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mF/U: 22.9 months mF/U: 39.4 months
100 Atezolizumab + CP/ET 10 Durvalumab + EP
90 - ~ Placebo + CP/ET ' —— EP
80~ 0.8
70~
60~ 0.6
5! 50 - B
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30+ : 22.0% |
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0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Time (months) Time (months)
mOS 12.3 vs 10.3 mo mOS 12.9 vs 10.5 mo
HR 0.76 (0.60, 0.95) P=0.0154 0.71 (0.60-0.86) P=0.0003

3F0SHE 17.6% vs 5.8%
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Data listed are from different clinkcal trials; not for crossrial comparison
CP, carboplatin; EP, platrum.etopaside; ES-SCLC, extersive-stage small call lung cancer, ET, elopeside; HR, hazard ratio; 10, immuno-ancalogy, mOS, medan overal survival: ns, not significant
05, averall survrval

1.Martin Reck presented at ESMO 2012 IMpower133 Updated OS Analysis
2. Lancet Oncol. 2021 Jan;22(1):51-65. ESMO Open. 2022 Mar 10,7(2):100408.
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Response Rate

ES-SCLC
N=403

m Atezolizumab plus carboplatin- Atezolizumab
P etoposide, 4 cycles Q3W Q3W until PD
1:1

64.4% vs

4 cycles Q3IW

CASPIAN Durvalumab plus platinum-etoposide, Durvalumab .
Q4W until PD

ES-SCLC -1
N=537 -

0s

I, 12.3

10.3

OS, HR=0.70 (0.54.0.91)
PFS, HR=0.77 (0.62.0.96)

OS, HR=0.71 {0.60-0.88)
PFES, HR=080 (0.67-0.96)
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Cohort Durvalumab plus platinum-etoposide, .
4
ES-SCLC & cycles Q3W Q4W until PD ‘ 10.0

N=123 65.6% vs

U Serplulimab plus carboplatin- Serplulimab .
ES-SCLC o etoposide, 4 cycles Q3IW Q3W until PD 10.9

NaBos 80.2% vs

70.4% vs 65.9

(Ui Adebrelimab plus carboplatin- Adebrelimab
i 7 etoposide, 4~6 cycles Q3W Q3W until PD or 2y
ES-SCLC 11
AN

N=462

1R RAKIMNRUEAY 21F10R 1360 2N XIS, 22157 R 128 /M. 3.Ying Chang 2002 ASCO. Abaly B505. 4. Wang J. ot . Lancet Oncal. 2002 23(6)730-747

OS, HR=0656 (0.41-1.03)
PFS, HR=1.00 (068-1.48)

OS, HR=0.63{0.45.0.82)
PFS, HR=0.48 (0.38.0.59)

0S, HR=0.72 (0.58-0.90)
PFS, HR=0.67 (0.54.0.83)

3-year OS

17.6% vs 5.8
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EP 269 194 109 30 9 7 0 0 0
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Phase III Trial Comparing Supportive Care Alone With
Supportive Care With Oral Topotecan in Patients With
Relapsed Small-Cell Lung Cancer

Mary ER. O Brien, Tudor-Elbade Caudoanu, Hristo Tsckov, Yaroskav Shparyk, Branka Cadevid, Gabor Juhasz,
Nicholas Thatcher, Craliam A Ross, Graham C. Dame, and Therese Crofty

A B ST RACT

L

Cumulative Proportion Alive

1.0+

-4

08+

-4

0.6+

-

0.4+

-

0.2+

13.9.

B - -
’

w— Topotecan (n = 71)
----- Best supportive care (n = 70)

n
Arm1
larget: N = 225 .

Liposomal irinotecan
(70 mg/m¥ free base)
Admenistered ntravenou:

Randomization End-of- Overall
Screening 1 treatment survival
| visit follow-up

Arm2
Target: N = 225
Topotecan (15 mg/m?)

Administered intravenously
over 5 consecutive days every 3 weeks




HR(EI7 A%

Phase II Study of Weekly Paclitaxel for Relapsed and

Refractory Small Cell Lung Cancer
NOBUYUKI YAMAMOTOY 2 JUNJI TSURUTANI', NARUO YOSHIMURA'

GYO ASAL'S, AZUSA MORIYAMA', KAZUHIKO NAKAGAWA', SHINZO KUDOH",
MINORU TAKADA®, YOSHIAKI MINATO" and MASAHIRO FUKUOKA'

Table 111, Response duse '
No. of patsnts Respome 08
- e )
CR e NC ro NI g 06
Totsl 21 0 $ ‘ i I 218 § 0.4
SCmitng ] 0 ) ) s 0 e ) &b
Refractony 10 0 2 i " | 200 0.2
Cl = conldence mterval, CR = comiplcic respoase; NE = not 0
4
evaluablc; PD = progromive discane; PR = partial respossc; NC = no r————y———y—v———v—v—y———v
chanec 0 - ] 12 16 20 24

Phase Il Trial of Gemcitabine/Irinotecan in
Refractory or Relapsed Small-Cell Lung Cancer

Wolfgang Schuette,! S‘\‘Ikc Nagel,! Stefan Juergens,! Ines Bork.2
Bettina Wollschlaeger,® Steffen Schaedlich,! Thomas Blankenburg!

Abhnbenab

Table 2 Response lo Treatment for All Patients and for Patients

with Sensitive and Refractory Disease

Response All Patients | Sensitive | Refractory
(N=35) | (n=20) (n = 15)
Complete Response 2(6) 1(5) 1(7)
Partial Response (1) 1(5) 3020
Stable Discase 7 (20) 4(20) (200
Progressive Discase 22 (63) 14 (70) 8i5%)
Voly-
Fgure 3 Overall Survival lor Patieats with Refractory Disease Versus
Patieats wmith Seasitive Disease
. b Seomative
a0 ) Refracrory
~ 1]
60 - L
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> 180 days of platinum-free relapse

1

Platinum-etoposiie retreatment
Lurbinectedin

Topotecan

Other single-agent chemotherapies”

90-180 days of platinum-free relapse

« 90 days of platinum-free relapse

e e }

P8 0.1 and major
response or beneft from
platinum -based
therapy

.

Platinum -etoposide retrestment
Lurbinectedin

Topotecan

Other single-agent chemotherapios*

PS » 1 or no Major

response or benefit fromy Lurbinectedin
platinum-bssed Topotecan
therapy Othet single-agent chemotherapies®

.

Lurbinectedin
Topotecan
Other single-agent chemotheraples*
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Lurbinectedin as second-line treatment for patients with
small-cell lung cancer: a single-arm, open-label, phase 2
basket trial
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0
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S (5%)
35.2% (26.2-45.2)
68.6% (58.8-77.3)

5.3 (4.1-64)
3.5 (2.6-4.3)
46.6% (36.7-56.5)
32.9% (23.3-42.5)
9.3 (6.3-11.8)
67.1% (57.6-76.7)
34.2% (23.2-45.1)

CTFI290K (n=60)
0
27 (45%)
22 (37%)

10 (17%)
1(2%)
45.0% (32.1-58.4)
81.7% (69.6-90.5)
6.2 (3.5-7.3)
4.6 (2.8-6.5)
59.9% (47.1-72.7)
43.5% (30.1-56.9)
11.9 (9.7-16.2)
83.6% (73.7-93.5)
48.3% (32.5-64.1)
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CTFI<90FK (n=45)
0
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29.1% (15.3-42.8)
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ATLANTIS: Study design

DOX 40 mghn® D1*
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Lurbinectedin+s DOX Control

: Parameter
(N=307) (N=306)
Events, n (%) 268 (87.3) 254 (83.0)
Censored, n (%) 39 (12.7) 52(17.0)
Median OS [95% Q), months 86(7.1,94) 7.6(6.6, 8.2) HR:0.967 (0,815, 1.148) 0,7032
Mean OS, months 10.6 99
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Figure 1. Best Overall Response according to RECISTv.1.1 N=13
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imﬁﬁ,ﬁ: M Pantial response
Plsase 1: .
100 - e Complete response
Pembrolizemab * :\?DT‘%IE%ET St )
200 mg Q3w 200 Related TEAE
lurbinectedin : g "a: BEEFT Overall (N=13) Any grade Grade 3 Grade 4
28R ‘*='5“ E % n (%) n (%) n (%)
2.4 mg /m? Q3w )3 RIAETRRE TEAEs* 11(84.6) 7(53.9) 2(15.4)
Haematologic 8(61.5) 3(23.) 2(15.4)
Neutropenia 7(53.9) 3(231) 2(15.4)
Thrombocytopenia 3(23.1) 1(r.7) 0(0.0)
Anaemia 2(154) 0(0.0) 0(0.0)
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Group 1* (platinum-sensitivet) Group 2A* (platinum Group 2B* (platinum -
Treatment with durvalumab sensitive ) Treatment with resistantt) Treatment with
(1500 mg given as an durvalumab (1500 mig given as durvalumab (1500 mg given as
intravenous [IV] infusion once an intravenous [IV] infusion an intravenous [IV] infusion
every 3 weeks) and topotecan once every 3 weeks) and once every 3 weeks) and
(1.25 mg/m2/day IV for S lurbinectedin (3.2 mg/m2 IV lurbinectedin (3.2 mg/m2 IV
consecutive days every 3 on Day 1 of every 21-day on Day 1 of every 21-day
weeks) cycle) cycle)
SATEMERET EERESHATITR:
tRETITH:
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i £PHRE 12mg qd #§1-14X Q3W i
- 18-75% il N e
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1.J Clin Oncol. 1999 Feb,17(2)658-67. 2.J Clin Oncol. 2006 Dec 1,24(34):5441-7. 3.J Clin Oncol. 2007 May 20,25(15):2086-92.
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2:2,°,;‘,:'..,.,,iv, NCCN Guidelines Version 2.2022 NCCN Guidelines index
NCCN s Small Cell Lung Cancer e

PRINCIPLES OF SYSTEMIC THERAPY

5 - SCLC SUBSEQUENT SYSTEMIC THERAPY (PS 0-2)°
mmm«mwmuhmnz
Relapse 56 months Relapse >6 months
- Topotecan PO or V1416 %’m
« Lurbinectedin'’
+ Clinical trial Qe Recommenged Regiment
Other Recommended Regimens * Topotecan PO or
. P“m“ . w
« Docetaxel?® « Docetaxel®®
« irinotecan?’ « Irinotecan?’
« Temozolomide?223 « Temozolomide?? 4> TABLE 2. Eficacy of Selected Non-immune-Based Treatment Strategies for Relapsed SCLC
« Cyclo orubicinivincristine (CAV)'* % Response Rates (%)  Median PFS (months)  Median 0S (months)
« Oral N etoposide
- Vinorelbi * Vinoreline”*47 Agent Study (ref) Design No. Sensitive Resistant Senskive Resistant Sensitive Resistant
+ Gemcitabi * =
o D, i Bedr hen w s WG W w
- Bendamustine (category 28)%° * Lurbinectedin Lurbine o AW igo et aF Single-arm phase Il 105 45 22 \\\48 !_2,6 119 5
- Bendamustine (category 2B) yopamecant. - </ Von Pawel et o  Phase Il 213 231 94 \ 3326/ 99 57
Amrubicin Von Pawel et ™ Phase Il 424 409 2.1 55 28 92 62
Innotecan Masuda et a™  Single-arm phase |l 15 47 NR 62
Paclitaxe! Smt et al™ Single-arm phase || 24 NA p.t) NA 2.1 NA 33
Yamamoto et al™  Single-arm phase | 22 273 2 NR 58
Temozolomide Pietanza et al®  Single-arm phase Il 64 23 13 16 1 6 56
Uposomal innotecan (nal-IRI)  Paz-Ares et ai™  Single-arm phase |l 25 44 NR NR
1 Calvo et al™ Phase | 28 917 285 _A58 —NR NR NR
A[\\ Omedo etaP®  Phase | 8 %0 10 /m 115 46
Lurbmmmdn pius ininotecan |\ _Ronce-Aix et al¥  Phase Ibl 21 &9 NR NR

el ARG P o 4% it % STl PR e

55
Termazdlorde plus olpard | Farago e al™ Phase I 50 471 286 45 29 94 74
ME620 plys fopotecan . /Thomasetal®®  Singlearmphasell 25 60 EDNNN. 4 NR

Abbreviations: NA-not-appicable; NR, not reported; OS, overall survival; PFS, progression-free survival; SCLC-smal-cell lung cancer.
*The efficacy of topotecan has been evaluated in multiple studies. The study by Von Pawel et al is selecied in this table as a reference, as this is one of the
largest trials conducted in patients with relapsed SCLC.




REATEERMESCLCHRHNER

TABLE 3.. Efficacy of PD-1 Axis Blockade and Other Immune-Based Jreatment Strategies in Relapsed SCLC

Median PFS
Response Rates (%) (months) Median 0S (months)
Study (ref) Design Treatment No. Sensitive Resistant Sensitive Resistant Sensitive Resistant
CheckMate 032*' Randomized phase |-l Nivolumab 147 116 14 7.6 3.1
7 Nivolumab plus ipilimumab 96 219 1.5 85 3.1
CheckMate 331 Phase I Nivolumab 284 13.7 14 7.9
Chemotherapy (topotécan- 285 165 38 84
amrubicin)
KEYNOTE-028/ - Single-arm phase Ib-ll  Pembrolizumab 83 193 2 IA
158*
IFCT-1603* Randomized phase |l Atezolizumab 49 23 14 9.5
Chemotherapy (topotecan- 24 10 43 8.7
platinum retreatment)
NCT03319940 %> Phase | AMG757 64 20 NR NR

Abbreviations: NR, hot reported; OS, overall survival; PD-1, programmed Cell death protein 1; PFS, progression-free survival; SCLC, small-cell lung cancer.
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SZHASCLC (12mg po d1- . GRS
FERCE N Bt TEARLA: PFS
L’f’gz.g : aflein . . RBHELR: 0S, ORR,

{200 mg iv d1)
ECOG FS (-2 L DCR R

g 8 & 8 o 3 3

ORR: 48.7%
DCR: 79.5%

Best percent change from baseine in tumor s2e (%)

A, B | (TRAES) (n=42)
p== FHIPFS: 6.017H i ﬁ'\ﬁ :Pig)"s; 1:2’;’/"’5’ Any TRAE 40{95.2)
& os- 15EPFSE: 27.8% £ g TR : 56.7%
=l o Most common TRAEs(210% of patients)
g 0.6+ § 0.6~ hypothyroidism 19(45.2)
2 os- 2 0s- hypoproteinemia 17(40.5)
;‘ 04~ _: 0.4~ GGT increased R 16(38.1)
2 o> \L\—‘_‘—. 2 03+ | Grade 3-4 TRAEs i 22(524) |
- § o ey 7 SRNNCT
= vl elevated bilirubin 3(7.1)
VAR NI 1757 S S e S S (AN it e elevated ALT \\\ W i/ 249
PFS os TRAE leading to drug discontinuation 3(11.5)
EEfRNMBRARTERATTERASCLCEREAMANT, KREBMNIIEBHARIEE J

1.Shuxiang Ma. 2022 ASCO. Absir 8516.
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Stagel n=6

RMERIIEA (PASSION)

IR AMIA200mg Q2w+ SR 37
R F PWOED-SCLC _ los oo
SRR (I RO0R)
MEER (LB xEeR SRR AIA200mg Q2w+ IR 375mg iR/ Gt AR/ 0
ECOG 0-1 ) rer) /SRR

Mmzaagnvn-lrnm (Sday on,
RERWMBVEGCF. VEGFRIDMAINWT TEM 'X‘\’ =

DEOREERRLNEFHWary (7 day on,
A m m L e e L e S F A R e L AT R T Y -

oor = QO ‘ J* .- . . o o o . . -
~ 50 = 5 days o2 Gays off f—————————0—0—0—0—0—
£ poc w 7 days on/7 days of f——————-0—————o———»
g 304 Achived chjectve reaponse —;—0—0—:—0-0:—0:—0——‘:L. ¢ Partial response
B apdeccccccccrcsscccsssessescssessssscossssatliibliessssocscescsssescsce . — o900 oo o o Stable asease
g 10 I [P S —— + Progressve dsease

: ‘ EESRENE  aees
[3 o~ ||l” I] . o - - Q0
im 'I 'I o o = 5 days onv2 days off

RO SR T UERPRRRTRRELE T AR § | F 11101 | SUR—— e e = 7 days on/7 days off
E-w e o e e e s e e e e - ———— - —————— - —— —— —— D——

50 1 - & O & @& — -@— - .

80 . ——o - -
3-.0* - o o -

90 :

<100

FEEQ: ORR, BFP— mmaxﬁmﬁm—muﬂm;rsuﬂ HiTasHiir 18
20185F4/320H-20194F3712H: HMASH, B—MMEIBAMNHIEE, EQDIAMMTTIIE, BNMA416)




WMEERMESCLCHIIERE
AMG 757: A Half-life Extended BIiTE® (bispecific T-cell engager)

Immuno-oncology Therapy Targeting DLL3 for SCLC

AMG 757 engages endogenous

T cells and SCLC cells -
N A oA b
., T-cell )
[ amersr ) S @ . activation ;ﬁ-:aa T-cell
HLE BITE® molecule s RTE . e O proliferation
Anti-CD3 7w b o
W - S co3
“ LL3 »
/ . » Serial lysis of s’
(to extend half-life) ‘

N

CD, cluster of differentiation; DLL3, delta-like ligand 3; Fc, fragment crystallizable domain; HLE BITE, hall-life extended bispecific
T-cell engager; SCLC, small cell lung cancer.

* BiTE molecules engage a patient’s own T cells to attack and eradicate cancer cells'-?

1 Stiegimaier J, et al. Expert Opin Biol Ther. 2015;15:1093-1099. 2. Einsele H, et al. Cancer. 2020;126:3192-3201. 3. Bargou R, et al. Science. 2008,321:974-977



First-in-human Study of AMG 757 in SCLC

All Patients

e m”“mhmc Pu‘ '»CI‘”( Chara« lc”stlc ‘~ - JZ)
* Determine MTD or RP2D
Median age, years (range) 64 (32-80)
Cutrenttarmer smoker, (%) 0(15)/36 (69)
Secondary BRIR%L £ = oot
LTSI+ Evatuate presminary anttumor activity ECOTpeaments stetus: 0-1, 8 (%) 51 (98)
Prior lines of theragy
1-2,n(%) 30 (75)
SRR« Evaluate mmunogenicity, biomarkers,
Objectives target protesn & outcomes 23.n(%) 13 (25)
Median (range) 2(1-8)
* Study design - NCTOII 19040 open-adel. muli-center study of
AMG 757 (Gose escalancn rangng Fom 0.003 mg to 30 mg as of Prior PD-1 or PD-L1 treatment, n (%) 23 (44)
Gata cutof! |3 November 20201 admwstered by IV nAuson every £ xtensive stage d 20 ot initie! %0 (96)
2 wooks with/ wihout sdep OOsNg 3 gis. n (%)
* Disease assessment - Arttumor actviy assessed using modified ,
RECIST 1.1 overy & = 1 wooks Beain / liver metastases, 1 (%) 13 (25) /1 25 (48)

AMG 757 Demonstrates Antitumor Activity in

Patients with SCLC

3 N
,JM =
N
F 5 N i
1 4 -
o ™~ -
. ey WYy BNty W r':-'-w
— LB - | X~
Pationin with Target L el atibe Ty e v & e wcing Sum of Diameters (n = 47}

PR ndistes T PR o roordemsd S0D° vdasies patents wha Sl ar sl PR St 000 st hes condiegiost 00 P o B
stmoqeect scar PD ndcster PO r Pe jont essine o o came oF By et o e coviirmanos Wi “Liag doetg
"rebsdes patectn aho receved F 1 doas of ANNG TAT ant bad o meer | seess Dloe wp W of svshatie PO orogeenve
dussss PR partel wapores S0 slatie Sasane

Confirmed PR in 7 (14%) patents
Unconfirmed PR in 1 patient
Stable disease in 11 (22%) patients
Disease control rate was 37%
Tumor (any) shrinkage was seen in
17/42 (40%) patients
10¢52 (20%) patients have
completed 24 weeks of treatment
~ A7 patients with confirmed
PR are still receiving therapy
and have on-going responso
For patients with conferned PR
Modan time 10 response was
1.8 months
« Estmated duraton of
response was > 6 months in
83% of patients with
confirmed PR

« Medan follow-up was 11.5
months
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Quadruple THREAT (phase ) (n=26, published on BJC 2019)
J7#% (OS 8.6m, PFS 6.2m, ORR 26.9%, DCR 61.5%)

Tumor Treated With RRx-001

RONS generation leads o
umor necrosis

b, BMAHEHATFIIE B

1428 A0 R GG SCLC A %,
{F9 (64. 29) 8% [ ISHEP 2 H .,
3 (21.4%) B TPR, 491 (28.5%) &%
7 SD.

* m0S48. 6m, mPFSH5. 8m

T4 IN=19 JORR |

CR 1

PR 6

SO 9 ot e3¢
PD 3

ORR 7 269%

DCR 16  61.5%

*Brtish Journal of Cancer volume 121, pages211-217(2019)



E AR MR(BPI-2358)+4 LI JL AR FL /R 7
alT & ESCLCHIHAIGEFRIXEE

HAM (BPI-2358) BE TETFESREMRINMMARR. BUSTERARERRNAPEERNE

E EMRRETHESSH (SIMBA) , SEBIERARFALNANFLARENNBRSE. : U
' BRI LADHIRSES — BSR4 (PDE4) , JBOCPI3| MY EIEXAES, ! MMSTRREL
------------------------------------------------------------- [ | @msm | s |
ARt Bolr 10 (63%) 0
/ - ~ WERE 8 (50%) L (%)
Day lNﬁj:ii o 4 N ) IRet 7 {44%) 0
(A EEE=21%) Day 1,585+ /&% BEHGERARNTATS0SM S 7 (4% ' (6%)
MERIABH: |mgke (1T ER-14X) WS DLT, RP2D - | 1 o)
PIEAREH: 3malke ﬂ?@}ﬁ’%ﬂf;‘h E;‘%;J‘Sg RELLS: ORR. PFS Hl irAEs S A0 :
AR 3 . \_ ) 43 3 (19%) 0
(-1)13.5mg/m? \_ ) - T I (6%}
« (start)20mg/m> : ’
k e (+1)30mg/m? /
63%BFRFEBRBUEEIINGITET i : . . T ene
' . —
Ly SR ARF AR FLARRNNRERNRZERL, ORRA46% : §* l I l I I
> ERARESGEATAMNEED, BEATERENEE SIEIFLETT : §«
| EFHISENE, ORRIA43%, i s .

---------------------------------------------------- J Il PO 1P0-L1 rsive . I PO-1POL1 resistant



BMS-986012+ R FI /0877 8 &/ R 1ESCLCHII/IIE

BMS-986012+nivoj&f7SCLCAY1/21BERF

Koy oligibility criteria®

* Patients 2 18 years old with histologically or
cytologically confirmed pulmonary SCLC

* No prior treatment with anti-PD-1
anti-PD-L1, anti-PD-L2, anti-CD137
anti-CTLA-4 or any other antibody targeting
T-cell costimulation or checkpoint pathways

« ECOG PS 041

* Part 1. 2
escalation); Part 2: relapsed or refractory” to
only 1 pnor line of therapy (dose expansion)

1 pror line of therapy (dose

BMS-986012 400 mg

+ nivolumab 360 mg
n=21
ORR, n (%) 0 (43)
CR 1(5)
PR 8 (38)
SO 2(10)
DCR (CR + PR + SD), n (%) 11(52)

Part 1: dose escalation

Part 2. dose expansion

v Q3w v Q3w
BMS-986012 400 mg + BMS-986012 400 mg +
nivolumab 360 mg nivolumab 360 mg

n=8 n=13
mz 1000 " + anlry endpoint: Safety
nivolumab 360 mg Secondary endpoints:
n=8 investigator-assessed ORR
median DOR, median PFS*
Explormory endpoint: median OS5
BMS-086012
BMS-986012 1000 mg + nivolumab
+ nivolumab 360 mg Al patients
n=8 N=29
2(25) 11(38) 17 (12)
0 ) 2(1)
2(295) 10 (24) 15 (10)
1(13) 3(10) 25(17)
3(38) 14 (48) 42 (29)

T8 & aT@id124°8, DOR: 2644°H

2,
3

«  SCLCHSFAREREE ML T FFucosyl-GMI

I

|+ BMS-9860122 —F 5 Fucosyl-GMI B S5 S FHH A
| RREAG, B ERERNFEER. NKTSH

' ADCCIERFRIEMMEER

PFS: ol pationts (N = 29)

BMS 45 1] o veshomed
Al passents N = 29

2140w

LU S
A Oy mares

gt e
4 5

Tew v YR S oet

> BMS-986012BXSMEFIA 8, mOSHISTINE, |
mPESH2. 1A 24-weeks PFS/939.3% ;& — MBI 14,
RiF. BENETT B REEIRTESCLCRIFRAIE. '

» BMS-9860125F41. HIBAEMNivolumabBASHBTF |
[TiZBASCLCH—Z 8T AR IETE# 1T ;
(NCT04702880) |



TIM3HIFIFIFESCLCH AR

367 &PD-L1 3477 SIERIHIFAR Sabatolimab(MBG453) 838/BXS Spartalizumab (PDR001) 7B
LY3321367 522531 X BT T TR KA A0 11 HAGER

I
1 I . . .
I e » Sabatolimab (MBG453) #] Spartalizumab (PDR001) 43%!2 ;
\ Lo STIM3FIPD- 155 &R R 5 EHTF |
I 1
: : : Toble 1. Baseine patiert demographics and characterntics, by treatment group :
I g ! Dove-escalation part cee "
: ! : Lo wpent partalirumas cpe ot S porwmer 1
' TARS Tomg | Toma I : " - - ) - ) u ) |
POLY 200mg | T0Omg I Madian 200, yoars (range) 0.0 (2384 S (25 ST 8 20 (2344 1
! ! Sex, 0 (%) - |
! Dose escalation haved on modified toxicity probability method ! :4::“ :‘ :,',' ";: ,(.:3,“ o (447 1
| (Y P ] I Race, o (%) |
I 1 cycie in 28 days. with treatment every 14 days I I Cacxauan S8 (A7) -.mo:&; e M -:z n |
1 DL T chaervation period during cyche 1 \ | ;k 5 ‘4 - :(: :i 4 "
1 I Omver/unknow 125 ad 7 24
1 : 1 tcocmm-m . — : :
| _ N=23 (SCLC:2) vl 1 a sao o |
[ ' S ' I I — 310-0) 3 0-2) 30-% 30-m !
! " 2 : | M::?:/mu ot ke no2e) N4 0 D ME :
: g > g‘ % - g . i | : :0‘3%1 PO ;;‘:s:. ;n’” u‘f _’ 1
. LT ERRER R FTEY = 229 so s pos |
03 i |1 es o3 - 2 :
I | NSOLC & (L8 600 c 0Lk
1 ' b 4 .« )8 N AR A LA » : | ( 3:%c“'n . :1‘ 3(35) SO80) 9 (a1 ) :
: RP2D:LY3321367: 1200mg g2w, C1¥HIC2, 600mg q2w, C3 I : |
| 1
1 1 "
| > TIM3UHIFEASPD-UPD-LINSCLCRIM LS MAMBELE, BRSHRYT i
| » TIM-3FIPD-18Y3REFHMTEE RIRFE R TR BK |
I
1




ADCHig: DS-7300(B7-H3ADC);&YT 28I 2 HA/ A AR Bib /&=
Zty, FEH. FARARERINERIGRIA R

AASMRFIRIZH. LIARES-SCLCHER, S5l FFHARE. IIHBIGRA R

s ™\
DS-7300 intravenously on day 1 of each IA: First 20
21-day cycle until occurrence of patients from each
® o unacceptable toxicity, progressive arm complete 12
disease, or consent withdrawal weeks
' of follow-up from
i=) \_ Istdose
9] ' , ' ' Arm 1 :
: 8 mg/kg Q3W :
' ' ' N=up to 40 ;
L—- <0 -m-‘
ES-SCLC 1:1 Randomization
Resistantintolerant to 21 prior « CTFI < vs 290 days in | 12 mg/kg Q3W
platinum-based line 2nd line patients ' ' N=up to 40
Treated with <3 previous lines » 3rd and 4th line patients

AR BRRET BHZ MR EM E{RHDS-7300 (B7-H3 ADC, EiIrIY)EIRMRKEEF, HBHHRMMGHDEIR (DXd) EHEEF
NFACNBT-H3EZREMF -, ) TEES-SCLCTIAME B E PaYTI &

77 BK FA0608 & A1 AR 0 EMEMR R (ORR)hIHMT R A RBROGITHAE

FELER ORR

RELR - OS, PFS, DoR, TTP et al.

*BICR, WERNFIFE: CTFI, XL{THEIMIE: ES-SCLC, I"ZM/filei®: ECOG PS, XEFRAHRMIMEAEOELT TS 1A, PWHHH: asw, BIFUA.
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REBREHT: PHRAARNM+BERERERGT REKS LT HERERN

ES-SCLCHIZPATI., HinE. B8, $=F:L,\II

Sample size: 15 patients for efficacy analysis
* Cohort 1: If 2 or more responses seen, enroll total of 25 patients
*  Cohert 2: If 3 or more responses seen, enroll total of 28 patients

[ Enigibiity and consent | =)

Patient Characteristics for ES-SCLC Cohort (N=27)!

Age Median (range)
Sex Male
Female
ECOG 0
|
2
Platinum resistant® Yes
No
Smoking Yes
Brain Metastasis Yes
No
Line of therapy 2

Cycle ¥1 (28 days)
Tumor
Imaging (and
Nivolumab 480 mg weeks)
IV g4 weeks *
Temozolomide 150 mm
65 (56-78)
17 (63%)
10 (37%)
3(11%)
23 (85%)
11 (41%)
16 (59%)
27 (104r%)
10 (37%)
17(63%)
21 (75%)

Two patests weve sxchadod under prwoe smenbncat and had mot socorved fiedt lise chemo imeunatheragy and ot elipbde for praman obyective
Putiean sovntnce wan defvad as progreveam withen @) diny s of completaom of platirum chomotheragry

IR

previously treated with ﬁfS(

25{5Uft%fé;u,u%‘

” N
ORREE28% !
All patients T25(28%) | 12% - 492 ! "~
Platinum Y W10 (D %) 0-31 0057 !
s e e s e s s e s e - -
reststant ! o
TSET%) | 2175 I é
e e few e (e e s e e e e e
Brun 210(20%) | 3% - 56% 0659 e
metastascs
N S/15(33%) 12% - 62%

—

Change n the Sum of Target Levem

e e ST

e

HMEODEFSMTINOTSIITN R

Patiess B

CE19, 34)

» The median OS for all patients was 6.3 months (95% CI 3.7, 9.2).

= With a median follow up of 6.3 months, the median PFS of all 27 patients was 2.4 months (95%

AR LR MRS ERMEERTE SRR

HRERSN

T7aTT I RAIES-SCLCEE P ORRA28% (X F 3344

SREE, HUBBETNEREM)

mOS 6.3m

mPES 2.4m,

C Paterts 1Ot evEAl 1 POERErY SOPGET A TOL NECANATG PIOK TRNTIO STETES OB Ay




FEEBX ST . RIMPE[E (talazoparib) X BRI EFRMARATT
8 RMEAHES-SCLC1HAIGRIAR

................................................................................

'+ mTTR1.8m, mDoR4.3m, mPFS4.3m, mOS 11.9m
+  SIHEORREER!, 1BMIA50% (36), BRISI4%(49), HMEI1%(413)

|

i i i

h‘

1O ORRINLI PN (GBS IORR1ISN)
2000 QIVLN MNP RANTHN NS

N4 S, 0S8, DORIITTR
RENNOEBUIME SOENE

ENRAR TRECST 1R BE teecnl 18




SEEBXSLIT - A,

S RIMERMES-SCLC1!

E

.(

talazoparib) XS RIS T RMEETT

| ZR

RERDH: BITEIRREEEFREKPFS

Figure 1. DDR mutation characterization, grouped by best response

PR Sbiect 01 06 14 15 17 23 24 27 28 30 33 PD Sebe 03 10 16 6 N
~ Il T L e ] DRI . T 27 BREPHIHERE (pts), KET 78 7 ctDNA A,
= Pl | }aHDDR FAREMBEH

SD Sbiect 0 08 09 13 18 2 N 2 3 B N — i LNEL T HERZETERTPS3 (23 pts, 85.2%). RB1 (8 pts,

il V 4 - 29.6%). ATM (5 pts, 18.5%) #1 BRCA2 (5 pts, 18.5%) ZE,

Figure 2. Kaplan-Meier Curve for Progression-Free Survival by presence
of treatment emergent mutations
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=22 N ESWEMNBEDR, 1317 (76.4%) NBEE>1 14
T8I RRE, BENAE ATM (7 pts)
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woEaNy EEEE |
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i BITSI RRESHEFRIZEGTZM—ERBXMEP =0.042) HAB X
& PFS B9#&28, 58 18 (95% C1 3.9-8.2) vs 3.5 1~ H (95% ClI
1.8-NE), P = 0.099) ( & 2)
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RREASIEE: FEEMRF] IS NFRIET ERMESCLCAIMNZE, ZEEMIT MR EME
—INZH0, FRIRE, FMBTER. IbEAIIE

« TESCLC FPARPEFT AN EHAIZHIERFES RB %K, {€ SCLC X PARP H]HIFISURE 1.2
IFRRATEAZTZREA, PARPHIHIFIv]fERE RBRIGERIDFIFIRIRMEEE, #SEMNEIRAEL. 3, 4

[ FMIEF100 mg bid, ) e — ~
EWAAITE Bal1S M A EIN600 mg q2w e —
SRR RS HSCLC ! N=16 ) B—ER ] mpehiame | g ORR
BE— ST R FB|IEA: REBER: B,
ECOG PS 0-1  RETRFI150 mg bid, ) ZEME. RP2D J DOR. DCR.
N=23 | (918 MAIBIA600 mg g2 _PFS. 0S N
HiEE 202148238 \ | \J
. = Fusuioperd 100 mg + SHA-1318 > SRECTERMKEAITIEL, REBFBRSHENHSR |
- EPRANARS SU0 i ¢ SHie S0 | ATERMARMEREEATHSE, BREXERIENER
3 P  SCLCEBEMFIE (ORR¥6.3%, mPFSH1.4TH, mOSHs5.6 |
Eg o ' 4A)., . |
ﬁg . | > REPARPINFIFE S RBMHIANOKBAL, BHRTEDE |
I3 = l lll ™ L MR HTEEPD-LINFA, |
g i ?Z' 2 P32 P4 Ps PO P P8 ™ mupns!'.'l!}‘! s!w-mm,u'#"-u’-‘"l Patients : ) m%%%_ﬁg{ﬁ*uyﬁ%mﬂ*gﬂmm*u‘;SﬁiﬁSCLC‘g{]IIm :
40 : Ilﬁﬂiﬁtgﬁ_ﬁ :



RE(C: FEIEF+TMZ + 1S N RINET ERESCLCRIIb/IFATAR

9-1847l

BRME 3561

WLEpaF) 100mg bid

75mg/m?
di1-7, 21d—-7AN

ETET BA 1T R

\?i& -

10-1243)

ﬁiﬁﬂlﬁﬁﬁﬂlﬂ‘ & LR RN
B F+ B RS +SHR-1316

DLTANZ=HR: 21d FELS: 4)BRPFSZ PFS




8 ESCLC :X<8IEK

Trial

R, &

TRIBA S 5 SREL I e 3EiA

718

2022ASCO

von Pawel 1999

von Pawel 1999
Eckardt 2007
Pietanza 2012
Pietanza 2018

Farago 2019
Checkmate 032, 2020
Checkmate 032,2020

Trigo 2020

ATLANTIS.2021

#8516: ma.et al.
#8517:goldman.et al.

#8581:Antonio .et al.

#TPS8604:Konstantinos.et al.
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Lo

o [ (B
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17

tf7

tf7

tf7

{£17+PARP D7
{£97+PARP 3D
R

REBHS
gﬁggﬂ:ﬁ [RNA-po byzscrase- 1]

MBMLITIXS

% & +VEGFR-TKI
€17 +PARP $DEI7]
SEHEUEST
ST ARBULST

Topotecan IV

CAV

Topotecan PO

Temozolomide

Temozolomide+Veliparib

Temozolomide+ Olaparib

Nivolumab

Nivolumab + Ipilimumab

Lurbinectedin

Dox+lurbi 2mg/m?

Topotecan or CAV
ASCO 2022

Sintilimab + Anlotinib

Talazoparib+ Temozolomide

Pembrolizumab+ Lurbinectedin

Durvalumab+Topotecan
Durvalumab+Lurbinectedin

41.7%
11.6%
21.9%
34.7%
31.6%

29.7%

48.7%
39.3%
30.8%

~3.1'mo
~2.9 mo
~2.8 mo
1.6 mo
3.8 mo
4.2 mo
1.4 mo
1.5 mo
3.9 mo
4.0 mo
4.0 mo

6 mo
4.5 mo

1. RyanD, 2022 ASCO A4315
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at the tumour site: mechanisms
Single-cell analyses reveal increased intratumoral and therapeutic opportunities nature reviews
heterogeneity after the onset of therapy pe PP d d
resistance in small-cell 'll"ll cancer Toe Koo Kim, Esten N. Vondsemb, Roy S. Hertst and Lieping Chen ) rng ISCOVGrY
‘ o FERFERERS (TIME) HR%:
S , = m ."‘ r-::?- - o’:&}? “ * o L3 ;E
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1. Shamma P et al, Cell. 2017,168(4).707-723
2. Natwe Cancer | VOL 1| April 2020 | 423-435
3. ChenLP &t al. Natwre Reviews, 2022 July
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Stewart CA, et al. Nat Cancer. 2020 Apr;1:423-436



BRERTAREERETR

SCLCHARZRTTI, AnEEARRETITN, —RIKSETHRELTIGRAREME
£ kY

DNA damaging agent Lurbinectedin

VEGFR inhibitors Apatinib, anlotinib, bevacizumab Teer
AURKB inhibitor AZD2811 .
WEET1 inhibitor Adavosertib

DNA Repair (PARP inhibitor) Olaparib, Veliparib

Delta-like protein-3 Rovalpituzumab teserine (ADC)

BIiTE (Bispecific T-cell engager) AMG 757 (anti-DLL3 x anti-CD3)

Immune checkpoint inhibitor (TI  Tiragolumab IPH5201
GIT CD39)

ICIs SARBIMoAB YEX S IATT 3L P8 &7 3
BAPD-L1+{LiT D ER, —iMa0y, MBHKF). Rova-T, Wi, ADCE, TR RERBHESIATTSCLCHBESTE

ADC, antibody-drug conjugale; PARP, poly-ADP ribose polymerase; SCLC, small-cell lung cancer, TIGIT, T cell
immunoreceptor with Ig and 1ITIM domains; VEGFR, vascular endothelial growth factor receptor
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Atezolizumab
Atezolizumab JEEd=® ey

Atezolizumab RSOl Avezoizumsb
1L Durvalumab

EC/EP/IC/IP

Durvalumab
+EC/EP :

--------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------

Clinical trials | Relapse <6 m [ ataeaul] Lurbinectedin|Clinical trials
2L 1L Regimen Rechallenge | Relapse >6m 1L Regimen Rechallenge
3L Anlotinib No standard therapy
*1L: Durvalumab+EP/EC is approved by NMPA *3L. Pembrolizumab & Nivolumab's indications
on 2021.7.19. are retreated in US.
Immunotherapy Chemotherapy TKls or Others E: etoposide;  C: carboplatin;
I: innotecan; P: Cisplatip;
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