminia M. Della Corte,” Paul Robson,®
Stephen G. Swisher,® Jack A. Roth,° Bonnie S. Glisson,’ David S. Shames,“ Ignacio |. Wistuba,® Jing Wang,?

Vito Quaranta,® John Minna,’® John V. Heymach,'-'' and Lauren Averett Byers'.'1.12*




Graphical Abstract
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Gay CM et al. Cancer Cell 2021 March 8;39(3):346-60.€e7.

Highlights

Differential expression of ASCL1, NEUROD1, and POU2F3
defines SCLC subtypes

An inflamed SCLC subtype (SCLC-I) has low expression of
ASCL1, NEUROD1, and POU2F3

SCLC-I experiences greatest benefit from the addition of anti-
PD-L1 to chemotherapy

Subtype switching accompanies acquired resistance to
platinum chemotherapy
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Meet The Professor with Dr Gay

MODULE 1: Case Presentations

e Dr Kumar: 60-year-old woman with ES-SCLC s/p carboplatin/etoposide/atezolizumab with a small residual lung mass

* Dr Morganstein: 71-year-old woman and heavy smoker s/p chemotherapy/RT for limited-stage SCLC who develops
widespread ES-SCLC

* Dr Miller: 66-year-old man with ES-SCLC and progression after carboplatin/etoposide/atezolizumab with CNS
metastases — FGFR1 gain, TMB 11 mut/Mb — receives lurbinectedin/radiation to the brain

* Dr Gosain: 62-year-old man with progressive ES-SCLC s/p carboplatin/etoposide/atezolizumab on lurbinectedin with
dose adjustment

* Dr Patel: 72-year-old woman and current smoker with ES-SCLC who receives dose attenuated chemoimmunotherapy
due to multiple comorbidities

* Dr Rudolph: 76-year-old woman with LS-SCLC considering prophylactic cranial irradiation
* Dr Miller: 54-year-old man with poorly controlled Type 2 diabetes and ES-SCLC
* Dr Miller: 68-year-old woman with LS-SCLC without a detectable primary tumor

* Dr Patel: 62-year-old woman with LS-SCLC and stiff person syndrome
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Case Presentation: 60-year-old woman with ES-SCLC s/p
carboplatin/etoposide/atezolizumab with a small residual

lung mass

\J ﬂ

Dr KS Kumar (Trinity, Florida)




Case Presentation: 71-year-old woman and heavy smoker
s/p chemotherapy/RT for limited-stage SCLC who develops
widespread ES-SCLC

Dr Neil Morganstein (Summit, New Jersey)




J Thorac Cardiovasc Surg. 2021 March ; 161(3): 760-771 2.

Predictors of survival following surgical resection of limited-
stage small cell lung cancer
Nicolas Zhou, DO2 Matthew Bott, MDP, Bernard J. Park, MDP, Eric Valliéres, MDC, Candice

L. Wilshire, MDC, Kazuhiro Yasufuku, MD, PhD¢ Jonathan D. Spicer, MD, PhD¢, David R.
Jones, MDP, Boris Sepesi, MD2, Small Cell Lung Cancer Working Group
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Pembrolizumab or Placebo Plus Etoposide
-and Platinum as First-Line Therapy for
Extensive-Stage Small-Cell Lung Cancer:
Randomized, Double-Blind, Phase Il
KEYNOTE 604 Study

Charles M. Rudin, MD, PhD!; Mark M. Awad, MD, PhD?; Alejandro Navarro, MD*; Maya Gottfried, MD?; Solange Peters, MD, PhD>;
Tibor Csoszi, MD®; Parneet K. Cheema, MD’; Delvys Rodriguez-Abreu, MD®; Mirjana Wollner, MD®; James Chih-Hsin Yang, MD, PhD10
Julien Mazieres, MD, PhD'!; Francisco J. Orlandi, MD'?; Alexander Luft, PhD, MD*3; Mahmut Gumus, MD'*; Terufumi Kato, MD'>;
Gregory P. Kalemkerian, MD'®; Yiwen Luo, PhD'’; Victoria Ebiana, MD'”; M. Catherine Pietanza, MD!’; and Hye Ryun Kim, MD*® on
behalf of the KEYNOTE-604 Investigators

suorjeorunwwod prdeu

J Clin Oncol 2020;38(21):2369-79.




KEYNOTE-604: Final Overall Survival (Coprimary Endpoint Not Met)

100
90 -
80 -
70 -
60 -
50 -

0S (%)

40 -
30 -
20 -
10 -

Events, Median, months HR P
No. (%) (95% ClI) (95% CI)

Pembrolizumab plus EP 169 (74.1) 10.8 (9.2to 12.9) 0.80(0.64t0 0.98) .0164

Placebo plus EP

'45.1%
'39.6%

188 (83.6) 9.7 (8.6 to 10.7)

Significance boundary not
reached in the ITT population

122.5%
'11.2%

6 9 12

15 18 21 24 27 30 33

Time (months)

EP = etoposide and platinum

Rudin CM et al. J Clin Oncol 2020;38(21):2369-79.
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First-Line Pembrolizumab or Placebo Combined
With Etoposide and Platinum for ES-SCLC:
KEYNOTE-604 Long-Term Follow-Up Results

C.M. Rudin'; H.R. Kim?; A. Navarro®; M. Gottfried4; S. Peters®; T. Cs6szi®; P.K. Cheema’;
D. Rodriguez-Abreu; M. Wollner®; G. Czyzewicz'?; J.C.-H. Yang''; J. Mazieres'?;

F.J. Orlandi’®; A. Luft’; M. Gumug's; T. Kato'®; G.P. Kalemkerian'”; W. Fu'®; B. Zhao'é;
H. El-Osta’®; M.M. Awad'®

"Memorial Sloan Kettering Cancer Center, New York, NY, USA; ?Yonsei Cancer Center, Seoul, South Korea; *Vall d’Hebron University Hospital, Barcelona,
Spain; “Meir Medical Center, Kfar-Saba, Israel; SLausanne University Hospital, Lausanne, Switzerland; ®Hetenyi G Korhaz Onkologiai Kozpont, Szolnok,
Hungary; "William Osler Health System, University of Toronto, Brampton, ON, Canada; ®Complejo Hospitalario Universitario Insular Materno-Infantil de
Gran Canaria, Universidad de Las Palmas de Gran Canaria, Las Palmas de Gran Canaria, Spain, Rambam Medical Center, Haifa, Israel; '°John Paul Il
Hospital, Cracow, Poland; '""National Taiwan University Hospital and National Taiwan University Cancer Center, Taipei, Taiwan; '2Centre Hospitalier
Universitaire de Toulouse, Université Paul Sabatier, Toulouse, France; '*Oncologia-Health and Care, Santiago, Chile; *Leningrad Regional Clinical
Hospital, St. Petersburg, Russia; 'SIstanbul Medeniyet University Hospital, Istanbul, Turkey; '®Kanagawa Cancer Center, Yokohama, Japan; '"University of
Michigan, Ann Arbor, MI, USA; ®Merck & Co., Inc., Rahway, NJ, USA:; "®Dana-Farber Cancer Institute, Boston, MA, USA
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KEYNOTE-604: Long-Term Follow-Up of Overall Survival in the ITT

Population
Subgroup No. of patients/ OS, HR
No. of Events (95% Cl)
Events, HR Overall 453/408 —. 0.76 (0.63-0.93)
100 N n (%) (95% CI) ;
) | Pombrolzmab +EP 28197 641 a1 o Brem W 908447
Placebo + EP 225 211(938) (063099 Sex Female 159/135 S 0.78 (0.55-1.10
80- Male 2941273 —— 0.77 fo.em.gsf
A ECOG PS 0 / - 0.74 (0.50-1.10
f_ 70 Median (950/° c') 1 13?/&8} —"—- 0.80 *064-100{
S 60- : 45.1 10.8 mo (9.2-12.9 mo) Region of Non-East Asia 369/329 —— 0.82 80 66-1.02)
2 ' 39.6 9.7 mo (8.6-10.7 mo) enroliment East Asia 84/79 —— 0.61(0.38-0.96)
@ 7|1 (SRR R . T Sioklia Ok 281159 : 0.81 }0 63-1 04{
e : status Former 156/136 e 0.71{0.50-0.99
C 40+
> LDH <ULN 195/165 R 073(053099)
S 30+ >ULN 2561242 S 0.79(0.61-1.02
20 No. of sites of >3 292/270 —.— 0.72 }0.57-0492)
iy metastasis <3 161/138 —_——— 0.90 (0.64-1.25)
101 T ENE Y b D i Baseline brain  Yes 55/52 - 1.07 20.61-1.88
0 : : N ] metastasis No 398/356 —— 0.74 (0.60-0 91
A . | - i v ; ; < 7 - Y i - y Y Yy Baseline liver  Yes 187/178 — 0.77 (0.57-1.03
0 3 6 9 12 1 18 21 12'4 27 30 33 36 39 42 45 48 N il No 266/230 —_—— 075 fo 58.0 98
ime, mo :
No. at risk : PD.L1CPS <1 175/166 —_—— 0.74 (0 54-1.01
228 201 175 132 102 87 69 60 52 44 40 38 35 26 16 6 3 0 21 185/156 RN T 0.81 }0-59'1 11;
226 292 170 123 8 & 2 ¥ 2 3B N7 ¥ 135 U ¢ &1 3 0» Platinum Cis'g’lgﬁn . 129/118 _ 0.71(0.49-1 02?
chemotherapy  Carboplatin 317/284 — : 0.80'(0.63-1.01)
0.0 0.5 1.0 1.5 2.0
- S

Favors pembrolizumab +« EP  Favors placebo +EP
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© Updated Overall Survival and PD-L1 Subgroup
Analy3|s of Patients With Extensive-Stage
Small-Cell Lung Cancer Treated With
Atezolizumab, Carboplatin, and

- Etoposide (IMpower133)

Stephen V. Liu, MD?; Martin Reck, MD, PhD?; Aaron S. Mansfield, MD3; Tony Mok, MD*; Arnaud Scherpereel, MD, PhD>;

Niels Reinmuth, MD, PhD®; Marina Chiara Garassino, MD’; Javier De Castro Carpeno, MD?; Raffaele Califano, MD®; Makoto Nishio, MD*%;
Francisco Orlandi, MD'!; Jorge Alatorre-Alexander, MD'?; Ticiana Leal, MD*3; Ying Cheng, MD'*; Jong-Seok Lee, MD'>;

Sivuonthanh Lam, PharmD'®; Mark McCleland, PhD'®; Yu Deng, PhD®; See Phan, MD'®; and Leora Horn, MD*’

sytodox [emgu

J Clin Oncol 2021;39(6):619-30.




IMpowerl33: Updated OS (ITT Population)

Median follow up: 22.9 mo

100 Atezolizumab Placebo
+ CP/ET + CP/ET
90 - (n = 201) (n =202)
- Ly Median OS, mo 12.3 10.3
= 70 (95% Cl) (10.8 to 15.8) (9.3t0 11.3)
g o HR (95% CI) 0.76 (0.60 to 0.95)
= P = .0154*
- 12-month OS
c?: 50 -
= 40 Benefit independent of PD-L1 status
§ |
o 30 -~ I
o9 I
| i #
10 . I I 21.0 /O
| |

Time (months)

OS = overall survival; CP = carboplatin; EP = etoposide
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IMpowerl33: OS Subgroup Analyses

B
Median OS (months)
Atezolizumab Placebo OS HR?
Subgroup + CP/ET + CP/ET (95% CI)
T
Male (n = 261) 12:2 10.9 ] ¢ , 0.83 (0.63 to 1.10)
Female (n = 142) 13.6 9.5 ; ‘ I ol ° 0.64 (0.43 to 0.94)
I
< 65 years (n=217) 12.1 11.5 . A i 0.94 (0.68 to 1.28)
> 65 years (n = 186) 14.4 9.6 | A ' L ' 0.59 (0.42 to 0.82)
|
ECOG PS 0 (n = 140) 16.8 12.6 } ‘ N 0.73 (0.48 to 1.10)
ECOG PS 1 (n = 263) 11.3 9.3 } b i 0.78 (0.60 to 1.03)
Brain metastases (n = 35) 8.5 9.7 I ! - i 0.96 (0.46 to 2.01)
No brain metastases (n = 368) 12.6 10.4 — 0.74 (0.58 to 0.94)
Liver metastases (n = 149) 9.3 7.8 I ‘ i 0.75 (0.52 to 1.07)
No liver metastases (n = 254) 16.3 11.2 ! ’ 0.76 (0.56 to 1.01)
I
bTMB < 10 (n = 134) 11.8 9.4 ! " { 0.73 (0.49 to 1.08)
bTMB > 10 (n = 212) 14.9 11.2 I “ 0.73 (0.53 to 1.00)
I
bTMB < 16 (n = 266) 12.5 10.0 I & | 0.79 (0.60 to 1.04)
bTMB = 16 (n = 80) 17.1 11.9 : r— 0.58 (0.34 to 0.99)
[
ITT (N =403) 12.3 10.3 |—’—| 0.76 (0.60 to 0.95)
0.25 1.0 2.5
H a
<€ i >

Favors Atezolizumab + CP/ET Favors Placebo + CP/ET

OS = overall survival; CP/ET = carboplatin with etoposide
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PD-L1 Expression < 1%

Atezolizumab Placebo
+ CP/ET + CP/ET
(n =28) (n=37)
Median OS, mo 10.2 8.3
(95% Cl) (7.9t0 15.7) (6.91t09.1)
HR (95% CI) 0.513 (0.297 to 0.886)

P=.0150*
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Time (months)

OS = overall survival; CP/ET = carboplatin with etoposide

Liu SV et al. J Clin Oncol 2021;39(6):619-30.
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IMpower133: OS by PD-L1 Expression (<1% versus 25%)

PD-L1 Expression = 5%

Atezolizumab Placebo
+ CP/ET + CP/ET
(n=15) (n=14)
Median OS, mo 21.6 9.2
(95% Cl) (9.4 to NE) (6.1to 15.7)

HR (95% CI)

0.599 (0.246 to 1.455)
P=.2527*
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ESMO Open 2022;7(2):100408.
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Durvalumab, with or without tremelimumab, plus platinum-etoposide in
first-line treatment of extensive-stage small-cell lung cancer: 3-year overall
survival update from CASPIAN™

L. Paz-Ares’, Y. Chen?, N. Reinmuth?, K. Hotta®, D. Trukhin®, G. Statsenko®, M. J. Hochmair’, M. Ozgiiroglu®, J. H. Ji°,
M. C. Garassinolo'“, O. Voitkolz, A. Poltoratskiy13, E. Musso“, » Havells, . Bondarenkols, G. Losonczy”, N. Conevls,
H. Mann®, T. B. Dalvi*’, H. Jiang”® & J. W. Goldman®*
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CASPIAN OS (ITT Population): Durvalumab with EP versus EP

Events/ Median OS 12-month OS 18-month OS 24-month OS 36-month OS
patients, (95% Cl), rate (95% Cl), rate (95% Cl), rate (95% Cl),  rate (95% Cl),
n (%) months % % % %
1.0 Durvalumab + EP 221/268 (82.5) 12.9 (11.3-14.7) 52.8 (46.6-58.5) 32.0 (26.5-37.7) 22.9(18.1-28.2) 17.6 (13.3-22.4)
EP 248/269 (92.2) 105(9.3-11.2) 39.3(33.4-451) 24.8(19.7-30.1) 13.9(10.1-184) 5.8 (3.4-9.1)
0.8 — HR 0.71 (95% CI 0.60-0.86): nominal P = 0.0003
n
o
S
© 0.6
2
2
S 04+
o
S 1
o 1
0.2 — i
i
1
I 1 I 1 : :: LU L L H_
0 ’ j
| I | | I | 1 | | | | I | I 1
0 3 6 9 12 15 18 21 24 2f 30 33 36 39 42 45 48 o1
Time from randomization (months)
No. at risk
Durvalumab + EP 268 244 214 177 140 109 85 70 60 54 50 46 39 25 13
EP 269 243 212 156 104 82 64 51 36 24 19 T 13 10 3 0

OS = overall survival; EP = carboplatin or cisplatin with etoposide
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Probability of OS

CASPIAN OS (ITT Population): Durvalumab with

1.0

0.8 =

0.6 —

0.4 —

0.2 =

Tremelimumab and EP versus EP

Events/ Median OS 12-month OS 18-month OS 24-month OS 36-month OS
patients, (95% CI), rate (95% ClI), rate (95% ClI), rate (95% Cl), rate (95% CI),
n (%) months % % % %

Durvalumab + 15.3 (11.2-19.9)

tremelimumab + EP

EP 248/269 (92.2)

226/268 (84.3) 10.4 (9.5-12.0) 43.5(37.5-49.4) 30.6(25.1-36.2) 22.9 (18.0-28.2)

105 (9.3-11.2) 39.3(33.4-45.1) 24.8(19.7-30.1) 13.9(10.1-18.4) 5.8 (3.4-9.1)

HR 0.81 (95% CI 0.67-0.97); nominal P = 0.0200

111 L1 B | 1
31 1 | LI | I

No. at risk

Durvalumab + 268

tremelimumab + EP

OS = overall survival; EP = carboplatin or cisplatin with etoposide

EP 269

I | | | | | |
3 6 9 12 18 418 21 24 27 30 33 36

Time from randomization (months)

39 42 45 48

238 200 156 114 92 80 70 60 56 48 41 37 26 11 2 0

243 212 156 104 82 64 51 36 24 19 17 13 10 3 0 0
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CASPIAN: Response and Progression-Free Survival (PFS)

Durvalumab plus Durvalumab plus
EP (n = 27) tremelimumab
plus EP (n = 19)

Best objective response”

Responders, n (%) 23 (85.2) 19 (100.0)
Complete response” b 122.2) 4 (21.1)
Partial responseb 17 (63.0) 15 (78.9)

Non-responders, n (%) 4 (14.8) 0
Stable disease >6 weeks 2 (7.4) 0
Progression 2 (7.4) 0

PFS®

Progression events, n (%) 6 (22.2) 4 (21.1)
New lesions only 2 (7.4) 4 (21.1)
Target lesions only 4 (14.8) 0

PFS rate at 12 months, % (95% CI)° 85.2 (65.2-94.2) 84.2 (58.7-94.6)
PFS rate at 24 months, % (95% CI)° 81.5 (61.1-91.8) 78.9 (53.2-91.5)

EP = carboplatin or cisplatin with etoposide
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ASTRUM-005:

Serplulimab, A Novel Anti-PD-1 Antibody, Plus Chemotherapy versus
Chemotherapy as First-Line Treatment for Extensive-Stage Small-Cell
Lung Cancer: An International Randomized Phase 3 Study

Ying Cheng, MD

Jilin Cancer Hospital, Changchun, China

Ying Cheng', Liang Han?, Lin Wu?, Jun Chen*, Hongmei Sun®, Guilan Wen®, Yinghua Ji7, Mikhail Dvorkin®, Jianhua Shi®, Zhijie Pan'?,
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Qingyu Wang'é, Jun Zhu'8, ASTRUM-005 Investigators;
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ASTRUM-005: Overall Survival (OS)

Serplulimab-Chemo Placebo-Chemo
(n=389) (n=196)

Events, n (%) 146 (37.5) 100 {51.0)
Median OS (95% CI) 154 mo (13.3, NE) 10.9 mo (10.0, 14.3)

Stratified HR (95% CI) = 0.63 (0.49, 0.82) p <0.001

512-m0fate
| 60.7%
| 47.8%

—— Serplulimab-Chemo (n=389) :

-— Placebo-Chemo (n=196)

T T T i T T T T T T Timm]
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Number at nisk Time (months)

Cheng Y et al. ASCO 2022;Abstract 8505.



ASTRUM-005: Progression-Free Survival (PFS)

Serplulimab-Chemo Placebo-Chemo
(n=389) (n=196)

Events, n (%)
Median PFS (95% ClI)

Stratified

i 12-mo rate

| 23.8%
| 6.0%

223 (57.3) 151 (77.0)
5.7 mo (5.5, 6.9) 4.3 mo (4.2, 4.5)

HR (95% Cl) = 0.48 (0.38, 0.59)

—— Serplulimab-Chemo (n=389)
-+~ Placebo~Chemo (n=196)

1Ll Ll |

Number a: risk

Cheng Y et al. ASCO 2022;Abstract 8505.
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Novel PD-1 Inhibitor Serplulimab Granted Orphan Drug

Designation by FDA for SCLC
Press Release: April 9, 2022

“The FDA has granted serplulimab an orphan drug designation for the treatment of small cell lung
cancer (SCLC), according to a press release from [its] developer.

The designation was granted to continue the development of serplulimab and to take advantage of
a policy that allows for better support of registration and commercialization within the United
States. Further plans in 2022 for serplulimab include submitting a new drug application in China
and a marketing authorization application in Europe, which could potentially make serplulimab the
first PD-1 inhibitor to be used in the frontline setting for patients with SCLC.

Serplulimab was also assessed in combination with chemotherapy in a phase 3 trial
(NCT04063163) of patients with previously untreated extensive-stage SCLC (ES-SCLC). At the first
interim analysis, the combination met the primary end point, yielding a significant improvement in
overall survival (OS) compared with chemotherapy alone. Additionally, the combination
demonstrated a positive safety profile with no new safety findings.”

https://www.cancernetwork.com/view/serplulimab-granted-orphan-drug-designation-by-fda-in-sclc



Lancet Oncol 2022;23(6):739-47.

Adebrelimab or placebo plus carboplatin and etoposide as "k ®
first-line treatment for extensive-stage small-cell lung
cancer (CAPSTONE-1): a multicentre, randomised,

double-blind, placebo-controlled, phase 3 trial

Jie Wang, Caicun Zhou, Wenxiu Yao, Qiming Wang, Xuhong Min, Gongyan Chen, Xingxiang Xu, Xingya Li, Fei Xu, Yong Fang, Runxiang Yang,
Guohua Yu, Youling Gong, Jun Zhao, Yun Fan, Quan Liu, Lejie Cao, Yu Yao, Yunpeng Liu, Xiaoling Li, Jingxun Wu, Zhiyong He, Kaihua Lu,
Liyan Jiang, Chengping Hu, Wenhua Zhao, Ben Zhang, Wei Shi, Xiaojing Zhang, Ying Cheng, for the CAPSTONE-1 Study Group*
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CAPSTONE-1: Overall Survival

Median overall
survival, months

100
—— Adebrelimab group  15-3 (95% Cl 13-2-17-5)
_ 30— — Placebo group 12-8 (95% C111-3-13-7)
< Stratified HR 0-72 (95% Cl 0-58-0-90);
%’ 60— log-rank p=0-0017
5
T 401
v
>
S
20
0 1 | 1 I I 1 | 1
0 4 8 12 16 20 24 28 32

: Time since randomisation (months)
Number at risk

(number censored)
Adebrelimabgroup 230(0) 215(0) 180(1) 144(1) 101(10) 72(19) 37(44) 871  1(78)
Placebogroup 232(0) 221(0) 185(1) 120(1) 70(10) 44(14) 21(29) 1(46) 0(47)
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Wang J et al. Lancet Oncol 2022;23(6):739-47.



CAPSTONE-1: Progression-Free Survival

100 Median progression-
. free survival, months
£ 804 .
S —— Adebrelimab group  5-8 (95% Cl 5-6-6-9)
g - —— Placebo group 56 (95% Cl 5-5-5-7)
3 Stratified HR 0-67 (95% C 0-54-0-83);
. log-rank p<0-0001
& 40+
¢
S 204 ;
A _"'_"H_‘—H—H-i—i—ﬁ -
0 T T | T =1 1
0 12 16 20 24 28 32
Time since randomisation (months)
Number at risk
(number censored)
Adebrelimab group 230 (0) 175 (18) 37(27) 30(31) 21(37) 11(45) 1(54)  0(55)

Placebo group 232 (0)

Wang J et al. Lancet Oncol 2022;23(6):739-47.

174 (19)

935  6@E7) 339 239 0(41)
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2022 ASCO

ANNUAL MEETING Abstract LBA8507

SKYSCRAPER-02: Primary results of a phase llI,
randomized, double-blind, placebo-controlled study of
atezolizumab + carboplatin + etoposide with or without
tiragolumab in patients with untreated extensive-stage
small cell lung cancer

Charles M. Rudin.' Stephen V. Liu,?2 Shun Lu,® Ross A. Soo,* Min Hee Hong,® Jong-Seok Lee,® Maciej Bryl,’
Daphne Dumoulin,® Achim Rittmeyer,® Chao-Hua Chiu,'® Ozgur Ozyilkan,'' Alejandro Navarro,'? Silvia Novello, >
Yuichi Ozawa,'® Anthony Lee,'® Meilin Huang,'® Xiaohui Wen,'® Tien Hoang,'® Raymond Meng,'® Martin Reck'®
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SKYSCRAPER-02: Phase lll Trial Schema

1L ES-SCLC

+ECOG PS 0-1

*Measurable disease

*No prior systemic
treatment for ES disease

* Patients with treated or
untreated asymptomatic
brain metastases eligible

N=490

Stratification Factors:

+ECOGPS(0Ovs. 1)
» Brain metastases (Yes vs. No)
* LDH (= ULN vs, > ULN)

Tiragolumab 600 mg IV Q3W +

Tiragolumab +

Atezolizumab 1200 mg IV Q3W + Atezolizumab

Carboplatin + Etoposide (CE)*

Placebo IV Q3W +
Atezolizumab 1200 mg IV Q3W +
Carboplatin + Etoposide (CE)*

Placebo +
Atezolizumab

Co-Primary Endpoints:

« OS and investigator-assessed
PFS in Primary Analysis Set
(all randomized patients without
presence or history of brain

* PFS and OS in Full Analysis Set
(all randomized patients)

« Confirmed objective response rate

« Duration of response

metastases at baseline) « Safety

« Pharmacokinetics

* PROs

Rudin CM et al. ASCO 2022;Abstract LBA8507.

Treat until
progression,
loss of clinical
benefit, or
unacceptable

toxicity

No crossover

Secondary Endpoints: Primary analys

« Cut-off date of 6 February 2022

« Median follow-up of
14.3 months (Primary
Analysis Set)

RTP
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SKYSCRAPER-02: PFS in the Primary Analysis Set

Tiragolumab + Placebo +
atezolizumab + CE atezolizumab + CE
100 — (n=196) (n=201)
Patients with event, (%) 170 (86.7%) 170 (84.6%)
Median (months, 95% CI) 5.4 (4.7,5.5) 5.6 (5.4,5.9)
o B Stratified HR* (95% Cl) 1.11 (0.89, 1.38)
e p-value (log-rank) 0.3504**
%)
o 60 —
—
o
>
=
) 40 —
©
'§ —— Placebo + atezolizumab
o + CE (n=201)
20 | —— Tiragolumab + atezolizumab
+ CE (n=196) o — Pl T}
+ Censored 2 1
]_‘ 1
o 1 I I I 1 1 1 1 ] I I 1 1 1 1 1 1 1 1 1 1
0 1 2 3 4 5 6 7 8 9 10 1 12 13 14 15 16 17 18 19 20 21 22
Kissdisich Time (months)

Placebo + atezo + CE 201 192 184 171 152 115 84 68 62 46 39 34 26 20 1 8 3
Tiragolumab + atezo + CE 196 189 183 170 154 105 67 54 41 ;M B3 2D 17 17 1 8 5

PFS = progression-free survival; CE = carboplatin and etoposide

Rudin CM et al. ASCO 2022;Abstract LBA8507.
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SKYSCRAPER-02: OS in the Primary Analysis Set

Tiragolumab + Placebo +
atezolizumab + CE atezolizumab + CE
100 — (n=196) (n=201)
Patients with event, (%) 107 (54.6%) 105 (52.2%)
Median (months, 95% CI) 13.6 (10.8, 14.9) 13.6 (12.3, 15.2)
80 Stratified HR* (95% Cl) 1.04 (0.79, 1.36)
S p-value (log-rank) 0.7963**
»
(o) 60 —
S
>
=
2 40 4
©
§ —  Placebo + atezolizumab i I_-:; i +
o + CE (n=201) e m——
20 | — Tiragolumab + atezolizumab
+ CE (n=196)
+ Censored
0 1 1 1 1 1 1 1 1 1 1 I I 1 I I I I I I I I | | 1
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
NG AERER Time (months)

Placebo + atezo + CE 201 195 188 183 175 168 164 156 144 134 125 115 97 70 47 36 26 19 12 9 7 5 4 NE NE
Tiragolumab + atezo + CE 196 191 186 184 177 172 162 154 146 133 116 93 80 62 51 32 21 14 9 7 7 5 2 1 NE

OS = overall survival; CE = carboplatin and etoposide

RTP
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Rudin CM et al. ASCO 2022;Abstract LBA8507.



Case Presentation: 66-year-old man with ES-SCLC and
progression after carboplatin/etoposide/atezolizumab
with CNS metastases — FGFR1 gain, TMB 11 mut/Mb —
receives lurbinectedin/radiation to the brain

Dr Adam Miller (Danvers, Massachusetts)




CT chest without contrast: initial scan
Right hilar/mediastinal mass with mediastinal
invasion, from lung cancer

CT chest w/ contrast: follow-up scan
Significant interval reduction size of
mediastinal mass

, ¢ ™
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CT abdomen/pelvis with contrast — liver metastasis
At time of progression At best partial response (2 months earlier)

-~

-




Case Presentation: 62-year-old man with progressive
ES-SCLC s/p carboplatin/etoposide/atezolizumab on
lurbinectedin with dose adjustment

Dr Rohit Gosain (Jamestown, New York)




Transl Lung Cancer Res 2021 November;10(11):4095-105.

Original Article

SLFN11 biomarker status predicts response to lurbinectedin as a
single agent and in combination with ATR inhibition in small cell
lung cancer

Kiran Kundu'®, Robert J. Cardnell, Bingnan Zhang’, Li Shen’, C. Allison Stewart', Kavya Ramkumar’,
Kasey R. Cargill', Jing Wang’, Carl M. Gay', Lauren A. Byers'
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& frontiers | Frontiers in Oncology

‘ @ Check for updates
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Lurbinectedin in small cell
lung cancer

Anna Manzo?, Vincenzo Sforza', Guido Carillio?,

Giuliano Palumbo®, Agnese Montanino?,

Claudia Sandomenico®, Raffaele Costanzo?,

Giovanna Esposito®, Francesca Laudato?,

Edoardo Mercadante®, Carmine La Manna®, Paolo Muto”,
Giuseppe Totaro®, Rossella De Cecio®, Carmine Picone’,
Maria Carmela Piccirillo®, Giacomo Pascarella®,

Nicola Normanno®*° and Alessandro Morabito™
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Review > Anticancer Agents Med Chem. 2022;22(5):812-820.
doi: 10.2174/1871520621666210706150057.

Treatment of Small Cell Lung Cancer with
Lurbinectedin: A Review

Prince Singh Rajput 7, Sharib Raza Khan ', Preeti Singh !, Pooja A Chawla

Affiliations + expand
PMID: 34229593 DOI: 10.2174/1871520621666210706150057
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Lurbinectedin Mechanism of Action

Effects on the tumor
VN
[ O\ / * Binds to guanine residues in the minor groove of DNA
m \/\/ \J\//\//\J  Affects activity of transcription factors
-~ ¥

* Stalls RNA polymerase Il
» Affects DNA repair pathways
* Results in eventual cell death

Messenger RNA

RTP
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https://www.zepzelcapro.com/mechanism-of-action/



European Journal of Cancer 172 (2022) 340—348

Available online at www.sciencedirect.com

ScienceDirect

journal homepage: www.ejcancer.com

Original Research

Lurbinectedin 1n patients with pretreated neuroendocrine
tumours: Results from a phase II basket study

Federico Longo-Muiioz “, Daniel Castellano ® Jerome Alexandre ©,

Sant P. Chawla ¢, Cristian Fernandez ¢, Carmen Kahatt “, Vicente Alfaro °,
Mariano Siguero °, Ali Zeaiter °, Victor Moreno J Enrique Sanz-Garcia *,
Ahmad Awada ", Ana Santaballa ', Vivek Subbiah »*
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Lurbinectedin in Patients with Pretreated Neuroendocrine Tumors:
Maximum Variation of Target Lesion Size

1UUj
90 -
80 -
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60 -
50 -
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65.5% 34.5%
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80 -
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100 3

' Confirmed response
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MC1923 Phase Il Clinical Trial of Durvalumab
(MEDI4736) and Topotecan or Lurbinectedin in
Patients with Relapsed Extensive-Stage Small Cell
Lung Cancer Previously Treated with Chemotherapy
and Immunotherapy

Leventakos K et al.
ASCO 2022:Abstract TPS8604. Poster




IMforte: A Phase lll Study of Lurbinectedin and

Atezolizumab versus Atezolizumab as Maintenance
Therapy in ES-SCLC

Paz-Ares L, et al.
JASLC 2022;Abstract EP14.01-015.




IMforte Phase Il Study Schema: Maintenance Therapy with
Lurbinectedin and Atezolizumab versus Atezolizumab

Induction Phase Maintenance Phase

Experimental arm
Atezolizumab

(1200 mg IV q3w) +
lurbinectedin

Ess?tg':rtz;::g i, | Patients with (3.2 mg/m? IV q3w)P
four 21-day cycles of reg;gﬁlslg or
atezolizumab  » ;) iccase
(1200 mg 1V)
e per RECIST
, 1.1a
+ etoposide Control arm

Atezolizumab
(1200 mg IV q3w)

ES-SCLC, edensive stage small-cell lung cancer; g3w, once every 3 weeks; R, randomized; RECIST 1.1, Response Evaluasion Criteria In Solid Tumors version 1.1.
“Following the induction therapy but before randomization, participants may receive prophylactic cranial irradiation at the investigator’s discretion per local standard.

"Granulocyte colony-stimulaing factor as primary prophylaxs is mandatory for participants assigned to the lurbinectedin-containing arm.

Paz-Ares L et al. IASLC 2022;Abstract EP14.02-015.

Treatment
until disease
progression per =
RECIST 1.1
or death

Survival
follow-up

Treatment
until disease
progression per =
RECIST 1.1
or death

Survival
follow-up

RTP
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BRIEF REPORT WILEY

Second-line lurbinectedin as a new treatment option for small-cell
lung cancer: Preliminary results in real-clinical practice

Anne-Claire Toublanc' ©® | Marina Guecamburu’ | Rémi Veillon' | Pietro Rosellini"’

1,2,3 | 1,2,3

Pierre-Olivier Girodet Maeva Zysman
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Characterization of Real-World Use of
Lurbinectedin in Adult Small Cell Lung Cancer
Patients in the United States

Wang X et al.
IASLC 2022;Abstract EP14.05-023.




EMERGE 402: Preliminary Real-World
Characteristics and Safety of Lurbinectedin in
Patients with Small-Cell Lung Cancer

Bushunow P et al.
JASLC 2022;Abstract P2.10-02.




Real-World (RW) Outcomes of Second-Line (2L)
Small Cell Lung Cancer (SCLC) Patients Treated
with Lurbinectedin

Estrin A et al.
ESMO 2022;Abstract 1539P.




Lurbinectedin/doxorubicin versus CAV or topotecan in
relapsed SCLC patients: Phase Ill randomized ATLANTIS trial

Luis Paz-Ares?
'Hospital Universitario 12 de Octubre, Madrid, Spain

Tudor Eliade Ciuleanu?, Alejandro Navarro3, Andrea Fulop?, Sophie Cousin®, Laura Bonanno®, Egbert Smit’, Alberto Chiapporig,
M2 Eugenia Olmedo?®, lidiko Horvath'®, Christian Grohé'!, José Antonio Lopez-Vilarino!?, Rafael Nufez'?, Antonio Nieto?!?, Martin
Cullell-Young'?, Noelia Vasco!?, Carmen Kahatt!?, Ali Zeaiter'?, Enric Carcereny'3, Jaromir Roubec!4, Konstantios Syrigos?’>,
Gregory Lo, Isidoro Barneto'’.

2|nstitutul Oncologic Prof. Dr. lon Chiricuta, si Universitatea de medicina si farmacie luliu Hatieganu , Cluj-Napoca, Romania. 3Hospital Vall d"Hebrén, Barcelona, Spain. #Orszagos Koranyi TBC
es Pulmonologiai Intezet, 6, Budapest, Hungary. > CRLCC Institut Bergonie, Bordeaux, France. ®Istituto Oncologico Veneto, Padova, Italy. 7Antonie van Leeuwenhoek Ziekenhuis, Amsterdam,
The Netherlands. 2H. Lee Moffitt Cancer Center & Research Institute, Tampa (FL), USA. *Hospital Universitario Ramon y Cajal, Madrid, Spain. 1°Orszagos Koranyi TBC es Pulmonologiai Intezet,
14, Budapest, Hungary. **Evangelische Lungenklinik, Berlin, Germany. 2Pharma Mar, S.A., Colmenar Viejo, Madrid, Spain. 13 Institut Catala d'Oncologia-Hospital Germans Trias i Pujol B-ARGO

GROUP, Badalona, Spain. 1¥Nemocnice AGEL, Ostrava-Vitkovice, Czech Republic. 153rd Department of Medicine, National & Kapodistrian University of Athens. 16Lakeridege Hospital, Oshawa
(ON), Canada. 7Hospital Reina Sofia, Cérdoba, Spain.
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ATLANTIS: Phase Ill Trial Design

+ SCLC

» 1 prior chemotherapy
line (additional
biologic lines allowed)

- ECOGPS=2

* Measurable/ non-
measurable per
RECIST

» Pts with CTFI <30 d
excluded

Screening Up to

DOX 40 mg/m? D1*

Lurbinectedin 2 mg/m2 D1 q3w *

600 patients
1:1 Randomization

Stratified:

o « ECOG (0 vs 21)
GCULLUESUCL - CTFI (= 180, 179-90, <90)
* CNS involvement (Y/N)

* Prior PDL1/PD1 (Y/N)
» Investigator preference for control
arm

Topotecan 1.5 mg/m? D1-5 q3w

OR, CAV combination D1, q3w

Treatment period

Primary endpoint
l OS

* Disease
Progression

* Unacceptable
Toxicity

|

| Follow-up /

Follow up period

28D
Primary prophylaxis with G-CSF is mandatory in both arms
DOX = doxorubicin; OS = overall survival; CTFlI = chemotherapy-free interval; CAV = cyclophosphamide, doxorubicin and vincristine RTP

Paz-Ares et al. WCLC 2021;Abstract PL02.03.
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ATLANTIS: Lurbinectedin with Doxorubicin versus CAV or
Topotecan for Patients with Relapsed SCLC

Overall Survival v Progression-free Survival

1.0 1.0

0.9: — .Lurbinectedin/DOX (N=307 C=63) 0.9 — Lurbinectedin/DOX (N=307 C=39)
23 : — .Control (N=306 C=72) e e — Control (N=306 C=52)
= 0.8; ~ensored = 038 ++ ensored
5 S
o 073 o 0.7
ol 0.6 OS HR=0.967 S PFS HR=0.831
5 = =0
o 05] o 0.5]
2 04 2 5
& mOS 8.6 months = 04 mPFS 4.0 months
= 0.3; S 0.3
3 92 5 o2

0.1] mOS 7.6 months O 94 PFS 4.0 months

00 0.0 !

0 2 4 6 § 10 12 14 16 18 20 22 24 0 3 6 9 12 15 18 21 24 27 30 33 36
Time (months) Time (months)
(p-value = (p-value =
0.0437) 0.7032)

1.Lurbinectuu...,'tl.lir,rlber of patients at risk 1 Lurbinectedi /Dcl;l)l(meer of patients at risk
307 198 134 72 52 34 251 16 12 11 9 6 5 --uroinectedin
ZCoru . e w0 ®m w3 3 5 T e S/ - U S S A A

306

CAV = cyclophosphamide, doxorubicin and vincristine; DOX = doxorubicin; OS = overall survival; mOS = median OS; PFS = progression-free
survival; mPFS = median PFS

RTP
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Paz-Ares et al. WCLC 2021;Abstract PL02.03.



ATLANTIS: Safety Summary

Lurbinectedin+DOX Control

Hematological Lurbinectedin+DOX Control % %
(n=303) (n=289) (n=303) (n=289)
0, 0,
Grade 23 Grade 23  p-value n (%) n (%)
Anaemia 44 (14.5) 90(31.1)  <0.0001 Any AE treatment-related 268 (88.4) 266 (92.0)
Neutropenia 112 (37.0) 200(69.2) <0.0001
Febrile neutropenia 12 (4.0) 24 (8.3) 0.0377 Any grade 23 AE 143 (47.2) 218 (75.4)
Thrombocytopenia 42 (13.9) 90 (31.1) <0.0001
Any grade 4 AE 49 (16.2) 158 (54.7)
: Lurbinectedin+DOX Control
Non hematological Any grade >3 SAE 38 (12.5) 83 (28.7)
Grade 23 Grade 23  p-value
Yy 7 Ee— 6 (2.0) 3 (1.0) 0.5057 Death associated with AEs 1(0.3) 10( 3.5)
AP increased 2(0.7) 3(1.0) 0.6783 Treat.ment discontinuations 23 (7.6) 45 (15.6)
AST increased 7(2.3) 4 (1.4) 0.5463 associated with AEs
Fatigue 26 (8.6) 31(10.7) 0.4051 Delays associated with AEs 79 (26.1) 99 (34.3)
Nausea 6(2.0) 4(1.4) 0.7525
Vomiting 4(1.3) 0 0.1242 Reductions associated with AEs 66 (21.8) 138 (47.8)

DOX = doxorubicin; AE = adverse event; SAE = serious AE

RESEARCH
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Analysis of Patients With Relapsed Small Cell Lung Cancer (SCLC)

Receiving Single-agent Lurbinectedin in the Phase 3 ATLANTIS Trial

Alejandro Navarro,'* Santiago Ponce Aix,>* Isidoro C. Barneto,* Egbert F. Smit,® José Antonio Lopez-Vilarifio,® Antonio Nieto,® Carmen Kahatt,® Ali Zeaiter,® Sophie Cousin,” Helge Bischoff,® Jaromir Roubec,’
Konstantinos Syrigos,' Luis Paz-Ares®




ATLANTIS: Change in Tumor Size from Baseline During
Combination Therapy or Monotherapy (IRC)

2 100

E & 80+ B Maximum % reduction from baseline started on combination therapy
2 & 607 o . .

=8  40- B Maximum % reduction from baseline occurred on monotherapy
58 20

 — 0— T T "

c £ HEEOE

JULLLL L]

55w

QO = -

o w!m

S -80-

Q- =100

RTP
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ATLANTIS: Change in Tumor Size from Baseline During
Combination Therapy or Monotherapy (IRC)

Best response to Best response on lurbinectedin monotherapy 3.2 mg/m?

lurbinectedin +
doxorubicin CR PR SD PD

Improving response ¢ssssssss) Declining response

The majority (32/48) of patients who switched to lurbinectedin monotherapy maintained or improved
the tumor response achieved on combination therapy (16 patients had progressive disease)
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Navarro A et al. ASCO 2022;Abstract 8524.



A Phase 1/2 Trial of Lurbinectedin (L) in Combination

with Pembrolizumab (P) in Relapsed Small Cell Lung
Cancer (SCLC): The LUPER Study

Calles A et al.
ASCO 2022;Abstract 8581.




LUPER Phase I/l Study Design

Prospective phase I/Il, multicenter, open-label study (NCT04358237)

Phase 1 Phase 2
Key inclusion criteria Dose ranging (3+3 design) Expansion study at RD Primary endpoints
» =18 years with confirmed SCLC e Phase 1: MTD and RD of Lin com-
bination with P for phase Il in pts
* ECOGPSO0-1 (Cohorts of 3-6 pts each) e with relapsed SCLC.

» Phase 2: Efficacy of L in combina-
tion with P in terms of ORR, ac-

» Measurable disease as per RECIST v.1.1

Pembrolizumab
Pembrolizumab

e Progression to a CT-containing regi- SRl b 200 Mg QIW cording to RECIST 1.1, in pts with

men (24 weeks before study initiation) i bitectetian s relapsed SCLC.

: Lurbinectedin
starting dose
g . 2.4 mg/m? Q3W RD Q3W

* Previous  immunotherapy  NOT it Secondary endpoints

allowed

_ , , o Safety as per CTCAE 5.0, prelimi-
. X The RP2D was the highest DL at which 0/3 pts or <1/6 pts experienced ;

» Pts with treated, stable, asymptomatic DLTs during the first cycle. nary efficacy, and pharmacoki-

brain metastases (BMs) are allowed P and L will be administered Day 1 Q3W until disease progression, un- netics.

acceptable toxicity, or consent withdrawal.

RTP
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Calles A et al. ASCO 2022;Abstract 8581.



1508

100 -

505

-100 -

Percentage Change from Baseline (%)

Calles A et al. ASCO 2022;Abstract 8581.

LUPER: Best Overall Response

ORR: 30.8%

Patients

. DL1-2.4 mg/m?
. DL2 - 3.2 mg/m?

PD: Progressive disease
SD: Stable disease

NE: Non-evaluable

PR: Partial response

CR: Complete response
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Ongoing Phase lll LAGOON Study Design

Trial identifier: NCT05153239 (Open)

Estimated enrollment: 705 Lurbi tedi
— urpinectedin
Eligibility
e SCLC with 1 prior line of platinum-
containing chemotherapy +/- anti- — Lurbinectedin + irinotecan

PD-1/PD-L1

Investigator’s choice

Primary endpoint: overall survival

(irinotecan or topotecan)

RTP
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www.clinicaltrials.gov. NCT05153239. Accessed July 2022.



Case Presentation: 72-year-old woman and current smoker
with ES-SCLC who receives dose attenuated
chemoimmunotherapy due to multiple comorbidities

Dr Minesh Patel (Peachtree City, Georgia)
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Case Presentation: 76-year-old woman with LS-SCLC
considering prophylactic cranial irradiation

Dr Priya Rudolph (Athens, Georgia)




Case Presentation: 54-year-old man with poorly controlled
Type 2 diabetes and ES-SCLC

Dr Adam Miller (Danvers, Massachusetts)




Right lower lobe FDG avid nodule, most likely
primary lung cancer

Right hilar FDG avid lymphadenopathy
Subcarinal FDG avid lymphadenopathy
Otherwise no evidence of disease

| ;~ | | .
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Case Presentation: 68-year-old woman with LS-SCLC
without a detectable primary tumor

Dr Adam Miller (Danvers, Massachusetts)




Right supraclavicular nodal uptake,
concern for metastasis

Bulky mediastinal/hilar lymphadenopathy

Liver FDG uptake, concerning for metastatic
deposit
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Case Presentation: 62-year-old woman with LS-SCLC and
stiff person syndrome

Dr Minesh Patel (Peachtree City, Georgia)




Trilaciclib: Mechanism of Action

Administer trilaciclib within 4 hours )
prior to the start of chemotherapy

Platinum/etoposide- or topotecan-
containing chemotherapy regimen

CDK4/6-dependent CDK4/6-independent Protected from ~ Chemotherapy-
heg\atoponq}tc stelrln small-cell ltljlng cgem%tl&erapy- induced cytotoxicity
nd progenitor ncer n m

ARpIvgenRLeele CANCILoRTS Transiently arrested in the  Continue to rapidly IEEEEHeantEs

G1 phase of cell cycle proliferate

Multilineage myeloprotection

Q ¥ @

Red blood cells Neutrophils Platelets Lymphocytes

Improved quality of life

@A)y /) thrombocytopenia

© Less neutropenia, anemia, ] Reduced use of supportive Fewer hospitalizations due
care interventions to myelosuppression/sepsis

RTP

RESEARCH
TO PRACTICE

Weiss J et al. Clin Lung Cancer 2021;22(5):449-60.



Clin Lung Cancer 2021;22(5):449-60. Original Stu dy

Effects of Trilaciclib on Chemotherapy-Induced
Myelosuppression and Patient-Reported
Outcomes in Patients with Extensive-Stage Small

Cell Lung Cancer: Pooled Results from Three
Phase II Randomized, Double-Blind,
Placebo-Controlled Studies

Jared Weiss,! Jerome Goldschmidt,?> Zoran Andric,” Konstantin H. Dragnev,
Chad Gwaltney,5 Konstantina Skaltsa,® Yili Pritchett,’ Joyce M. Antal,’
Shannon R. Morris,’ Davey Daniel®?

E




Myelopreservation Benefits with Trilaciclib Administered Prior to
Chemotherapy

: : Severe (grade 4)
Primary endpoint heutropenia P <.0001
Febrile neutropenia
Secondary
endpoints:
neutrophils
G-CSF administration P <0001
56.3
Grade 3/4 anemia
Seﬁgzz?:g RBC fransfusion
RBCs' on/after week 5
ESA administration
Grade 3/4
Secondary thrombocytopenia
endpoints:
platelets®
Platelet fransfusion
T T T T T 1 1
0 10 20 30 40 50 60

Percent of patients

W Trilaciclib prior to chemotherapy (n = 123) M Placebo prior to chemotherapy (n = 119)

RTP
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Time to Confirmed Deterioration (TTCD) in Selected Patient-
Reported Outcome Measures with Trilaciclib

Domain Events, n TTCD, months Hazard ratio (95% Cl)
Trilaciclib/placebo Trilaciclib/placebo
Physical wellbeing 32/51 NYR/5.16 = { 0.62 (0.40-0.97)
Functional wellbeing 31/55 7.62/3.78 } | 0.45 (0.29-0.71)
Fatigue 39/61 7.03/2.33 A 0.56 (0.37-0.85)
Anemia trial outcome index ~ 33/55 7.20/3.78 : . { 0.54 (0.35-0.84)
FACT-An total 31/58 NYR/3.48 : | 0.47 (0.30-0.73)
04 06 081 167 25
Trilaciclib better Placebo better
< >

RTP
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Common Adverse Events (AEs)

Event n (%)
Trilaciclib Prior to Chemotherapy Placebo Prior to Chemotherapy
(n=122) (n=118)
Most common AEs (occurring in >10% of patients)?
Neutropenia 1(41.8) 78(66.1)
Anemia 6 (37.7) 71(60.2)
Nausea 1(33.6) 39(33.1)
Fatigue 1(33.6) SAULT)
Thrombocytopenia 7(30.3) 50 (42.4)
Dyspnea 0(16.4) 20(16.9)
Pyrexia 17 (13.9) 13(11.0)
Alopecia 6 (13.1) 30 (25.4)
Diarrhea 6 (13.1) 21(17.8)
Decreased appetite 6 (13.1) 15:(12.%)
Headache 6 (13.1) 11(9.3)
Constipation 4(11.5) 3(19.5)
Vomiting 11(9.0) 9(16.1)
Leukopenia 10 (8.2) 28 (23.7)
Platelet count decreased 9(7.4) 9(16.1)
Dizziness 9(7.4) 8(15.3)
Neutrophil count decreased 8 (6.6) 1(17.8)
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Abstract OA12.05

Phase 1 Updated Exploration and First
Expansion Data for DLL3-Targeted T-cell
Engager Tarlatamab in SCLC
(DelLLphi-300 Study)

Hossein Borghaei,’ Luis Paz-Ares,? Melissa Johnson,® Stephane Champiat,* Taofeek
Owonikoko,’ Victoria Lai,® Michael Boyer,” Horst-Dieter Hummel,® Ramaswamy Govindan,®
Neeltje Steeghs,'? Fiona Blackhall,’ Noemi Reguart,'?2 Afshin Dowlati,'® Yiran Zhang,4
Nooshin Hashemi Sadraei,'* Amanda Goldrick,' Hiroki lzumi®




AMG 757: A Half-Life Extended BITE (Bispecific T-Cell Engager)
Targeting DLL3 for SCLC

Notch ligand delta-like ligand 3 (DLL3) is aberrantly expressed on the surface of SCLC cells

Tarlatamab is a bispecific T cell engager (BiTE®) immune therapy that binds DLL3 and CD3 leading to
T cell-mediated tumor lysis

— Interim phase 1 dose exploration data show preliminary efficacy and acceptable safety in SCLC patients

Tarlatamab
BIiTE molecule

T cell proliferation

i

w SCLC cell apoptosis
-

2 N
. 4

(to extend half life) R

Borghaei H et al. IASLC 2022;Abstract OA12.05.



DelLLphi-300: Summary of Tarlatamab (AMG 757) Efficacy in a
Phase | Study for Previously Treated SCLC

120~
100 -+
80+ Median duration of response: 13 months
60 -
40 -

20+ 5 -
o ||||II T -

s (RO, 8 igg_ A 1] |5] 048 N _
—40 4 6833 Buv I|
2 3»;;33,
-60 33305
3 %33

Best % Change from Baseline in Sum of Diameters

23
-804 C 3 33zl
B 0003mg (N=1) B 0.01mg (N=1) W 0.03mg (N=1) [ 0.1 mg (N=1) ot
-1004  m0.3mg (N=9) B 1 mg (N=8) B 3 mg (N=9)' B 10 mg (N=16)' G238
@ 30 mg (N=7)1 @ 100 mg (N=13)1 ) 100 mg (dose expansion) (N=28)'

-120 -

Confirmed ORR, 23% (2 CRs, 22 PRs); 37% of patients with target lesion shrinkage 2 30%

tIndicates step dosing with 1 mg run-in dose. Plot includes patients who received = 1 dose of tarlatamab, had at least 9 weeks follow-up after first dose of tarlatamab, and had sum of diameters available in post-
baseline assessments. Unlabeled bars include confirmed and unconfimed PD. CR, complete response; NE, not evaluable; ORR, objective response rate; PR, partial response; SD, stable disease. PR** indicates
patients had an initial PR and still have potential for future confirmative scans; SD* indicates patients had an initial response but did not have confirmation of response on the subsequent scan.

* Maedian progression-free survival: 3.7 months
* Median overall survival: 13.2 months
RTP
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DelLLphi-300: Treatment-Related Adverse Events Summary
for Tarlatamab

Patients (N = 106)

Treatment-related AEs All Grades, Grade 2 3,
(by preferred term) n (%) n (%)*
Any treatment-related AE 97 (92) 33 (31)
Treatment-related AEs occurring in > 15% of patients
(by preferred term)
CRS 56 (53) 1(1)
Pyrexia 40 (38) 2(2)
Dysgeusia 24 (23) 0
Fatigue 23 (22) 3 (3)
Nausea 21 (20) 0

= 4/106 (4%) patients discontinued tarlatamab due to treatment-related AEs: encephalopathy (n=1), neurotoxicity
(n=1), and pneumonitis (n=2, including one grade 5 AE)

Tarlatamab showed a manageable safety profile across evaluated doses

*Includes one patient with grade 5 pneumonitis; AE, adverse event; CRS, cytokine release syndrome.
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DelLLphi-300: Treatment-Related Adverse Events of Interest
for Tarlatamab

All Patients (N = 106)

All grades Grade 2 3
Events of Interest (AMQN) n (%) n (%)
CRS' 56 (53) 1(1)
Neurologic eventsT 53 (50) 7 (7)
Neutropeniat 17 (16) 10 (9)

= CRS AEs (Lee, 2014) were mostly grade 1, occurred in cycle 1 and rarely recurred in subsequent cycles, and were
generally manageable; no grade 4/5 CRS

— 8/106 patients [8%] required tocilizumab for CRS
= Treatment-related neurologic events (NEs) were predominantly grade 1 and either dysgeusia or headache

— Confusion was the most common grade = 3 treatment-related NE (n=5). Confusion was the only grade 4 NE on
the study (n=1)

= Grade 4 treatment-related neutropenia occurred in 4 patients (4%); no cases of febrile neutropenia

AMQN, Amgen MedDRA query narmow; CRS, cytokine release syndrome; NE, neurologic event. 'CRS includes cytokine abnormal, cytokine release syndrome, cytokine storm, cytokine test;
*Neurologic Events hased on "Central neuropsychiatric events due to direct neurotoxicities™ search and was graded using CTCAE version 4.0; ¥Neutropenia based on AMQN search and graded using

CTCAE version 4.0.

Borghaei H et al. IASLC 2022;Abstract OA12.05.
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Meet The Professor with Dr Gay

Introduction: Journal Club with Dr Gay

MODULE 1: Case Presentations

MODULE 2: Appendix of Key Publications
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First-Line Therapy for Extensive-Stage Small Cell
Lung Cancer (ES-SCLC)




© Updated Overall Survival and PD-L1 Subgroup
Analy3|s of Patients With Extensive-Stage
Small-Cell Lung Cancer Treated With
Atezolizumab, Carboplatin, and

- Etoposide (IMpower133)

Stephen V. Liu, MD?; Martin Reck, MD, PhD?; Aaron S. Mansfield, MD3; Tony Mok, MD*; Arnaud Scherpereel, MD, PhD>;

Niels Reinmuth, MD, PhD®; Marina Chiara Garassino, MD’; Javier De Castro Carpeno, MD?; Raffaele Califano, MD®; Makoto Nishio, MD*%;
Francisco Orlandi, MD'!; Jorge Alatorre-Alexander, MD'?; Ticiana Leal, MD*3; Ying Cheng, MD'*; Jong-Seok Lee, MD'>;

Sivuonthanh Lam, PharmD'®; Mark McCleland, PhD'®; Yu Deng, PhD®; See Phan, MD'®; and Leora Horn, MD*’

sytodox [emgu

J Clin Oncol 2021;39(6):619-30.




IMpower133: Phase Il Study Design

r N
Patients with (N = 403):
« Measurable ES-SCLC

Induction (4 x 21-day cycles) Maintenance

(RECIST v1.1) Atezolizumab _(1200 mg IV, Day 1) : -
+ carboplatin Atezolizumab 3
» ECOGPS0or1 + etoposide Treat until 3
» No prior systemic PD or loss >
treatment for ES-SCLC of clinical =
. Patients with treated benefit g
asymptomatic brain &
metastases were eligible | . J %
Stratification: . :
Carboplatin: AUC 5 mg/mL/min IV, Day 1
« Sex (ma]e VS. fema|e) Etoposide: 100 mg/m? IV, Days 1-3 =
-« ECOGPS(0Ovs. 1) . e = p =
; o-primary end points: ey secondary end points:
- Brain metastases * Overall survival » Objective response rate
(yes vs. no)? + Investigator-assessed PFS » Duration of response
" P » Safety

ES-SCLC = extensive-stage small cell lung cancer; PD = disease progression; PFS = progression-free survival

RTP

RESEARCH

Liu SV et al. J Clin Oncol 2021;39(6):619-30. TO PRACTICE



IMpowerl33: Updated OS (ITT Population)

Median follow up: 22.9 mo

100 Atezolizumab Placebo
+ CP/ET + CP/ET
90 - (n = 201) (n =202)
- Ly Median OS, mo 12.3 10.3
= 70 (95% Cl) (10.8 to 15.8) (9.3t0 11.3)
g o HR (95% CI) 0.76 (0.60 to 0.95)
= P = .0154*
- 12-month OS
c?: 50 -
= 40 Benefit independent of PD-L1 status
§ |
o 30 -~ I
o9 I
| i #
10 . I I 21.0 /O
| |

Time (months)

OS = overall survival; CP = carboplatin; EP = etoposide

RESEARCH
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IMpowerl33: OS Subgroup Analyses

B
Median OS (months)
Atezolizumab Placebo OS HR?
Subgroup + CP/ET + CP/ET (95% CI)
T
Male (n = 261) 12:2 10.9 ] ¢ , 0.83 (0.63 to 1.10)
Female (n = 142) 13.6 9.5 ; ‘ I ol ° 0.64 (0.43 to 0.94)
I
< 65 years (n=217) 12.1 11.5 . A i 0.94 (0.68 to 1.28)
> 65 years (n = 186) 14.4 9.6 | A ' L ' 0.59 (0.42 to 0.82)
|
ECOG PS 0 (n = 140) 16.8 12.6 } ‘ N 0.73 (0.48 to 1.10)
ECOG PS 1 (n = 263) 11.3 9.3 } b i 0.78 (0.60 to 1.03)
Brain metastases (n = 35) 8.5 9.7 I ! - i 0.96 (0.46 to 2.01)
No brain metastases (n = 368) 12.6 10.4 — 0.74 (0.58 to 0.94)
Liver metastases (n = 149) 9.3 7.8 I ‘ i 0.75 (0.52 to 1.07)
No liver metastases (n = 254) 16.3 11.2 ! ’ 0.76 (0.56 to 1.01)
I
bTMB < 10 (n = 134) 11.8 9.4 ! " { 0.73 (0.49 to 1.08)
bTMB > 10 (n = 212) 14.9 11.2 I “ 0.73 (0.53 to 1.00)
I
bTMB < 16 (n = 266) 12.5 10.0 I & | 0.79 (0.60 to 1.04)
bTMB = 16 (n = 80) 17.1 11.9 : r— 0.58 (0.34 to 0.99)
[
ITT (N =403) 12.3 10.3 |—’—| 0.76 (0.60 to 0.95)
0.25 1.0 2.5
H a
<€ i >

Favors Atezolizumab + CP/ET Favors Placebo + CP/ET

OS = overall survival; CP/ET = carboplatin with etoposide
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PD-L1 Expression < 1%

Atezolizumab Placebo
+ CP/ET + CP/ET
(n =28) (n=37)
Median OS, mo 10.2 8.3
(95% Cl) (7.9t0 15.7) (6.91t09.1)
HR (95% CI) 0.513 (0.297 to 0.886)

P=.0150*

L L L L
01234567 8 9101112131415 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32

Time (months)

OS = overall survival; CP/ET = carboplatin with etoposide

Liu SV et al. J Clin Oncol 2021;39(6):619-30.
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IMpower133: OS by PD-L1 Expression (<1% versus 25%)

PD-L1 Expression = 5%

Atezolizumab Placebo
+ CP/ET + CP/ET
(n=15) (n=14)
Median OS, mo 21.6 9.2
(95% Cl) (9.4 to NE) (6.1to 15.7)

HR (95% CI)

0.599 (0.246 to 1.455)
P=.2527*

L L L L L L
0123456 7 8 91011121314151617 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32

Time (months)

L L L

LI
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IMpowerl33: Adverse Events (AEs)

Patients — no. (%) AtezolizuTab + CP/IET Placebg + CPIET
(N =198) (N = 196)
Patients with 2 1 AE 198 (100) 189 (96.4)
Grade 34 AEs 133 (67.2) 125 (63.8)
Treatment-related AEs? 188 (94.9) 181 (92.3)
Serious AEs 74 (37.4) 68 (34.7)
Immune-related AEs 79 (39.9) 48 (24 .5)
AEs leading to withdrawal from any treatment? 22 (11.1) 6(3.1)
AEs leading to withdrawal from atezolizumab/placebo 21 (10.6) 5(2.6)
AEs leading to withdrawal from carboplatin 5(2.9) 1(0.5)
AEs leading to withdrawal from etoposide 8(4.0) 2(1.0)
Treatment-related deaths 3(1.5) J311:5)

* Median duration of treatment with atezolizumab was 4.7 months (range: 0 to 21)

+ Median number of doses received:
» Atezolizumab: 7 (range: 1 to 30)
« Chemotherapy: 4 doses for carboplatin; 12 doses for etoposide (same for both treatment groups)

RTP
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Durvalumab, with or without tremelimumab, plus platinum-etoposide in
first-line treatment of extensive-stage small-cell lung cancer: 3-year overall
survival update from CASPIAN™

L. Paz-Ares’, Y. Chen?, N. Reinmuth?, K. Hotta®, D. Trukhin®, G. Statsenko®, M. J. Hochmair’, M. Ozgiiroglu®, J. H. Ji°,
M. C. Garassinolo'“, O. Voitkolz, A. Poltoratskiy13, E. Musso“, » Havells, . Bondarenkols, G. Losonczy”, N. Conevls,
H. Mann®, T. B. Dalvi*’, H. Jiang”® & J. W. Goldman®*
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CASPIAN: Phase Il Study Design

Durvalumab +

* Treatment-naive ES-SCLC Primary endpoint

tremelimumab + Durvalumab?*
* WHOPSOor1l EP* g4w until PD e OS
° i 3w for 4 cycles
Asymptomatlc.or treated g y Secondary
and stable brain 1:1:1 .
. endpoints
metastases permitted ° ., Durvalumab + EP* __  Durvalumab . PFSS
* Life expectancy 212 q3w for 4 cycles q4w until PD
weeks Stratified by e ORRS
planned
platinum

e Safety &
tolerability

* Measurable disease per
RECIST v1.1 vs cisplatin) EP*

N = 805 (randomized)

(carboplatin

+ Optional PCI*
a3w for up to 6 cycles e PROs

* EP consists of etoposide 80-100 mg/m? with either carboplatin AUC 5-6 or cisplatin 75-80 mg/m?, durvalumab dosed at 1,500 mg, tremelimumab dosed at 75 mg
" Patients could receive an additional 2 cycles of EP (up to 6 cycles total) and PCl at the investigator’s discretion
*Patients received an additional dose of tremelimumab post-EP; § By investigator assessment per RECIST v1.1

PS = performance status; PD = disease progression; PCl = prophylactic cranial irradiation; OS = overall survival; PFS = progression-free survival; ORR = objective
response rate; PROs = patient-reported outcomes; AUC = area under the curve

Paz-Ares L et al. ASCO 2020;Abstract 9002.



CASPIAN OS (ITT Population): Durvalumab with EP versus EP

Events/ Median OS 12-month OS 18-month OS 24-month OS 36-month OS
patients, (95% Cl), rate (95% Cl), rate (95% Cl), rate (95% Cl),  rate (95% Cl),
n (%) months % % % %
1.0 Durvalumab + EP 221/268 (82.5) 12.9 (11.3-14.7) 52.8 (46.6-58.5) 32.0 (26.5-37.7) 22.9(18.1-28.2) 17.6 (13.3-22.4)
EP 248/269 (92.2) 105(9.3-11.2) 39.3(33.4-451) 24.8(19.7-30.1) 13.9(10.1-184) 5.8 (3.4-9.1)
0.8 — HR 0.71 (95% CI 0.60-0.86): nominal P = 0.0003
n
o
S
© 0.6
2
2
S 04+
o
S 1
o 1
0.2 — i
i
1
I 1 I 1 : :: LU L L H_
0 ’ j
| I | | I | 1 | | | | I | I 1
0 3 6 9 12 15 18 21 24 2f 30 33 36 39 42 45 48 o1
Time from randomization (months)
No. at risk
Durvalumab + EP 268 244 214 177 140 109 85 70 60 54 50 46 39 25 13
EP 269 243 212 156 104 82 64 51 36 24 19 T 13 10 3 0

OS = overall survival; EP = carboplatin or cisplatin with etoposide
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CASPIAN Forest Plot of OS: Durvalumab with EP versus EP

Events/patients, n

Durvalumab =p Hazard ratio
+ EP (95% Cl)
All patients 221/268 248/269 —e— 0.71 (0.60-0.86)
Planned platinum agent
Carboplatin 167/201 184/201 —e— 0.74 (0.60-0.91)
Cisplatin 54/67 64/68 [ | 0.65 (0.45-0.94)
Age
<65 years 133/167 144/157 —a—i 0.68 (0.54-0.87)
265 years 88/101 104/112 ——— 0.78 (0.59-1.04)
Brain/CNS metastases
Yes 25/28 291271 I i 0.76 (0.43-1.33)
No 196/240 223/242 —&— 0.71 (0.59-0.86)
1 | 1
025 a5 1 2
< >
Favors durvalumab Favors EP
+ EF

OS = overall survival; EP = carboplatin or cisplatin with etoposide
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Probability of OS

CASPIAN OS (ITT Population): Durvalumab with

1.0

0.8 =

0.6 —

0.4 —

0.2 =

Tremelimumab and EP versus EP

Events/ Median OS 12-month OS 18-month OS 24-month OS 36-month OS
patients, (95% CI), rate (95% ClI), rate (95% ClI), rate (95% Cl), rate (95% CI),
n (%) months % % % %

Durvalumab + 15.3 (11.2-19.9)

tremelimumab + EP

EP 248/269 (92.2)

226/268 (84.3) 10.4 (9.5-12.0) 43.5(37.5-49.4) 30.6(25.1-36.2) 22.9 (18.0-28.2)

105 (9.3-11.2) 39.3(33.4-45.1) 24.8(19.7-30.1) 13.9(10.1-18.4) 5.8 (3.4-9.1)

HR 0.81 (95% CI 0.67-0.97); nominal P = 0.0200

111 L1 B | 1
31 1 | LI | I

No. at risk

Durvalumab + 268

tremelimumab + EP

OS = overall survival; EP = carboplatin or cisplatin with etoposide

EP 269

I | | | | | |
3 6 9 12 18 418 21 24 27 30 33 36

Time from randomization (months)

39 42 45 48

238 200 156 114 92 80 70 60 56 48 41 37 26 11 2 0

243 212 156 104 82 64 51 36 24 19 17 13 10 3 0 0

RTP
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CASPIAN Forest Plot of OS: Durvalumab with Tremelimumab and
EP versus EP

Events/patients, n

Durvalumab + EP Hazard ratio
tremelimumab + EP (95% CI)
All patients 226/268 248/269 —o— 0.81 (0.67-0.97)
Planned platinum agent
Carboplatin 169/200 184/201 —e 0.82 (0.66-1.01)
Cisplatin 57/68 64/68 [ ] 0.78 (0.54-1.11)
Age
<65 years 126/154 144/157 p—eo— 0.74 (0.58-0.94)
265 years 100/114 104/112 o 0.90 (0.69-1.19)
Brain/CNS metastases
Yes 35/38 25127 I | 0.92 (0.55-1.56)
No 191/230 223/242 —e— 0.79 (0.65-0.95)
1 | |
0.25 0.5 1 2
4+— A
Favors durvalumab + Favors EP

tremelimumab + EP

OS = overall survival; EP = carboplatin or cisplatin with etoposide
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CASPIAN: Response and Progression-Free Survival (PFS)

Durvalumab plus Durvalumab plus
EP (n = 27) tremelimumab
plus EP (n = 19)

Best objective response”

Responders, n (%) 23 (85.2) 19 (100.0)
Complete response” b 122.2) 4 (21.1)
Partial responseb 17 (63.0) 15 (78.9)

Non-responders, n (%) 4 (14.8) 0
Stable disease >6 weeks 2 (7.4) 0
Progression 2 (7.4) 0

PFS®

Progression events, n (%) 6 (22.2) 4 (21.1)
New lesions only 2 (7.4) 4 (21.1)
Target lesions only 4 (14.8) 0

PFS rate at 12 months, % (95% CI)° 85.2 (65.2-94.2) 84.2 (58.7-94.6)
PFS rate at 24 months, % (95% CI)° 81.5 (61.1-91.8) 78.9 (53.2-91.5)

EP = carboplatin or cisplatin with etoposide
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CASPIAN 3-Year Update: Serious Adverse Events

D+EP D+T+EP EP
(n=265) (n=266) (n=266)
Serious AEs (all cause), n (%)* 86 (32.5) 126 (47.4) 97 (36.9)
| Febrile neutropenia 12 (4.5) 11 (4.1) 12 (4.5)
Pneumonia 6 (2.3) 16 (6.0) 11 (4.1)
Anaemia 5(1.9) 9(3.4) 12 (4.5)
Thrombocytopenia 1(0.4) 6 (2.3) 9(3.4)
Hyponatremia 2 (0.8) 9(3.4) 4 (1.9)
Neutropenia 2 (0.8) 5(1.9) 7 (2.6)
Diarrhoea 2(0.8) 7(2.6) 4(1.5)
Pulmonary embolism 1(0.4) 7 (2.6) 0
AEs leading to death (all cause), n (%)T 14 (5.3) 29 (10.9) 16 (6.0)
Treatment-related AES leading to death 6 (2.3) 12 (4.5) 2(0.8)

D = durvalumab; EP = carboplatin or cisplatin with etoposide; T = tremelimumab; AEs = adverse events

Paz-Ares LG et al. ESMO 2021;Abstract LBA61.



CASPIAN: Quality of Life

Median TTD, months

Events/ Durvalumab Nominal

QLQ-C30 patients, n +EP EP HR (95% CI) P value
Global health status/QoL 240/470 84 72 I o { 0.81 (0.626-1.054) 0.1166
Cognitive functioning 261/486 84 6.0 - { 0.61(0.472-0.776) <0.0001

Emotional functioning 216/481 129 7.3 - { 0.61 (0.464-0.800) 0.0003
Physical functioning 246/483 85 6.5 I > i 0.75 (0.581-0.970) 0.0276
Role functioning 262/456 74 59 k - ! 0.71 (0.550-0.904) 0.0059
Social functioning 264/472 76 6.2 k 2 i 0.70 (0.549-0.897) 0.0048
Appetite loss 251/454 83 6.6 * i 0.70 (0.542-0.899) 0.0054
Constipation 2251468 1.1 7.3 F - ! 0.65 (0.499-0.855) 0.0018
Diarrhea 208/487 146 7.7 - i 0.59 (0.442-0.774) 0.0002
Dyspnea 220/442 9.0 74 ; 2 3 i 0.75 (0.574-0.989) 0.0406
Fatigue 309/475 55 43 ° i 0.82 (0.653-1.027) 0.0835
Nausea/vomiting 260/488 84 6.6 I ° { 0.80 (0.626-1.027) 0.0809
Pain 2501472 7.8 6.7 F ° { 0.79 (0.615-1.021) 0.0718
Insomnia 220/435 86 7.3 ; ° | 0.75 (0.568-0.980) 0.0349
QLQ-LC13

Cough 221/459 93 7.7 k e { 0.78 (0.600-1.026) 0.0747
Dyspnea 284/480 6.5 55 b @ i 0.79 (0.625-1.006) 0.0578
Hemoptysis 165/487 18.3 10.5 { 0.64 (0.469-0.876) 0.0049
Arm/shoulder pain 224/478 9.9 7.5 o { 0.70 (0.535-0.915) 0.0088
Chest pain 215/478 106 7.8 b * 0.76 (0.575-0.996) 0.0464
Other pain 2551466 7.8 6.4 o { 0.72 (0.558-0.823) 0.0096

T T T T T T T
0.4 0.5 0.6 0.7 0.8 0.9 1.0 1.1
< r
Favors durvalumab + EP Favors EP

EP = carboplatin or cisplatin with etoposide; QoL = quality of life; D = durvalumab

Goldman JW et al. Lung Cancer 2020;149:46-52.
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Global health status/QoL (QLQ-C30)
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LUMINANCE: A Phase Illb Study of Durvalumab
plus Platinum-Etoposide for the First-Line
Treatment of Extensive-Stage SCLC

Reinmuth N et al.
|ASLC 2022;Abstract EP14.05-015.



LUMINANCE Phase llIb Study Rationale

* In common with most registrational Phase Il studies, the patient inclusion and exclusion criteria in
CASPIAN resulted in a study population that did not fully represent that encountered in real-world
clinical practice.

— Many patients with ES-SCLC have poor performance status (WHO PS >2) at diagnosis, but
recruitment in CASPIAN was limited to patients with WHO PS 0 or 1.

— Although 4 cycles of EP is standard for ES-SCLC, an additional 2 cycles are often administered,;
in CASPIAN up to 6 cycles were permitted in the etoposide (EP) arm only.

— The role of prophylactic cranial irradiation (PCl) remains controversial in ES-SCLC, but is
sometimes used in the real world at the discretion of the treating physician; in CASPIAN, PCI
was permitted only in the EP arm.

* The Phase lllb LUMINANCE study will provide safety and efficacy data for patients with ES-SCLC,
including those with WHO PS 2, with durvalumab in combination with up to 6 cycles of EP, with or
without PCI, to help inform treatment decisions in real-world practice.

* In addition, LUMINANCE will potentially help address important scientific questions, including the

identification of potential biomarkers to distinguish patients who might benefit most from
durvalumab.

Reinmuth N et al. IASLC 2022;Abstract EP14.05-015.




LUMINANCE Phase llIb Study Design

. The safety and efficacy of durvalumab in combination with up to 6 cycles of EP, with or without PCI, will be evaluated in ~150 patients with previously
untreated ES-SCLC, including patients with WHO PS 2.

. Durvalumab will be administered intravenously concurrently with platinum-based chemotherapy (investigator’s choice of cisplatin or carboplatin) and
etoposide Q3W for 4—6 cycles, followed by durvalumab Q4W until PD.

- Drug dosages: durvalumab 1500 mg; cisplatin 75-80 mg/m?2 or carboplatin AUC5-6 (for patients with WHO PS 2, a dose of AUC4 is permitted);
etoposide 80—-100 mg/m?Z.

(- Treatment-naive ES-SCLC \

+ WHO PS 0-2 (PS 2 limited to 30%

of study population) Durvalumab : 5
- Eligible to receive first-line + EP Durvalumab Primary endpoint:

platinum-based chemotherapy Q3W for 4-6 cycles Q4W until PD - Safety and

- Asymptomatic or treated and stable tolerability:
brain metastases permitted grade 23 AEs and
- Life expectancy 212 weeks ImAEs
\ N~150* ) [ PCI at the investigator’s discretion ]

RESEARCH
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Serplulimab, A Novel Anti-PD-1 Antibody, Plus Chemotherapy versus
Chemotherapy as First-Line Treatment for Extensive-Stage Small-Cell
Lung Cancer: An International Randomized Phase 3 Study

Ying Cheng, MD
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ASTRUM-005 Study Design

A randomized, double-blind, multicenter, placebo-controlled, phase 3 trial (NCT04063163)

IV, Q3W, up to 4 cycles
Main inclusion criteria

+ Histologically/cytologically diagnosed Serplulimab (4.5 mg/kg, D1)
with ES-SCLC + Carboplatin (AUC 5, D1) Serplulimab (4.5 mgikg, D1)

* No prior systemic therapy for ES-SCLC + Etoposide (100 mg/m?, D1-3)

» At least one measurable lesion

» ECOG PS 0/1 until disease progression or

intolerable toxicity
Stratification factors

» PD-L1 expression levels (negative: TPS Flacebo (4.5 malkg, P1)
<1%, positive: TPS 21%, or NA) + Carboplatin (AUC 5, D1 ) Placebo (4.5 mg/kg, D1)

+ Etoposide (100 mg/m?, D1-3)

» Brain metastases (Yes vs No)

» Age (<65 vs 265)
Primary endpoint: OS

Secondary endpoints: PFS, ORR, DOR, Salely and irnmunogenicily

ES-SCLC = extensive-stage small cell lung cancer; TPS = tumor proportion score; OS = overall survival; PFS = progression-free
survival; ORR = objective response rate; DOR = duration of response

RESEARCH
TO PRACTICE

Cheng Y et al. ASCO 2022;Abstract 8505.



ASTRUM-005: Overall Survival (OS)

Serplulimab-Chemo Placebo-Chemo
(n=389) (n=196)

Events, n (%) 146 (37.5) 100 {51.0)
Median OS (95% CI) 154 mo (13.3, NE) 10.9 mo (10.0, 14.3)

Stratified HR (95% CI) = 0.63 (0.49, 0.82) p <0.001

512-m0fate
| 60.7%
| 47.8%

—— Serplulimab-Chemo (n=389) :

-— Placebo-Chemo (n=196)

T T T i T T T T T T Timm]
(2 S B R O TR gl R Al e G A SliEebE pal Fh i ediials pe b dedn Sely
Number at nisk Time (months)

Cheng Y et al. ASCO 2022;Abstract 8505.



ASTRUM-005: Progression-Free Survival (PFS)

Serplulimab-Chemo Placebo-Chemo
(n=389) (n=196)

Events, n (%)
Median PFS (95% ClI)

Stratified

i 12-mo rate

| 23.8%
| 6.0%

223 (57.3) 151 (77.0)
5.7 mo (5.5, 6.9) 4.3 mo (4.2, 4.5)

HR (95% Cl) = 0.48 (0.38, 0.59)

—— Serplulimab-Chemo (n=389)
-+~ Placebo~Chemo (n=196)

1Ll Ll |

Number a: risk

Cheng Y et al. ASCO 2022;Abstract 8505.
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ASTRUM-005: Response

Serplulimab-Chemo Placebo-Chemo
(n=389) (n=196)

312 (80.2) 138 (70.4)

Sl il B (75.9, 84.1] [63.5, 76.7]

Best overall response, n (%)

CR 3(0.8) 0

S
%)
N
0
oL
(1 4
14
O

PR 309 (79.4) 138 (70.4)
SD 49 (12.6) 37 (18.9)

PD 9 (2.3) 11 (5.6)

NE or missing 19 (4.9) 10 (5.1) Serplulimab-Chemo Placebo-Chemo
(n=389) (n=196)

ORR = objective response rate; CR = complete response; PR = partial response; SD = stable disease; PD = disease progression; NE = not estimable

Cheng Y et al. ASCO 2022;Abstract 8505.




ASTRUM-005: Safety Profile

Serplulimab-Chemo Placebo-Chemo
(n=389) (n=196)

TEAES, n (%) 372 (95.6) 191 (97.4)
CTCAE grade =3 321 (82.5) 157 (80.1)
SAEs 136 (35.0) 69 (35.2)
AESIs

IRRs 7 (1.8) 1(0.5)
irAEs 144 (37.0) 36 (18.4)

TRAES related to serplulimab/placebo, n (%) 272 (69.9) 110 (56.1)
CTCAE grade 23 129 (33.2) 54 (27.6)
Leading to treatment discontinuation 19 (4.9) 8(4.1)
Leading to death 3 (0.8) 1(0.5)

» The most common irAEs in serplulimab group were: hypothyroidism (11.6%), hyperthyroidism (9.0%), and rash (3.1%)

TEAEs = treatment-emergent adverse events; CTCAE = Common Terminology Criteria for Adverse Events; SAEs = serious adverse
events; AESIs = adverse events of special interest; IRRs = infusion-related reactions; irAEs = immune-related adverse events

Cheng Y et al. ASCO 2022;Abstract 8505.



ASTRUM-005: Common Adverse Events

Grade
1-2 3-5

Serplulimab-Chemo |}
Placebo-Chemo .

715704

$6.0 51.0 54.0 S6.6 535 51.0

404 449 35.5 434

)
=
S
@
O
=
@
o
%)
=

293 31.6 265286 244 204 23.89 133 239 286 19.3 2€6

Cheng Y et al. ASCO 2022;Abstract 8505.




Novel PD-1 Inhibitor Serplulimab Granted Orphan Drug

Designation by FDA for SCLC
Press Release: April 9, 2022

“The FDA has granted serplulimab an orphan drug designation for the treatment of small cell lung
cancer (SCLC), according to a press release from [its] developer.

The designation was granted to continue the development of serplulimab and to take advantage of
a policy that allows for better support of registration and commercialization within the United
States. Further plans in 2022 for serplulimab include submitting a new drug application in China
and a marketing authorization application in Europe, which could potentially make serplulimab the
first PD-1 inhibitor to be used in the frontline setting for patients with SCLC.

Serplulimab was also assessed in combination with chemotherapy in a phase 3 trial
(NCT04063163) of patients with previously untreated extensive-stage SCLC (ES-SCLC). At the first
interim analysis, the combination met the primary end point, yielding a significant improvement in
overall survival (OS) compared with chemotherapy alone. Additionally, the combination
demonstrated a positive safety profile with no new safety findings.”

https://www.cancernetwork.com/view/serplulimab-granted-orphan-drug-designation-by-fda-in-sclc



Lancet Oncol 2022;23(6):739-47.

Adebrelimab or placebo plus carboplatin and etoposide as "k ®
first-line treatment for extensive-stage small-cell lung
cancer (CAPSTONE-1): a multicentre, randomised,

double-blind, placebo-controlled, phase 3 trial

Jie Wang, Caicun Zhou, Wenxiu Yao, Qiming Wang, Xuhong Min, Gongyan Chen, Xingxiang Xu, Xingya Li, Fei Xu, Yong Fang, Runxiang Yang,
Guohua Yu, Youling Gong, Jun Zhao, Yun Fan, Quan Liu, Lejie Cao, Yu Yao, Yunpeng Liu, Xiaoling Li, Jingxun Wu, Zhiyong He, Kaihua Lu,
Liyan Jiang, Chengping Hu, Wenhua Zhao, Ben Zhang, Wei Shi, Xiaojing Zhang, Ying Cheng, for the CAPSTONE-1 Study Group*
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CAPSTONE-1: Overall Survival

Median overall
survival, months

100
—— Adebrelimab group  15-3 (95% Cl 13-2-17-5)
_ 30— — Placebo group 12-8 (95% C111-3-13-7)
< Stratified HR 0-72 (95% Cl 0-58-0-90);
%’ 60— log-rank p=0-0017
5
T 401
v
>
S
20
0 1 | 1 I I 1 | 1
0 4 8 12 16 20 24 28 32

: Time since randomisation (months)
Number at risk

(number censored)
Adebrelimabgroup 230(0) 215(0) 180(1) 144(1) 101(10) 72(19) 37(44) 871  1(78)
Placebogroup 232(0) 221(0) 185(1) 120(1) 70(10) 44(14) 21(29) 1(46) 0(47)

RTP
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Wang J et al. Lancet Oncol 2022;23(6):739-47.



CAPSTONE-1: Progression-Free Survival

100 Median progression-
. free survival, months
£ 804 .
S —— Adebrelimab group  5-8 (95% Cl 5-6-6-9)
g - —— Placebo group 56 (95% Cl 5-5-5-7)
3 Stratified HR 0-67 (95% C 0-54-0-83);
. log-rank p<0-0001
& 40+
¢
S 204 ;
A _"'_"H_‘—H—H-i—i—ﬁ -
0 T T | T =1 1
0 12 16 20 24 28 32
Time since randomisation (months)
Number at risk
(number censored)
Adebrelimab group 230 (0) 175 (18) 37(27) 30(31) 21(37) 11(45) 1(54)  0(55)

Placebo group 232 (0)

Wang J et al. Lancet Oncol 2022;23(6):739-47.

174 (19)

935  6@E7) 339 239 0(41)

RTP
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CAPSTONE-1: Treatment-Related Adverse Events (>15%)

Adebrelimab group (n=230) Placebo group (n=232)

Grade 1-2 Grade 3 Grade 4 Grade§ Grade 1-2 Grade 3 Grade 4 Grade§
Any treatment-related adverse event 32 (14%) 85(37%) 110 (48%) 2 (1%) 32 (14%) 110 (47%) 85 (37%) 2 (1%)
Neutrophil count decreased 44 (19%) 82 (36%) 92 (40%) 0 45 (19%) 103 (44%) 72 (31%) 0
White blood cell count decreased 111 (48%) 99 (43%) 7 (3%) 0 127 (55%) 78 (34%) 10 (4%) 0
Platelet count decreased 103 (45%) 65 (28%) 23 (10%) 0 3(49%) 56 (24%) 22 (9%) 0
Alanine aminotransferase increased 90 (39%) 5(2%) 0 0 69 (30%) 4 (2%) 0 0
Aspartate aminotransferase increased 78 (34%) 2 (1%) 1(<1%) 0 56 (24%) 4 (2%) 0 0
Y-glutamyltransferase increased 24 (10%) 4 (2%) 0 0 22 (9%) 1 (<1%) 0 0
Anaemia 131 (57%) 63 (27%) 1(<1%) 0 141 (61%) 66 (28%) 0 0
Nausea 90 (39%) 2 (1%) 0 0 107 (46%) 0 0 0
Vomiting 58 (25%) 2 (1%) 0 0 53 (23%) 1(<1%) 0 0
Constipation 40 (17%) 0 0 0 42 (18%) 0 0 0
Alopecia 102 (44%) 0 0 0 98 (42%) 0 0 0
Decreased appetite 63 (27%) 5 (2%) 0 0 60 (26%) 2 (1%) 0 0
Hypoalbuminaemia 26 (11%) 0 0 0 24 (10%) 0 0 0
Asthenia 41 (18%) 1(<1%) 0 0 44 (19%) 1(<1%) 0 0

RTP
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Wang J et al. Lancet Oncol 2022;23(6):739-47.
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Phase 1 Updated Exploration and First
Expansion Data for DLL3-Targeted T-cell
Engager Tarlatamab in SCLC
(DelLLphi-300 Study)

Hossein Borghaei,’ Luis Paz-Ares,? Melissa Johnson,® Stephane Champiat,* Taofeek
Owonikoko,’ Victoria Lai,® Michael Boyer,” Horst-Dieter Hummel,® Ramaswamy Govindan,®
Neeltje Steeghs,'? Fiona Blackhall,’ Noemi Reguart,'?2 Afshin Dowlati,'® Yiran Zhang,4
Nooshin Hashemi Sadraei,'* Amanda Goldrick,' Hiroki lzumi®




AMG 757: A Half-Life Extended BITE (Bispecific T-Cell Engager)
Targeting DLL3 for SCLC

Notch ligand delta-like ligand 3 (DLL3) is aberrantly expressed on the surface of SCLC cells

Tarlatamab is a bispecific T cell engager (BiTE®) immune therapy that binds DLL3 and CD3 leading to
T cell-mediated tumor lysis

— Interim phase 1 dose exploration data show preliminary efficacy and acceptable safety in SCLC patients

Tarlatamab
BIiTE molecule

T cell proliferation

i

w SCLC cell apoptosis
-

2 N
. 4

(to extend half life) R

Borghaei H et al. IASLC 2022;Abstract OA12.05.



DelLLphi-300: Summary of Tarlatamab (AMG 757) Efficacy in a
Phase | Study for Previously Treated SCLC

120~
100 -+
80+ Median duration of response: 13 months
60 -
40 -

20+ 5 -
o ||||II T -

s (RO, 8 igg_ A 1] |5] 048 N _
—40 4 6833 Buv I|
2 3»;;33,
-60 33305
3 %33

Best % Change from Baseline in Sum of Diameters

23
-804 C 3 33zl
B 0003mg (N=1) B 0.01mg (N=1) W 0.03mg (N=1) [ 0.1 mg (N=1) ot
-1004  m0.3mg (N=9) B 1 mg (N=8) B 3 mg (N=9)' B 10 mg (N=16)' G238
@ 30 mg (N=7)1 @ 100 mg (N=13)1 ) 100 mg (dose expansion) (N=28)'

-120 -

Confirmed ORR, 23% (2 CRs, 22 PRs); 37% of patients with target lesion shrinkage 2 30%

tIndicates step dosing with 1 mg run-in dose. Plot includes patients who received = 1 dose of tarlatamab, had at least 9 weeks follow-up after first dose of tarlatamab, and had sum of diameters available in post-
baseline assessments. Unlabeled bars include confirmed and unconfimed PD. CR, complete response; NE, not evaluable; ORR, objective response rate; PR, partial response; SD, stable disease. PR** indicates
patients had an initial PR and still have potential for future confirmative scans; SD* indicates patients had an initial response but did not have confirmation of response on the subsequent scan.

* Maedian progression-free survival: 3.7 months
* Median overall survival: 13.2 months
RTP
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DelLLphi-300: Treatment-Related Adverse Events Summary
for Tarlatamab

Patients (N = 106)

Treatment-related AEs All Grades, Grade 2 3,
(by preferred term) n (%) n (%)*
Any treatment-related AE 97 (92) 33 (31)
Treatment-related AEs occurring in > 15% of patients
(by preferred term)
CRS 56 (53) 1(1)
Pyrexia 40 (38) 2(2)
Dysgeusia 24 (23) 0
Fatigue 23 (22) 3 (3)
Nausea 21 (20) 0

= 4/106 (4%) patients discontinued tarlatamab due to treatment-related AEs: encephalopathy (n=1), neurotoxicity
(n=1), and pneumonitis (n=2, including one grade 5 AE)

Tarlatamab showed a manageable safety profile across evaluated doses

*Includes one patient with grade 5 pneumonitis; AE, adverse event; CRS, cytokine release syndrome.

RESEARCH
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Borghaei H et al. IASLC 2022;Abstract OA12.05.



DelLLphi-300: Treatment-Related Adverse Events of Interest
for Tarlatamab

All Patients (N = 106)

All grades Grade 2 3
Events of Interest (AMQN) n (%) n (%)
CRS' 56 (53) 1(1)
Neurologic eventsT 53 (50) 7 (7)
Neutropeniat 17 (16) 10 (9)

= CRS AEs (Lee, 2014) were mostly grade 1, occurred in cycle 1 and rarely recurred in subsequent cycles, and were
generally manageable; no grade 4/5 CRS

— 8/106 patients [8%] required tocilizumab for CRS
= Treatment-related neurologic events (NEs) were predominantly grade 1 and either dysgeusia or headache

— Confusion was the most common grade = 3 treatment-related NE (n=5). Confusion was the only grade 4 NE on
the study (n=1)

= Grade 4 treatment-related neutropenia occurred in 4 patients (4%); no cases of febrile neutropenia

AMQN, Amgen MedDRA query narmow; CRS, cytokine release syndrome; NE, neurologic event. 'CRS includes cytokine abnormal, cytokine release syndrome, cytokine storm, cytokine test;
*Neurologic Events hased on "Central neuropsychiatric events due to direct neurotoxicities™ search and was graded using CTCAE version 4.0; ¥Neutropenia based on AMQN search and graded using

CTCAE version 4.0.

Borghaei H et al. IASLC 2022;Abstract OA12.05.

RESEARCH
TO PRACTICE




2022 ASCO

ANNUAL MEETING Abstract LBA8507

SKYSCRAPER-02: Primary results of a phase llI,
randomized, double-blind, placebo-controlled study of
atezolizumab + carboplatin + etoposide with or without
tiragolumab in patients with untreated extensive-stage
small cell lung cancer

Charles M. Rudin.' Stephen V. Liu,?2 Shun Lu,® Ross A. Soo,* Min Hee Hong,® Jong-Seok Lee,® Maciej Bryl,’
Daphne Dumoulin,® Achim Rittmeyer,® Chao-Hua Chiu,'® Ozgur Ozyilkan,'' Alejandro Navarro,'? Silvia Novello, >
Yuichi Ozawa,'® Anthony Lee,'® Meilin Huang,'® Xiaohui Wen,'® Tien Hoang,'® Raymond Meng,'® Martin Reck'®
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SKYSCRAPER-02: Phase lll Trial Schema

1L ES-SCLC

+ECOG PS 0-1

*Measurable disease

*No prior systemic
treatment for ES disease

* Patients with treated or
untreated asymptomatic
brain metastases eligible

N=490

Stratification Factors:

+ECOGPS(0Ovs. 1)
» Brain metastases (Yes vs. No)
* LDH (= ULN vs, > ULN)

Tiragolumab 600 mg IV Q3W +

Tiragolumab +

Atezolizumab 1200 mg IV Q3W + Atezolizumab

Carboplatin + Etoposide (CE)*

Placebo IV Q3W +
Atezolizumab 1200 mg IV Q3W +
Carboplatin + Etoposide (CE)*

Placebo +
Atezolizumab

Co-Primary Endpoints:

« OS and investigator-assessed
PFS in Primary Analysis Set
(all randomized patients without
presence or history of brain

* PFS and OS in Full Analysis Set
(all randomized patients)

« Confirmed objective response rate

« Duration of response

metastases at baseline) « Safety

« Pharmacokinetics

* PROs

Rudin CM et al. ASCO 2022;Abstract LBA8507.

Treat until
progression,
loss of clinical
benefit, or
unacceptable

toxicity

No crossover

Secondary Endpoints: Primary analys

« Cut-off date of 6 February 2022

« Median follow-up of
14.3 months (Primary
Analysis Set)
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SKYSCRAPER-02: PFS in the Primary Analysis Set

Tiragolumab + Placebo +
atezolizumab + CE atezolizumab + CE
100 — (n=196) (n=201)
Patients with event, (%) 170 (86.7%) 170 (84.6%)
Median (months, 95% CI) 5.4 (4.7,5.5) 5.6 (5.4,5.9)
o B Stratified HR* (95% Cl) 1.11 (0.89, 1.38)
e p-value (log-rank) 0.3504**
%)
o 60 —
—
o
>
=
) 40 —
©
'§ —— Placebo + atezolizumab
o + CE (n=201)
20 | —— Tiragolumab + atezolizumab
+ CE (n=196) o — Pl T}
+ Censored 2 1
]_‘ 1
o 1 I I I 1 1 1 1 ] I I 1 1 1 1 1 1 1 1 1 1
0 1 2 3 4 5 6 7 8 9 10 1 12 13 14 15 16 17 18 19 20 21 22
Kissdisich Time (months)

Placebo + atezo + CE 201 192 184 171 152 115 84 68 62 46 39 34 26 20 1 8 3
Tiragolumab + atezo + CE 196 189 183 170 154 105 67 54 41 ;M B3 2D 17 17 1 8 5

PFS = progression-free survival; CE = carboplatin and etoposide

Rudin CM et al. ASCO 2022;Abstract LBA8507.
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SKYSCRAPER-02: OS in the Primary Analysis Set

Tiragolumab + Placebo +
atezolizumab + CE atezolizumab + CE
100 — (n=196) (n=201)
Patients with event, (%) 107 (54.6%) 105 (52.2%)
Median (months, 95% CI) 13.6 (10.8, 14.9) 13.6 (12.3, 15.2)
80 Stratified HR* (95% Cl) 1.04 (0.79, 1.36)
S p-value (log-rank) 0.7963**
»
(o) 60 —
S
>
=
2 40 4
©
§ —  Placebo + atezolizumab i I_-:; i +
o + CE (n=201) e m——
20 | — Tiragolumab + atezolizumab
+ CE (n=196)
+ Censored
0 1 1 1 1 1 1 1 1 1 1 I I 1 I I I I I I I I | | 1
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
NG AERER Time (months)

Placebo + atezo + CE 201 195 188 183 175 168 164 156 144 134 125 115 97 70 47 36 26 19 12 9 7 5 4 NE NE
Tiragolumab + atezo + CE 196 191 186 184 177 172 162 154 146 133 116 93 80 62 51 32 21 14 9 7 7 5 2 1 NE

OS = overall survival; CE = carboplatin and etoposide
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SKYSCRAPER-02: PFS and OS in the Full Analysis Set

PFS in the Full Analysis Set

Tiragolumab + Placebo +
atezolizumab+ CE atezolizumab+ CE
(n=243) (n=247)
300 Patients with event, (%) 213 (87.7%) 215 (87%)
Median (months, 95% CI) 5.1 (4.4, 5.4) 5.4 (4.5, 5.7)
" Stratified HR* (95% Cl) 1.08 (0.89, 1.31)
g
& 60 4
o
-
(o]
2
S 40 -
Q
[
o
e Placebo + atezolizumab
20 - + CE (n=247)
w  Tiragolumab + atezolizumab
+ CE (n=243)
4+  Censored
0 L L} ] 1 1 L] L} I I 1 1 1 L 1 1 1 1 L [] ] || 1
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22
Time (months)
No. at risk
Placebo 547 237224 207185128 92 73 66 49 40 34 26 20 11 8 3 3 3 3 2 2 NE
+ atezo + CE
Tiragolumab 543 535 994 209188120 74 59 45 41 35 27 18 18 12 9 5 5 3 2 NE NE NE
+ atezo + CE

100

Probability of OS (%)

No. at risk

Placebo +
atezo + CE
Tiragolumab
+ atezo + CE

D ©
o o

&

N
o

0

Interim OS in the Full Analysis Set

Tiragolumab + Placebo +
atezolizumab+ CE atezolizumab+ CE
(n=243) (n=247)
Patients with event, (%) 132 (54.3%) 132 (53.4%)

13.1 (10.9, 14.4) 12.9 (12.1, 14.5)
1.02 (0.80, 1.30)

Median (months, 95% Cl)
Stratified HR* (95% Cl)

= Placebo + atezolizumab

- + CE (n=247)
w— Tiragolumab + atezolizumab
+ CE (n=243)
+ Censored
r 1+ 1. 1111+ 1 171 1t 11 r°rrrrrnrrrT1
01 2 3 4 6 6 7 8 9 10 11 12 13 14 16 16 17 18 19 20 21 22 23 24

Time (months)

247240232226215207 202190176 165152134109 80 52 40 26 19 12 9 7 5 4 NE NE

243235228225216210199190176 161141114 90 70 56 36 24 14 9 7 7 5 2 1

PFS = progression-free survival; OS = overall survival; CE = carboplatin and etoposide

Rudin CM et

al. ASCO 2022;Abstract LBA8507.
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Select Ongoing Phase lll Trials of Anti-PD-1/PD-L1 Antibodies
Combined with Other Therapeutic Approaches as Initial
Therapy for ES-SCLC

Estimated

primary

Trial identifier Study arms completion date
» Atezolizumab + carboplatin/etoposide = atezolizumab +
IMforte : : :
(NCT05091567) 690 lurbinectedin April 2025
* Atezolizumab + carboplatin/etoposide
KEYVIBE-008 . Pembroll_zumab/v!bostoh‘mab + platinum/etoposide =
(NCT05224141) 450 pembrolizumab/vibostolimab May 2025
* Atezolizumab + platinum/etoposide = atezolizumab
RAPTOR e Atezolizumab + radiation therapy :
(NCT04402788) | 3% |+ Atezolizumab A il 240037

| ;~ \ L .
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Selection and Sequencing of Therapy for Patients
with Relapsed SCLC




Lurbinectedin Mechanism of Action

Effects on the tumor
VN
[ O\ / * Binds to guanine residues in the minor groove of DNA
m \/\/ \J\//\//\J  Affects activity of transcription factors
-~ ¥

* Stalls RNA polymerase Il
» Affects DNA repair pathways
* Results in eventual cell death

Messenger RNA

RTP
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https://www.zepzelcapro.com/mechanism-of-action/



Lancet Oncol 2020;21(5):645-54.

Lurbinectedin as second-line treatment for patients with > 4 +\ ()

small-cell lung cancer: a single-arm, open-label, phase 2
basket trial

José Trigo*, Vivek Subbiah™, Benjamin Besse, Victor Moreno, Rafael Lopez, Maria Angeles Sala, Solange Peters, Santiago Ponce, Cristian Ferndndez,
Vicente Alfaro, Javier Gdmez, Carmen Kahatt, Ali Zeaiter, Khalil Zaman, Valentina Boni, Jennifer Arrondeau, Maite Martinez, Jean-Pierre Delord,
Ahmad Awada, RebeccaKristeleit, Maria Eugenia Olmedo, Luciano Wannesson, Javier Valdivia, Maria Jesus Rubio, Antonio Anton, John Sarantopoulos,
Sant P Chawla, Joaquin Mosquera-Martinez, Manolo D’Arcangelo, Armando Santoro, Victor M Villalobos, Jacob Sands, Luis Paz-Ares
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Response, Survival and Common AEs in the Pivotal Phase Il Study of
Lurbinectedin for SCLC After 1 Line of Chemotherapy

58 |
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|
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|

51
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67

] 73

41

] 69

49

| 69

62

] 64

56

| 6.4

35

| 62

51

] 62

15

| 56

62

| 55

15

] 53

37

] 53

0-6

| 51

131

25

27

Patientswho had a response

07

49

] 35

7-6

| 34

24

| 30

140

] 3-0

7-6

| 29

39

] 2.8

45

] 2.8

76

] 28

37

| 2.8

40

] 2.8

2.8

23

Mo 15
39 14
47 14

| 26
] 26

| 48

ORR: 35%

Disease control rate: 69%
Median PFS: 3.5 months
Median OS 9.3 months

1 Chemotherapy-free interval =90 days
[ Chemotherapy-free interval <90 days

Common treatment-related adverse events

Grade 1-2 | Grade 3-4

Anemia 87% 9%
Leukopenia 50% 29%
Neutropenia 26% 46%
Thrombocytopenia 37% 7%

0

3

3

T T T T T T T T
7 é 9 10 1 12 13 14 15

Duration of response (months)

Trigo J et al. Lancet Oncol 2020;21(5):645-54.

AEs = adverse events; ORR = overall response rate;
PFS = progression-free survival; OS = overall survival
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Lurbinectedin/doxorubicin versus CAV or topotecan in
relapsed SCLC patients: Phase Ill randomized ATLANTIS trial

Luis Paz-Ares?
'Hospital Universitario 12 de Octubre, Madrid, Spain

Tudor Eliade Ciuleanu?, Alejandro Navarro3, Andrea Fulop?, Sophie Cousin®, Laura Bonanno®, Egbert Smit’, Alberto Chiapporig,
M2 Eugenia Olmedo?®, lidiko Horvath'®, Christian Grohé'!, José Antonio Lopez-Vilarino!?, Rafael Nufez'?, Antonio Nieto?!?, Martin
Cullell-Young'?, Noelia Vasco!?, Carmen Kahatt!?, Ali Zeaiter'?, Enric Carcereny'3, Jaromir Roubec!4, Konstantios Syrigos?’>,
Gregory Lo, Isidoro Barneto'’.

2|nstitutul Oncologic Prof. Dr. lon Chiricuta, si Universitatea de medicina si farmacie luliu Hatieganu , Cluj-Napoca, Romania. 3Hospital Vall d"Hebrén, Barcelona, Spain. #Orszagos Koranyi TBC
es Pulmonologiai Intezet, 6, Budapest, Hungary. > CRLCC Institut Bergonie, Bordeaux, France. ®Istituto Oncologico Veneto, Padova, Italy. 7Antonie van Leeuwenhoek Ziekenhuis, Amsterdam,
The Netherlands. 2H. Lee Moffitt Cancer Center & Research Institute, Tampa (FL), USA. *Hospital Universitario Ramon y Cajal, Madrid, Spain. 1°Orszagos Koranyi TBC es Pulmonologiai Intezet,
14, Budapest, Hungary. **Evangelische Lungenklinik, Berlin, Germany. 2Pharma Mar, S.A., Colmenar Viejo, Madrid, Spain. 13 Institut Catala d'Oncologia-Hospital Germans Trias i Pujol B-ARGO

GROUP, Badalona, Spain. 1¥Nemocnice AGEL, Ostrava-Vitkovice, Czech Republic. 153rd Department of Medicine, National & Kapodistrian University of Athens. 16Lakeridege Hospital, Oshawa
(ON), Canada. 7Hospital Reina Sofia, Cérdoba, Spain.

IASLC | 2021 World Conference on Lung Cancer Ab Stra Ct P LO 2 03

«se‘,&&— SEPTEMBER 8 - 14, 2021 | WORLDWIDE VIRTUAL EVENT
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ATLANTIS: Phase Ill Trial Design

+ SCLC

» 1 prior chemotherapy
line (additional
biologic lines allowed)

- ECOGPS=2

* Measurable/ non-
measurable per
RECIST

» Pts with CTFI <30 d
excluded

Screening Up to

DOX 40 mg/m? D1*

Lurbinectedin 2 mg/m2 D1 q3w *

600 patients
1:1 Randomization

Stratified:

o « ECOG (0 vs 21)
GCULLUESUCL - CTFI (= 180, 179-90, <90)
* CNS involvement (Y/N)

* Prior PDL1/PD1 (Y/N)
» Investigator preference for control
arm

Topotecan 1.5 mg/m? D1-5 q3w

OR, CAV combination D1, q3w

Treatment period

Primary endpoint
l OS

* Disease
Progression

* Unacceptable
Toxicity

|

| Follow-up /

Follow up period

28D
Primary prophylaxis with G-CSF is mandatory in both arms
DOX = doxorubicin; OS = overall survival; CTFlI = chemotherapy-free interval; CAV = cyclophosphamide, doxorubicin and vincristine RTP

Paz-Ares et al. WCLC 2021;Abstract PL02.03.
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ATLANTIS: Lurbinectedin with Doxorubicin versus CAV or
Topotecan for Patients with Relapsed SCLC

Overall Survival v Progression-free Survival

1.0 1.0

0.9: — .Lurbinectedin/DOX (N=307 C=63) 0.9 — Lurbinectedin/DOX (N=307 C=39)
23 : — .Control (N=306 C=72) e e — Control (N=306 C=52)
= 0.8; ~ensored = 038 ++ ensored
5 S
o 073 o 0.7
ol 0.6 OS HR=0.967 S PFS HR=0.831
5 = =0
o 05] o 0.5]
2 04 2 5
& mOS 8.6 months = 04 mPFS 4.0 months
= 0.3; S 0.3
3 92 5 o2

0.1] mOS 7.6 months O 94 PFS 4.0 months

00 0.0 !

0 2 4 6 § 10 12 14 16 18 20 22 24 0 3 6 9 12 15 18 21 24 27 30 33 36
Time (months) Time (months)
(p-value = (p-value =
0.0437) 0.7032)

1.Lurbinectuu...,'tl.lir,rlber of patients at risk 1 Lurbinectedi /Dcl;l)l(meer of patients at risk
307 198 134 72 52 34 251 16 12 11 9 6 5 --uroinectedin
ZCoru . e w0 ®m w3 3 5 T e S/ - U S S A A

306

CAV = cyclophosphamide, doxorubicin and vincristine; DOX = doxorubicin; OS = overall survival; mOS = median OS; PFS = progression-free
survival; mPFS = median PFS
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Paz-Ares et al. WCLC 2021;Abstract PL02.03.



ATLANTIS: Safety Summary

Lurbinectedin+DOX Control

Hematological Lurbinectedin+DOX Control % %
(n=303) (n=289) (n=303) (n=289)
0, 0,
Grade 23 Grade 23  p-value n (%) n (%)
Anaemia 44 (14.5) 90(31.1)  <0.0001 Any AE treatment-related 268 (88.4) 266 (92.0)
Neutropenia 112 (37.0) 200(69.2) <0.0001
Febrile neutropenia 12 (4.0) 24 (8.3) 0.0377 Any grade 23 AE 143 (47.2) 218 (75.4)
Thrombocytopenia 42 (13.9) 90 (31.1) <0.0001
Any grade 4 AE 49 (16.2) 158 (54.7)
: Lurbinectedin+DOX Control
Non hematological Any grade >3 SAE 38 (12.5) 83 (28.7)
Grade 23 Grade 23  p-value
Yy 7 Ee— 6 (2.0) 3 (1.0) 0.5057 Death associated with AEs 1(0.3) 10( 3.5)
AP increased 2(0.7) 3(1.0) 0.6783 Treat.ment discontinuations 23 (7.6) 45 (15.6)
AST increased 7(2.3) 4 (1.4) 0.5463 associated with AEs
Fatigue 26 (8.6) 31(10.7) 0.4051 Delays associated with AEs 79 (26.1) 99 (34.3)
Nausea 6(2.0) 4(1.4) 0.7525
Vomiting 4(1.3) 0 0.1242 Reductions associated with AEs 66 (21.8) 138 (47.8)

DOX = doxorubicin; AE = adverse event; SAE = serious AE

RESEARCH
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Analysis of Patients With Relapsed Small Cell Lung Cancer (SCLC)

Receiving Single-agent Lurbinectedin in the Phase 3 ATLANTIS Trial

Alejandro Navarro,'* Santiago Ponce Aix,>* Isidoro C. Barneto,* Egbert F. Smit,® José Antonio Lopez-Vilarifio,® Antonio Nieto,® Carmen Kahatt,® Ali Zeaiter,® Sophie Cousin,” Helge Bischoff,® Jaromir Roubec,’
Konstantinos Syrigos,' Luis Paz-Ares®




ATLANTIS: Change in Tumor Size from Baseline During
Combination Therapy or Monotherapy (IRC)

2 100

E & 80+ B Maximum % reduction from baseline started on combination therapy
2 & 607 o . .

=8  40- B Maximum % reduction from baseline occurred on monotherapy
58 20

 — 0— T T "

c £ HEEOE

JULLLL L]

55w

QO = -

o w!m

S -80-

Q- =100

RTP
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ATLANTIS: Change in Tumor Size from Baseline During
Combination Therapy or Monotherapy (IRC)

Best response to Best response on lurbinectedin monotherapy 3.2 mg/m?

lurbinectedin +
doxorubicin CR PR SD PD

Improving response ¢ssssssss) Declining response

The majority (32/48) of patients who switched to lurbinectedin monotherapy maintained or improved
the tumor response achieved on combination therapy (16 patients had progressive disease)
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Navarro A et al. ASCO 2022;Abstract 8524.



A Phase 1/2 Trial of Lurbinectedin (L) in Combination

with Pembrolizumab (P) in Relapsed Small Cell Lung
Cancer (SCLC): The LUPER Study

Calles A et al.
ASCO 2022;Abstract 8581.




LUPER Phase I/l Study Design

Prospective phase I/Il, multicenter, open-label study (NCT04358237)

Phase 1 Phase 2
Key inclusion criteria Dose ranging (3+3 design) Expansion study at RD Primary endpoints
» =18 years with confirmed SCLC e Phase 1: MTD and RD of Lin com-
bination with P for phase Il in pts
* ECOGPSO0-1 (Cohorts of 3-6 pts each) e with relapsed SCLC.

» Phase 2: Efficacy of L in combina-
tion with P in terms of ORR, ac-

» Measurable disease as per RECIST v.1.1

Pembrolizumab
Pembrolizumab

e Progression to a CT-containing regi- SRl b 200 Mg QIW cording to RECIST 1.1, in pts with

men (24 weeks before study initiation) i bitectetian s relapsed SCLC.

: Lurbinectedin
starting dose
g . 2.4 mg/m? Q3W RD Q3W

* Previous  immunotherapy  NOT it Secondary endpoints

allowed

_ , , o Safety as per CTCAE 5.0, prelimi-
. X The RP2D was the highest DL at which 0/3 pts or <1/6 pts experienced ;

» Pts with treated, stable, asymptomatic DLTs during the first cycle. nary efficacy, and pharmacoki-

brain metastases (BMs) are allowed P and L will be administered Day 1 Q3W until disease progression, un- netics.

acceptable toxicity, or consent withdrawal.

RTP
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Calles A et al. ASCO 2022;Abstract 8581.



1508

100 -

505

-100 -

Percentage Change from Baseline (%)

Calles A et al. ASCO 2022;Abstract 8581.

LUPER: Best Overall Response

ORR: 30.8%

Patients

. DL1-2.4 mg/m?
. DL2 - 3.2 mg/m?

PD: Progressive disease
SD: Stable disease

NE: Non-evaluable

PR: Partial response

CR: Complete response
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LUPER: Safety Analysis

Overall (N=13) Any grade Grade 3 Grade 4
n (%) n (%) n (%)

TEAEs 11 (84.6) 7(53.9) 2 (15.4)

Haematologic 8 (61.5) 3(23.1) 2 (15.4)

Neutropenia 7 (53.9) 3(23.1) 21154)
Thrombocytopenia 3(23.1) 1(7.7) 0(0.0)
Anaemia 2 (15.4) 0 (0.0) 0(0.0)
Non-haematologic 11 (84.6) 4 (30.8) 0(0.0)
Fatigue 10(76.9) 1(7.7) 0 (0.0)
Nausea 7 (53.9) 0(0.0) 0(0.0)
ALT increased 4(30.8) 3(23.1) 0(0.0)
Decreased appetite 4(30.8) 0 (0.0) 0(0.0)
Vomiting 2 (15.4) 0(0.0) 0(0.0)
Constipation 2 (15.4) 0 (0.0) 0(0.0)
AST increased 3(23.1) 2 (15.4) 0(0.0)
Dyspnoea 2 (15.4) 0(0.0) 0(0.0)
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TAEAs = treatment-emergent adverse events
Calles A et al. ASCO 2022;Abstract 8581.



Ongoing Phase lll LAGOON Study Design

Trial identifier: NCT05153239 (Open)

Estimated enrollment: 705 Lurbi tedi
— urpinectedin
Eligibility
e SCLC with 1 prior line of platinum-
containing chemotherapy +/- anti- — Lurbinectedin + irinotecan

PD-1/PD-L1

Investigator’s choice

Primary endpoint: overall survival

(irinotecan or topotecan)

RTP
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www.clinicaltrials.gov. NCT05153239. Accessed July 2022.



IMforte Phase Il Study Schema: Maintenance Therapy with
Lurbinectedin and Atezolizumab versus Atezolizumab

Induction Phase Maintenance Phase

Experimental arm
Atezolizumab

(1200 mg IV q3w) +
lurbinectedin

Ess?tg':rtz;::g i, | Patients with (3.2 mg/m? IV q3w)P
four 21-day cycles of reg;gﬁlslg or
atezolizumab  » ;) iccase
(1200 mg 1V)
e per RECIST
, 1.1a
+ etoposide Control arm

Atezolizumab
(1200 mg IV q3w)

ES-SCLC, edensive stage small-cell lung cancer; g3w, once every 3 weeks; R, randomized; RECIST 1.1, Response Evaluasion Criteria In Solid Tumors version 1.1.
“Following the induction therapy but before randomization, participants may receive prophylactic cranial irradiation at the investigator’s discretion per local standard.

"Granulocyte colony-stimulaing factor as primary prophylaxs is mandatory for participants assigned to the lurbinectedin-containing arm.

Paz-Ares L et al. IASLC 2022;Abstract EP14.02-015.

Treatment
until disease
progression per =
RECIST 1.1
or death

Survival
follow-up

Treatment
until disease
progression per =
RECIST 1.1
or death

Survival
follow-up

RTP
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Nivolumab Indication for Small Cell Lung Cancer Withdrawn
Press Release: January 25, 2021

“On December 29, Bristol Myers Squibb issued the following statement on nivolumab’s small
cell lung cancer (SCLC) indication in the United States.

In 2018, nivolumab was granted accelerated approval by the US Food and Drug
Administration (FDA) for the treatment of patients with SCLC whose disease has progressed
after platinum-based chemotherapy and at least one other line of therapy. The accelerated
approval was based on nivolumab’s effect on surrogate endpoints from the phase I/l
CheckMate 032 trial for patients with advanced or metastatic solid tumors. The trial
demonstrated encouraging response rates and duration of response with nivolumab in SCLC,
an aggressive and difficult-to-treat cancer. However, subsequent confirmatory studies in
different treatment settings—CheckMate 451 and CheckMate 331—did not meet their
primary endpoints of overall survival.”

https://ascopost.com/issues/january-25-2021/nivolumab-indication-in-small-cell-lung-cancer-withdrawn-in-us-market/
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Nivolumab and Ipilimumab as Maintenance
Therapy in Extensive-Disease Small-Cell Lung
Cancer: CheckMate 451

Taofeek K. Owonikoko, MD, PhD'; Keunchil Park, MD, PhD?; Ramaswamy Govindan, MD3; Neal Ready, MD, PhD*;

Martin Reck, MD, PhD®; Solange Peters, MD, PhD®; Shaker R. Dakhil, MD’; Alejandro Navarro, MD2; Jeronimo Rodriguez-Cid, MD?;
Michael Schenker, MD, PhD'°; Jong-Seok Lee, MD, PhD!!; Vanesa Gutierrez, MD'?; Ivor Percent, MD'3; Daniel Morgensztern, MD?3;
Carlos H. Barrios, MD'%; Laurent Greillier, MD, PhD'°; Sofia Baka, MD, PhD'®; Miten Patel, MD'’; Wen Hong Lin, MD®;

Giovanni Selvaggi, MD'®; Christine Baudelet, PhD'®; Jonathan Baden, MSc'®; Dimple Pandya, MD'®; Parul Doshi, PhD*®; and

Hye Ryun Kim, MD, PhD*®

J Clin Oncol 2021;39(12):1349-59.
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CheckMate 451: Overall Survival (Primary Endpoint Not Met)

Median OS (95% Cl)

Median OS (95% Cl)

Months
=g Nivolumab 10.4 (9.5 to 12.1)
g Placebo 9.6 (8.2t0 11.0)
HR, 0.84 (95% ClI, 0.69 to 1.02);

44.5%

Not formally tested

100 Months 100
=t Nivolumab plus ipilimumab 9.2 (8.2 to 10.2)

Ll —#— Placebo 9.6 (8.2t0 11.0) 80 -
= w6 HR, 0.92 (95% CI, 0.75 to 1.12); P=.37 = w0
o o

40.9% . e
QS 40 Nonsignificant| & 40
20 - 140.3% 20 -
i
T T T t T T T T T T T
9 3 6 ‘&% 12 15 18 21 24 27 3B 33 0

Months

Owonikoko TK et al. J Clin Oncol 2021;39(12):1349-59.
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driving innovation in oncology

ORIGINAL ARTICLE

Second-line nivolumab in relapsed small-cell lung cancer: CheckMate 3317

D. R. Spigel*’, D. Vicente’, T. E. Ciuleanu®, S. Gettinger”, S. Peters®, L. Horn®, C. Audigier-Valette’, N. Pardo Aranda®,
0. Juan-Vidal’, Y. Cheng'’, H. Zhang"’, M. Shi'*?, A. Luft™, J. Wolf'?, S. Antonia*®', K. Nakagawa'®, J. Fairchild"”’,
C. Baudelet®, D. Pandya’®, P. Doshi’’, H. Chang”* & M. Reck**
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CheckMate 331: Overall Survival (Primary Endpoint Not Met)

100
90 —
80 —
70
80 =
50 —
40 —

Overall survival (%)

30 —
)
10

Median overall survival (95% Cl)

Months
59.9% =de= Nivolumab 7.5 (5.6-9.2)
=@= Chemotherapy 8.4 (7.0-10.0)

Hazard ratio, 0.86 (95% CI, 0.72-1.04); P =0.11

Nonsignificant

e 1 I T S F TP S

Months

RTP
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Small Cell Lung Cancer Indication for Pembrolizumab Is Withdrawn
Press Release: March 2, 2021

“On March 1, Merck announced the company is voluntarily withdrawing the US indication
for pembrolizumab for the treatment of patients with metastatic small cell lung cancer
with disease progression on or after platinum-based chemotherapy and at least one other
prior line of therapy. The withdrawal of this indication was done in consultation with the
U.S. Food and Drug Administration (FDA), and Merck is working to complete this process
over the coming weeks. This decision does not affect other indications for
pembrolizumab.

The confirmatory phase lll trial for this indication, KEYNOTE-604, met one of its dual
primary endpoints of progression-free survival but did not reach statistical significance for
the other primary endpoint of overall survival.”

https://ascopost.com/news/march-2021/pembrolizumabs-indication-in-small-cell-lung-cancer-is-withdrawn/



Pembrolizumab or Placebo Plus Etoposide
-and Platinum as First-Line Therapy for
Extensive-Stage Small-Cell Lung Cancer:
Randomized, Double-Blind, Phase Il
KEYNOTE 604 Study

Charles M. Rudin, MD, PhD!; Mark M. Awad, MD, PhD?; Alejandro Navarro, MD*; Maya Gottfried, MD?; Solange Peters, MD, PhD>;
Tibor Csoszi, MD®; Parneet K. Cheema, MD’; Delvys Rodriguez-Abreu, MD®; Mirjana Wollner, MD®; James Chih-Hsin Yang, MD, PhD10
Julien Mazieres, MD, PhD'!; Francisco J. Orlandi, MD'?; Alexander Luft, PhD, MD*3; Mahmut Gumus, MD'*; Terufumi Kato, MD'>;
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KEYNOTE-604: Final Overall Survival (Coprimary Endpoint Not Met)
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Events, Median, months HR P
No. (%) (95% ClI) (95% CI)

Pembrolizumab plus EP 169 (74.1) 10.8 (9.2to 12.9) 0.80(0.64t0 0.98) .0164

Placebo plus EP

'45.1%
'39.6%

188 (83.6) 9.7 (8.6 to 10.7)

Significance boundary not
reached in the ITT population

122.5%
'11.2%
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Time (months)

EP = etoposide and platinum

Rudin CM et al. J Clin Oncol 2020;38(21):2369-79.
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First-Line Pembrolizumab or Placebo Combined
With Etoposide and Platinum for ES-SCLC:
KEYNOTE-604 Long-Term Follow-Up Results
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KEYNOTE-604: Long-Term Follow-Up of Overall Survival in the ITT

Population
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KEYNOTE-604: Response Summary with Long-Term Follow-Up

Treatment Duration and Time to Response

v - G o e S g
Time, months

NR, not reached. '+ indicates no PD by the tme of last assessment.

“Median tme from randomizasion 10 data cutofl was 42.5 (range, 38.2—49.5) mo.

A CR (BOR per BICR)
A PR(BOR per BICR)
R

® r0°
B Death

B Treatment duration

Summary of OS and Response

Completed 35 cycles
n=18
Median OS (95% CI), mo NR (16.6-NR)
2-year OS rate after completing 35 72.2(39.5-89.2)

cycles (95% Cl),° %
ORR (95%Cl),® %
Bestoverall response,®n (%)
CR 2(11.1)
PR 16 (88.9)
DOR, median (range),*®* mo NR (14.1to 46.8+)
DOR 212 mo, % 100.0
DOR 224 mo, % 83.3

100.0(81.5-100.0)

* 14 patients (77.8% of 18 and 6.1% of 228) were alive as of last

assessment before data cutoff

» 2/225 (0.9%) patients in the placebo + EP arm completed 35

cycles and were alive as of data cutoff

201 3 pasients who had PD ater compieson of 35 cycies of pembroizumab, 1 patent stared pembroizumab 6 months afier PD and 2 pasients had not received subsequent herapy as of database cutofl

“0S and DOR estmaies are based on he Kaplan-Meier method,
“Corresponds 10 approximaiely 4 years afer randomzason,
“Based on RECIST v1.1by BICR.

Database cutof date: Sepiember 21, 2021.
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Safety and Tolerability Issues with Available
Therapies for SCLC




Trilaciclib: Mechanism of Action

Administer trilaciclib within 4 hours )
prior to the start of chemotherapy

Platinum/etoposide- or topotecan-
containing chemotherapy regimen

CDK4/6-dependent CDK4/6-independent Protected from ~ Chemotherapy-
heg\atoponq}tc stelrln small-cell ltljlng cgem%tl&erapy- induced cytotoxicity
nd progenitor ncer n m

ARpIvgenRLeele CANCILoRTS Transiently arrested in the  Continue to rapidly IEEEEHeantEs

G1 phase of cell cycle proliferate

Multilineage myeloprotection

Q ¥ @

Red blood cells Neutrophils Platelets Lymphocytes

Improved quality of life

@A)y /) thrombocytopenia

© Less neutropenia, anemia, ] Reduced use of supportive Fewer hospitalizations due
care interventions to myelosuppression/sepsis
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Clin Lung Cancer 2021;22(5):449-60. Original Stu dy

Effects of Trilaciclib on Chemotherapy-Induced
Myelosuppression and Patient-Reported
Outcomes in Patients with Extensive-Stage Small

Cell Lung Cancer: Pooled Results from Three
Phase II Randomized, Double-Blind,
Placebo-Controlled Studies

Jared Weiss,! Jerome Goldschmidt,?> Zoran Andric,” Konstantin H. Dragnev,
Chad Gwaltney,5 Konstantina Skaltsa,® Yili Pritchett,’ Joyce M. Antal,’
Shannon R. Morris,’ Davey Daniel®?
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Myelopreservation Benefits with Trilaciclib Administered Prior to
Chemotherapy

: : Severe (grade 4)
Primary endpoint heutropenia P <.0001
Febrile neutropenia
Secondary
endpoints:
neutrophils
G-CSF administration P <0001
56.3
Grade 3/4 anemia
Seﬁgzz?:g RBC fransfusion
RBCs' on/after week 5
ESA administration
Grade 3/4
Secondary thrombocytopenia
endpoints:
platelets®
Platelet fransfusion
T T T T T 1 1
0 10 20 30 40 50 60

Percent of patients

W Trilaciclib prior to chemotherapy (n = 123) M Placebo prior to chemotherapy (n = 119)
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Time to Confirmed Deterioration (TTCD) in Selected Patient-
Reported Outcome Measures with Trilaciclib

Domain Events, n TTCD, months Hazard ratio (95% Cl)
Trilaciclib/placebo Trilaciclib/placebo
Physical wellbeing 32/51 NYR/5.16 = { 0.62 (0.40-0.97)
Functional wellbeing 31/55 7.62/3.78 } | 0.45 (0.29-0.71)
Fatigue 39/61 7.03/2.33 A 0.56 (0.37-0.85)
Anemia trial outcome index ~ 33/55 7.20/3.78 : . { 0.54 (0.35-0.84)
FACT-An total 31/58 NYR/3.48 : | 0.47 (0.30-0.73)
04 06 081 167 25
Trilaciclib better Placebo better
< >
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Progression-Free and Overall Survival for Patients Who Received

Trilaciclib versus Placebo

10 —— Trilaciclib (median = 5.3)
0.9 —— Placebo (median = 5.0)
3 08-
5 074 HR (95% Cl) = 0.80 (0.61-1.06)
2 Stratified log-rank test: P=.1404
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o
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o 1 2 3 4 5 6 7 8 9 10 1 12 13 14 15 16 17 18 19 20 21

Months from randomization date

Patients at risk, n (censored)
Trilaciclib 123 (0) 111 (6) 99 (9) 88 (9) 79(9) 61 (10)47 (10)38 (10)30 (10)22 (11)18 (12) 9(12) 7(13) 6(13) 6(13) 5(13) 5(13) 4(14) 3(15) 2(16) 1(17) 0(18)
Placebo 119 (0) 113 (1) 98 (3) 87 (5) 76 (5) 54 (8) 36(8) 23(8) 19(8) 13(8) 10(8) 10(8) 6(8) 6(8) 5(9) 4(9) 4(9) 1(12) 1(12) 1(12) 1(12) 0(13)

Weiss J et al. Clin Lung Cancer 2021;22(5):449-60.

—— Trilaciclib (median = 10.6)
—— Placebo (median = 10.6)

HR (95% Cl) = 1.00 (0.75-1.35)
Stratified log-rank test: P = .8136

-
o - =

T 11 1.1 1.1 11Tt 1 11 11T 1T 1717171771771
0123 456 7 8 9 10 11213 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28

Probability of being alive

Months from randomization date
Patients at risk, n (censored)
Trilacicb 123 (0)117 (2)109 (6)106 (6) 99 (6) 94 (6) 86(6) 79(6) 71(9) 67 (9) 61 (10)52 (10)44 (10)40 (1334 (13)31 (13)28 (14)22 (16)18 (20)15 (22)13 (24)11 (25) 8 (26) 5(29) 3(30) 1(32) 0(33) 0(33) 0(33)
Placebo 119 (0)114 (1)113 (1)107 (1) 97 (3) 95 (4) 88 (4) 76 (6) 66(6) 60 (7) 56(8) 53 (9) 48(9) 43 (9) 38 (10)30 (13)25 (13)14 (19) 7 (25) 7(25) 6(26) 6(26) 5(27) 3(29) 1(30) 1(30) 1(30) 1(30) 0(31)
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Summary of Adverse Events (AEs) in the Pooled Safety Population

Event n (%)

Trilaciclib Prior to Chemotherapy Placebo Prior to Chemotherapy

(n=122) (n=118)

Any AE 115 (94.3) 114(96 6)
Any placebo-/trilaciclib-related AE 45 (36.9) 49 (41.5)
Any serious AE 36 (29.5) 30 (25.4)
Any placebo-/trilaciclib-related serious AE 2 (1.6) 1(0.8)
Any AE of grade >3 73 (59.8) 98 (83.1)
Any AE of grade >4 30 (24.6) 62 (52.5)
Any placebo-/trilaciclib-related AE of grade >3 10 (8.2) 18 (15.3)
Any hematologic AE 2 (67.2) 106 (89.8)
Any hematologic AE of grade >3 4 (44.3) 91(77.1)
Any hematologic AE of grade >4 19 (15.6) 62 (52.5)
AESIs for trilaciclib 3(18.9) 10 (8.5)
Any AE leading to discontinuation of any study drug 11(9.0) 13(11.0)
All-cause hospitalization 30 (24.6) 30 (25.4)
Hospitalization due to CIM or sepsis 5(4.1) 16 (13.6)
Any AE leading to death 6 (4.9) Bi25)

AESIs = adverse events of special interest
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Common Adverse Events (AEs)

Event n (%)
Trilaciclib Prior to Chemotherapy Placebo Prior to Chemotherapy
(n=122) (n=118)
Most common AEs (occurring in >10% of patients)?
Neutropenia 1(41.8) 78(66.1)
Anemia 6 (37.7) 71(60.2)
Nausea 1(33.6) 39(33.1)
Fatigue 1(33.6) SAULT)
Thrombocytopenia 7(30.3) 50 (42.4)
Dyspnea 0(16.4) 20(16.9)
Pyrexia 17 (13.9) 13(11.0)
Alopecia 6 (13.1) 30 (25.4)
Diarrhea 6 (13.1) 21(17.8)
Decreased appetite 6 (13.1) 15:(12.%)
Headache 6 (13.1) 11(9.3)
Constipation 4(11.5) 3(19.5)
Vomiting 11(9.0) 9(16.1)
Leukopenia 10 (8.2) 28 (23.7)
Platelet count decreased 9(7.4) 9(16.1)
Dizziness 9(7.4) 8(15.3)
Neutrophil count decreased 8 (6.6) 1(17.8)
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Adverse Events of Special Interest

Trilaciclib before Placebo before
Adverse event chemotherapy chemotherapy
Injection site reactions 13.9% 2.5%
Phlebitis/thrombophlebitis 9.0% 0.8%

Acute drug hypersensitivity

. 4.1% 3.4%
reactions
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