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ONO-4578-01 PartC #{HRHEE m

Safety, efficacy, and biomarkers for ONO-4578 plus
nivolumab in unresectable advanced or recurrent
gastric or gastroesophageal cancer

Hidekazu Hirano', Akihito Kawazoe?, Kensei Yamaguchi®, Tetsuya Hamaguchi*,
Yukiya Narita5, Shogen Boku®, Takashi Oshima?, Hiroki Hara®, Yasuo Hamamoto?,
Taito Esaki'®, Keniji Ishido!"

Department of Gastrointestinal Medical Oncology, National Cancer Center Hospital, Chuo-ku, Japan; 2Gastroenterology and Gastrointestinal Oncology Department,
National Cancer Center Hospital East, Kashiwa, Japan; 3Gastroenterological Chemotherapy Dept., The Cancer Institute Hospital of JFCR, Koto-ku, Japan;
“Gastroenterological Oncology Dept., Saitama Medical University International Medical Center, Hidaka, Japan; “Department of Clinical Oncology, Aichi Cancer
Center Hospital, Nagoya, Japan; SCancer Treatment Center, Kansai Medical University, Hirakata, Japan; "Department of Gastrointestinal Surgery, Kanagawa Cancer
Center, Yokohama, Japan; 8Gastroenterology, Saitama Cancer Center, Ina, Japan; ¥Cancer Center, Keio University School of Medicine, Shinjuku-ku, Japan;

ToClinical Research Department, National Hospital Organization Kyushu Cancer Center, Fukuoka, Japan; '"Department of Gastroenterology, Kitasato University East
Hospital, Sagamihara, Japan
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Methods m

Study Design

B Part C of the ONO-4578-01 phase 1 study (NCT03155061) was an open-label, uncontrolled study, conducted at
22 sites in Japan

B Recruited patients were categorized into three parts (C1, C2, C3) on the basis of prior anti-PD-1/

B PD-L1 therapy and UGT1A1 genotype (Figure 2)

B All subgroups received 40 mg of ONO-4578 orally every day and 240 mg NIV intravenously every two weeks;
one cycle consisted of 4 weeks

(Partc1: |
= UGT1A1 wild type and *28
or *6 heterozygous
= Received anti-PD-(L)1 i
S therapy as latest treatmentt 2 \
( Key eligibility criteria | . | | =©ONO-4578 40 mg orally daily
= Unresectable advanced or recurrent Part C2: = Nivolumab 240 mg 2
gastric or gastroesophageal cancer = UGT1A1 wild type and *28 i y Sweny J
= Received at least 2 regimens or "6 heterozygous ( c : il
2 = Treatment continued until
= ECOG performance status score of 0 = Anti-PD-(L)1 therapy naive J disease progression,
o J ! unacceptabie toxicity,
~ ~ withdrawal of consent, or death
Part C3: = =
= UGT1A1 "6 or *28
homozygous and *6/*28
heterozygous
@ J

Patients assessed to have a progressive disease on the first image evaluation after the latest anti-PD-(L)1
antibody therapy were excluded
ECOG, Eastern Cooperative Oncology Group; PD-(L)1, programmed death-1 or programmed death ligand-1 ESMO 2023 Poster #1546 11/63
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Efficacy Results

Objective Response Rate, % [90% ClI]
Disease Control Rate, % [90% CI]
Best Overall Response, n (%) [90% Cl]

Complete Response

Partial Response

Stable Disease

€1 (n=30)
10.0 [2.8-23.9]
73.3 [57.0-86.0]

0 (0) [0.0-9.5]
3(10.0) [2.8-23.9]
19 (63.3) [46.7-77.9]

C2 (n=30)
16.7 [6.8-31.9]
40.0 [25.0-56.6]

0 (0) [0.0-9.5]
5 (16.7) [6.8-31.9]
7 (23.3) [11.5-39.4]

Progressive Disease 7(23.3) 18 (60.0)
Not Evaluable 1(3.3) 0 (0)
Progression-Free Survival®
Median, months [90% CI] 3.88 [2.79-4.17] 1.56 [1.41-2.76]
At 6 months, % [90% CI] 26.3 [13.7-40.8] 21.8 [10.7-35.4]
At 12 months, % [90% CI] 7.5[1.9-18.6] 3.6 [0.5-13.0]
Overall Survival®
Median, months [90% CI] 16.13 [10.18-18.92] 5.49 [4.27-10.68]
At 6 months, % [90% CI] 93.3 [80.2-97.9] 46.7 [31.3-60.6]
At 12 months, % [90% CI] 62.6 [46.1-75.4] 30.0 [17.2-43.9]

90% confidence intervals (Cl) on both sides were calculated using the Clopper-Pearson method
2Analysis using Kaplan-Meier method
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Efficacy Results m

Waterfall Plot by Best Overall Response
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Study schedule of ONO-4578-01 Part C (3rd or later line, GC) m

Pre Post
Baseline Day1 6 weeks 12 weeks X weeks End of treatment

Efficacy

—— ONO-4578 + Nivolumab

CT scan

Biomarkers

T

Blood
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Results of Biomarker Analysis m

T-cell Gene Signature and M1/M2 Macrophage Gene Signature in Tumor Biopsies

T cell signature Ratio of M1/M2 Macrophage signature
ez
p=0.000906  p=0.000690 p=0.0654 p=0.000337
154 o
BOR ° \ BOR
— PR 2 ‘ — PR
[ /
——SD @ 1.0 y —— 8D
@ 5 A
S —PD = —PD
a Y
2 ®
:
= Qo
2 c
7] e
£
()
T T T T T T T T
Scr C2D15  Scr  C2D15 Scr C2D15  Ser C2D15

Signature score was calculated as mean of log-transformed expression value BOR, best overall response;
PD, progressive disease; PR, partial response; SD, stable disease
Scr, Screening period; C2D15, cycle 2 day 15
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Results of Biomarker Analysis m

B Baseline urine PGEM, the potential surrogate marker of tumor PGE2, was found to be higher in patients with
partial response or stable disease than in patients with progressive disease

Baseline Urine PGEM Levels

30 2 p=0.0422 40 p=0.0431

—_— 25 P .

g 2 30 : :

= 20 = .

o . &

O 15 13.73 O 20

o o 14.24

£ 10 £ o

= O 10 oo 8.34
5 | .: .: -
0 0 T T

PR+SD PR+SD PD
n=22 n-7 n=12 n=18

PD, progressive disease; PGEM, prostaglandin E2 metabolites; PR, partial response; SD, stable disease
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Safety Results m

| Anyograde | Grade34 | Any grade | Grade34 | Any grade | Grade34 |
AEs 28(93.3)  15(50.0)  27(90.0) 11(36.7)  6(100.0) 4(66.7)
Drug-related AEs 24(80.00 10(33.3)  18(60.0) 3(10.0) 4(66.7) 4(66.7)
Drug-related SAES 4(13.3) 3(10.0) 2(6.7) 2(6.7) 3(50.0) 3(50.0)
Drug-related AEs leading to discontinuation

of study treatment 3(10.0) 2(6.7) 2(6.7) 2(6.7) 3(50.0) 3(50.0)
Drug-related AEs leading to dose delay 12(40.0)  7(233) 7(233) 1(3.3) 2(33.3) 2(33.3)

AE, adverse events; SAE, serious adverse events
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ONO-4578-01 PartD REREMHE m

Safety And Efficacy Of ONO-4578 Plus Nivolumab
In Metastatic Colorectal Cancer

Akihito Kawazoe', Atsuo Takashima?2, Hiroshi Matsuoka?, Yasuo
Hamamoto*, Tatsuya Okuno?®, Tetsuya Hamaguchi®, Kensei Yamaguchi?,
Eiji Oki®, Naotoshi Sugimoto?®, Yasushi Tsuji'?, Shogen Boku'!, Tomohiro
Nishina'2

1National Cancer Center Hospital East, Kashiwa, Japan; 2National Cancer Center Hospital, Chuo City, Japan; 3Fujita Health University,
Toyoake, Japan; 4Keio University School of Medicine, Tokyo, Japan; 5Osaka Rosai Hospital, Sakai-Shi Kita-Ku, Japan; 6Saitama Medical
University International Medical Center, Saitama, Japan; 7Cancer Institute Hospital of Japanese Foundation for Cancer Research, Tokyo, Japan;
8Kyushu University, Fukuoka, Japan; 90saka International Cancer Institute, Osaka, Japan; 10Tonan Hospital, Sapporo, Japan; 11Cancer
Treatment Center, Kansai Medical University Hospital, Hirakata, Japan; 12National Hospital Organization Shikoku Cancer Center, Matsuyama,
Japan
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METHODS m

Study Design
*Part D (CRC cohort) of the ONO-4578-01 phase 1 study (NCT03155061) was an open-label, uncontrolled study,
conducted at 12 sites in Japan
-Key eligibility criteria were as follows
— Age 220 years
— Unresectable and metastatic CRC that progressed on/after standard treatment or could not tolerate it
— ECOG performance status score of 0 or 1
+Patients with microsatellite-instability-high, deficient mismatch repair, or BRAF mutations (by local testing) were
excluded
«All subgroups received 40 mg of ONO-4578 orally every day and 240 mg NIV intravenously every two weeks; one
cycle consisted of 4 weeks (28 days)
+Study treatment was continued until any of the discontinuation criteria were met

Study Endpoints

*Primary endpoint: Safety

*Exploratory efficacy endpoints: Investigator-assessed overall response rate (ORR), disease control rate (DCR),
progression-free survival (PFS), and overall survival (OS)

Study Assessments

*Tumor diameters were measured at various time points using CT and/or MRI images

-Antitumor effects are assessed using the same procedures throughout the study in accordance with the RECIST
Guidelines version 1.1.
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Efficacy Results m

Best Overall Response (BOR) n (%) [90% CI]
CR 0(0.0) [0.0-5.7]
PR 2(3.9) [0.7-11.8]
SD 18 (35.3) [24.2— 47 7]
PD 30 (58.8)

NE 1(2.0)

ORR (CR+PR) 2(3.9) [0.7-11.8]
DCR (CR+PR+SD) 20 (39.2) [27.7-51.7]

CR, complete response; DCR, disease control rate; NE, not evaluable; ORR, objective response rate;
PD, progressive disease; PR, partial response; SD, stable disease
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Efficacy Results m

Spider Plot for Best Overall Response Waterfall Plot by Best Overall Response
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CORRECT, CRC 3L, P3 " ORR: 1.0vs 0.4 Median: 1.9 vs 1.7 Median: 6.4 vs 5.0

Regorafenib vs Placebo DCR: 41vs 15 HR: 0.49 HR: 0.77

RECOURSE, CRC 3L, P3 2 ORR: 1.6vs 0.4 Median: 2.0 vs 1.7 Median: 7.1 vs 5.3

TAS102 vs Placebo DCR: 44 vs 16 HR: 0.48 HR: 0.68

Imblaze 370, CRC 3L, P3 3 ORR: 3 vs 2 Median:1.91 vs 2.00  Median:8.87 vs 8.51

Atezolizumab+Cobimetinib vs DCR: 26 vs 34 HR: 1.25 HR: 1.00

Regorafenib

Imblaze 370, CRC 3L, P3 3 ORR: 2vs 2 Median:1.94 vs 2.00 Median:7.10 vs 8.51

Atezolizumab vs Regorafenib DCR: 21 vs 34 HR: 1.39 HR: 1.18

LEAP 005, CRC 3L,P3 4 ORR: 10.4 Median: 3.8 vs 3.3 Median: 9.8 vs 9.3

Pembrolizumab + Lenvatinib DCR: 63.1 HR: 0.69 HR: 0.83

ORR: 6.3 (All comer) Median:2.1 Median: 8.3
CRC3L,P1 9 ORR: 11.1 (CPS=1) (All comer) (All comer)
Pembrolizumab + Favezelimab DCR: 25.4 (All comer) Median: 2.2 Median: 12.7
DCR: 36.1 (CPS=1) (CPsS21) (CPS21)

SUNLIGHT, CRC 3L, P3 &7 ORR: 6.3vs 0.9 Median: 5.6 vs 2.4 Median: 10.8 vs 7.5

TAS102+Bev vs TAS102 DCR: 76.6 vs 47.0 HR: 0.44 HR: 0.61 o kf?ﬁ:'\ 2013 401 20,36 1(66531:303.12

FRESCO-2, CRC 4L, P3 & ORR: 1.5vs 0 Median: 3.7 vs 1.8 Median: 7.4 vs 4.8 R

Fruquintinib vs Placebo DCR: 55.5vs 16.1 HR: 0.32 HR: 0.66 5)  ESMO Open. 2022,7(6) 100639
6) M EnglJMed 2023,388:1657-67.
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Efficacy Results m

Subgroup Analysis by PD-L1 (CPS)

PD-L1 CPS=0 PD-L1 CPS21
(n=22) (n=25)
\ n (%) [90% CI] \ n (%) [90% CI]
ORR (CR+PR) 1(4.5) [0.2-19.8] 1(4.0) [0.2-17.6]

DCR (CR+PR+SD) 8(36.4)  [19.6-56.1] | 12(48.0)  [30.5-65.9]

CPS, combined positive score; CR, Complete Response; DCR, Disease Control Rate; ORR, Objective Response Rate;
PD, Progressive Disease; PD-L1, programmed death ligand-1; PR, Partial Response; SD, Stable Disease
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Efficacy Results m

Duration of Treatment by PD-L1 Status

*The proportion of patients continuing treatment for 6 months was 4.5% (1/22) in those with CPS of 0 vs 20% (5/25)
in those with CPS 21

PD-L1 CPS=0 PD-L1 CPSz1

— |
D= 15— * Treatment ongoing

10—

R ]
5

]

=]

50 100 150 200 250 300 350 400 450 50 100 150 200 250 300 350 400 450

Duration of treatment in days Duration of treatment in days

PD-L1, pregrammed death ligand-1; CPS, combined positive score ASCO-GI 2024: Poster #93 24/63
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Efficacy Results m

Kaplan-Meier Plot for Overall Survival, Overall and by PD-L1 Status

*The overall survival rate at 12 months was numerically better in those with CPS 21 (59.5%) than those with CPS of 0 (36.4%)
«Specifically, median (90% CI) overall survival was 9.4 months (5.65-12.06) in those with CPS of 0 and NR (10.41-NR) in
those with CPS 21
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Safety Results m
pe of Event Any Grade Grade 34

AEs 48 (94.1) 23(45.1)
SAEs 11(21.6) 9(17.6)
AEs leading to discontinuation of treatment 6(11.8) 6(11.8)
AEs leading to dose delay 29 (56.9) 13 (25.5)
AEs leading to death 0 0
Drug-related AEs 36 (70.6) 13 (25.5)
Drug-related SAEs 6(11.8) 5(9.8)
Drug-related AEs leading to discontinuation of treatment 5(9.8) 5(9.8)
Drug-related AEs leading to dose delay 22 (43.1) 9(17.6)
Drug-related AEs leading to death 0 0

Data presented as n (%), n is the number of subjects; AE, adverse events; SAE, serious adverse events
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