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2026 ASCO

ANNUAL MEETING

ONO-4578 combined with nivolumab (NIVO) and chemotherapy
(chemo) as first-line (1L) treatment for patients with HER2-
negative unresectable advanced or recurrent (adv/rec)
gastric/gastroesophageal junction cancer (G/GEJ): A randomized,
double-blind, phase 2 trial (ONO-4578-08)

Sung Hee Lim", Izuma Nakayama?, Min-Hee Ryu?®, Jong Gwang Kim?, Takeshi Omori®, Sang Cheul Oh¢, Jin Young Kim”, Sun Young Rha¥,
Keun-Wook Lee?, Nozomu Machida'?, Sun Jin Sym™, Yukiya Narita'?, Young-lee Park'3, Hiroki Hara™, Hisashi Hosaka'%, Beodeul Kang'®,
In-Ho Kim'7, Li-Yuan Bai'®, Kohei Shitara?, ONO-4578-08 Study Group

Samsung Medical Center, Sungkyunkwan University School of Medicine, Seoul, Republic of Korea; ?National Cancer Center Hospital East, Kashiwa, Japan; Asan Medical Center, University of
Ulsan College of Medicine, Seoul, Republic of Korea; *Kyungpook National University, Daegu, Republic of Korea; “Osaka International Cancer Institute, Osaka, Japan; *Korea University Guro
Hospital, Korea University College of Medicine, Seoul, Republic of Korea; ‘Keimyung University Dongsan Hospital, Daegu, Republic of Korea; ®Yonsei Cancer Center, Yonsei University College

of Medicine, Seoul, Republic of Korea; ?Seoul National University College of Medicine, Seoul National University Bundang Hospital, Seongnam, Republic of Korea; '°Kanagawa Cancer Center,
Yokohama, Japan; ""Gachon University Gil Medical Center, Incheon, Republic of Karea; '?Aichi Cancer Center Hospital, Nagoya, Japan; *Research Institute and Hospital, National Cancer

Center, Goyang, Republic of Korea; “Saitama Cancer Center, Saitama, Japan; “Gunma Prefectural Cancer Center, Gunma, Japan; 'SCHA Bundang Medical Center, CHA University,

Seongnam, Republic of Korea; '"Seoul St. Mary's Hospital, The Catholic University of Korea, Seoul, Republic of Korea; ®China Medical University Hospital, Taichung, Taiwan

*Presenting
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ONO-4578-08 Trial Design m

ONO-4578-08: Asian (Japan/Korea/Taiwan), randomized, double-blinded, Phase 2 trial (NCT06256328)

-ONO-4578 40mg, QD Primary Endpoint
Key Bligibility Criteria Nivolumab 360mg, Q3W = PFS (per investigator)
Unresectable adv/rec HER2 (-) -Chemotherapy, Q3W
S e (SOX2 or CAPOXP) Secondary Endpoints
+ ECOGPSOor1 .- 05
+ No prior systemic treatment for . : :
adv/rec G/GEJ cancer . *Placebo, QD 822 (per jnves?gator)
* Known PD-L1 status (assessed *Nivolumab 360mg, Q3W (Bl fuestiga or)
locally) *Chemotherapy, Q3W + DOR (per investigator)
e (SOX@ or CAPOXP) + Safety
Stratification Factors
+ PD-L1 expression level (CPS<5 vs CPS=5) >
« ECOGPS(0Ovs 1) Treatment until disease progression/unacceptable toxicity

+ Presence of peritoneal metastasis (yes vs no) /withdrawal of consent

+ Planned sample size: 210 patients, providing =70% power (two-sided a=0.10) to detect a HR of 0.65
(median PFS; 12.3 vs 8.0 months) with 117 events
 Patients were randomized from December 2023 to September 2024
 All analyses are based on a clinical data cutoff of 14t April 2025, with the median PFS follow-up of 8.5 months

250X therapy: Oxaliplatin 130 mg/m21V once daily (day1), and S-1 40 mg/m?/dose orally twice daily (day1-14) , Q6W: “CapeOX therapy: Oxaliplatin 130 mg/m? IV once daily (day1), and Capecitabine 1000
mg/m?/dose orally twice daily (day1-14), Q3W.

Abbreviations: G/GEJ, gastric/gastroesophageal Junct\on PFS, progression Iree survival; OS5, overa\l survwal ORR, objective response rate; DCR, disease control rate; DOR, duration of response; Q3W, every 3
weeks; Q6W, every 6 weeks; SOX, 5-1 (tegafur/qil I /ateracil liplatir; CapeOX, 11/64
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Demographics and Baseline Characteristics m

ONO-4578 group Placebo group ONOQ-4578 group Placebo group
(n = 150) (n =76) (n = 150) (n =76)

Age, median (range), years 66.0 (27-84) 67.5 (36-86) Number of argans with metastases

Male sex 113 (75.3) 64 (84.2) =1 63 (42.0) 29(382)

Country >1 87 (58.0) 47 (61.8)
Japan 54 (36.0) 37 (48.7) PD-L1expression level (CPS)
Korea 87 (58.0) 35 (46.1) <1 32 (21.3) 17 (22.4)
Taiwan 9 (6.0) 4(53) =71and <5 44 (29.3) 21(27.6)

ECOG PS 25 73 (48.7) 36 (47.4)
0 78 (52.0) 41(539) IdEtemministe 1(07) 2(26)
1 72 (48.0) 35 (46.1) Planned chemotherapy regimen

Disease status SOX 89 (59.3) 45 (59.2)
Advanced 103 (68.7) 55 (72.4) CapeOX 61 (40.7) 31 (40.8)
Recurrent 47 (313) 21(27.6) Claudin 18.2

Primary Tumor location™! Positive 50 (33.3) 28(36.8)
GEJ 17 (16.5) 7012.7) Negative 96 (64.0) 47 (61.8)
Gastric 82 (79.6) 46 (83.6) Not Evaluated 4@7) 1(1.3)
Unknown 4(3.9) 2(3.6) MSI status™?

Histologic type (Lauren’s criteria) MSS 32(21.3) 19(25.0)
Intestinal type 72 (48.0) 31 (40.8) MSHQW 2(1.3) 0
Diffuse type 67 (44.7) 37 (487) MSI-high ‘ 4(2.7) 0
Others 11(7.3) 8(10.5) Not determined 2(1.3) 3(3.9)

Peritoneal metastasis *2 The results of patients who locally underwent MSI test
Yes 82 (54.7) 42 (55.3)

No 68(45.3) 34 (44.7) = Baseline characteristics were well
*1 Primary tumor location was categorized into three groups: gastroesophageal junction (GEJ; ICD-10 C16.0), balanced across the two groups
gastric (C16.1-C16.4), and unknown ; percentages are based on the number of participants with advanced gastric cancer. 12/64
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PFS per investigator : Primary Endpoint
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——ONO-4578
——Placebo

Probability of PFS (%)

median PFS follow-up of 8.5 months

Event n (%)

ONO-4578
group

67/150 (44.7) | 47/76 (61.8)

Placebo
group

Median PFS (95% CI)

9.0 (7.1-11.1) | 6.9 (4.4-8.4)

HR (90% Cl)
P-value

0.67 (0.48-0.92)

0.040

Time, months

No. at risk
ONO-4578 150 106 77

Placebo 76

37
10

15

0

« ONO-4578 group demonstrated a statistically significant improvement in PFS compared with placebo grouP
3/64
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PFS by PD-L1 CPS (=1 vs <1) m

median PFS follow-up of 8.5 months

CPS=1 CPS<1 or Indeterminate
ONO-4578 Placebo ONO-4578 Placebo
group group group group
Event n (%) 49/117 (41.9) | 38/57 (66.7) Event n (%) 18/33 (54.5) 9/19 (47.4)
100+ Median PFS (95% CI) | 9.9 (8.5-NA) | 5.7 (4.1-8.3) 100+ Median PFS (95% CI) | 5.6 (3.0-9.8) | NA (4.2-NA)
HR (95% Cl) 0.52 (0.34-0.79) HR (95% Cl) 1.73 (0.77-3.88)

80 80+

60 601

T e

Probability of PFS (%)
Probability of PFS (%)

404 b 404
[ S
le-

20 20+

——ONO-4578 ° ——ONO-4578

——Placebo ——Placebo

0 . . : r : 0 r : . . r
0 3 6 9 12 15 0 3 6 9 12 15
No. at risk Time, months No. at risk Time, months

ONO-4578 117 88 67 32 0 0 ONO-4578 33 18 10 5 0 0

Placebo 57 4 25 acebo 19 10 2

*  PFS benefit of the ONO-4578 group appeared to be more pronounced in patients with CPS =1 14764
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OS : Secondary Endpoint m

ONO-4578
group
Event n (%) 42/150 (28.0) | 30/76 (39.5)
Median OS (95% ClI) | NA (NA-NA) (12.7 (10.4-NA)

Placebo group

100 -
. HR (95% Cl) 0.60 (0.37-0.96)
£ 801
8
N 60'
(o]
=
Z 401
©
o]
09_ 201 —ONO-4578
——Placebo ;
0 T T T T T
0 3 6 9 12 15
No. at risk Ti th
ONO-4578 150 139 127 IME, months 4, 24 0
Placebo 76 72 59 34 9 0

« Although OS data are immature (minimum FU: 7.4 months) and should be interpreted with caution, OS

favored the ONO-4578 group compared with the placebo group 15/64
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Post-hoc extended OS

ono

minimum OS follow-up of 16.1 months

100
OS (all patients)

Event n (%)

Median OS [95% CI]
months

90 ONO-4578 group

74/150 (49.3)

18.6 [14.7-NA]

Placebo group

46/76 (60 5)

142 [10.4-19.7)

80

70

60

50

40

30

Probability of Overall survival (%)

20

-\ HR 0.68 [95% CI, 0.47-0.99]

107 —ONO-4578
——Placebo
0
0 3 6 9 12 15 18 21 24
Overall Survival (Months)

Number of Subjects at Risk
Months 0 3 6 9 12 15 18 21 24
ONO-4578 150 139 127 112 99 84 56 16
Placebo 76 T2 59 46 42 36 19 5 0

Nakayama I, Ryu M-H, Lim S H, et al. Journal of Clinical Oncology10.1200/JC0O-26-01072R1 Epub 2026 June 1.
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Overall Survival by PD-L1 CPS (=1 vs <1) m

CPS=1 CPS<1 or Indeterminate
100+ ——ONO-4578 100+ —ONO-4578
Placebo Placebo
. 807 R ~ 801
=2 1 )
£ 1 =
8 &0l O 60
2 z
E 401 2 401 ONO-4578 |PIacebs
kS ONO-4578 Placebo 5
<] group group = grodp group
o 5 Event n (%) 26/117 (22.2) | 25/57 (43.9) 204 Eventn (%) 16/33 (48.5) | 5/19 (26.3)
Median OS (35% CI) | NA (NA-NA) | 12.7 (7.8-NA) Median OS (95% Cl) | 9.6 (7.1-NA) | NA (6.1-NA)
HR (95% Cl 1.85 (0.68-5.05
" HR(95%C) |  044(026-077) . 0 { ) { )
0 3 6 9 12 15 g 3 . 9 12 15
No. at risk Time, months No. at risk Time, months
ONO-4578 117 107 100 75 20 0 ‘ONVC‘)_I"‘”B 23 3|2 ?7 12 '? g

+  As with the PFS, the efficacy of the ONO-4578 group was more marked in patients with CPS =1

17/64
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Summary of Anti-tumor Response m
& 100+
3
(=
ONO-4578 group | Placebogroup g 801
(n = 150) (n=76) 2
ORR (95% Cl), % 62.0 (53.7-69.8) 487 (37.0-60.4) 5 604
Odds ratio (95% Cl) 1.72 (0.98-3.00) S
BOR, n (%) 5 401
o
CR 427 0 -
PR 89 (59.3) 37 (487) £ 20
SD 31(20.7) 26 (34.2) i; —ONOD-4578
PD 12 (8.0) 9(11.8) 2, —Placebo
NE 14 (93) 4(53) 0 3 6 9 12 15
DOR, median (95% Cl), months 85 (8.3-N.A) 6.6 (5.6-N.A) No. at risk Time, months
ONO-4578 93 76 55 10 0 0
Placebo 37 3 7 0
CPS=1 CPS<1
ONO-4578 group Placebo group ONO-4578 group Placebo group
(n=17) (n=57) (n = 33) (n=19)
ORR (95% Cl), % 709 (61.8-79.0) 509 (37.3-64.4) | 303 (156-487)  42.1(20.3-66.5)

QOdds ratio (95% Cl) 2.36 (1.22-4.54) 0.60 (0.18-1.94)

+  The ONO-4578 group showed higher ORR and longer DOR compared with the placebo groupy
18/64
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Overall Safety Summary m

ONO-4578 group Placebo group
All treated (n = 149) (n=75)
Any grade Grade3-5 Any grade \ Grade3-5
Any AEs 149 (100.0) 118 (79.2) 75 (100.0) 52 (69.3)
Serious AEs 80 (53.7) 72 (48.3) 32 (42.7) 26 (34.7)
AEs leading to death 12 (8.1) 3(4.0)
Any TRAEs 146 (98.0) 89 (59.7) 74 (98.7) 37 (49.3)
Serious TRAEs 51 (34.2) 46 (30.9) 19 (25.3) 16 (21.3)
TRAEs leading to discontinuation of ONO-4578/Placebo 12 (8.1) 7 (4.7 1(1.3) 1(1.3)
TRAEs leading to discontinuation of nivolumab/chemotherapy 58 (38.9) 24 (16.1) 20 (26.7) 6(8.0)
TRAEs leading to death 4(2.7) 2(2.7)
60
i Most common TRAEs ONO-4578 group Any gradle
z'_ 40 . ONO-4578 group Grade 3-5
& 10 Placebo group Any grade
=2
E 20 . Placebo group Grade 3-5
10

o — H_ = - . 8. 8§ 1 ™ = -—
Peripheral s Diarrhoea Nausea Decreased Anaemia Platelet ~ Rash Stomatitis  ppes  Asthenia Neutrophil Vomiting Pruritus  Malaise AST  Dysgeusia Oedema

appetite count count Increased peripheral
neuropathy decreased decreased

TRAEs leading to death were pneumonia klebsiella, febrile neutropenia and hepatitis in the ONO-4578 group, pneumonia interstitial
and pneumonia in the placebo group
The safety profile of ONO-4578 regimen appeared manageable with appropriate supportive care

Abbreviations: PPES, Palmar-plantar erythrodysaesthesia syndrome; AST, Aspartate aminotransferase 19 /64
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T, =72, ERMICZEHICOWTIIBEERETH Y., FIELRWEEZ TWET, LIEA ASCO
TOREDO BN Y T,
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[FEAF]BEOAREDLLE (CM649) m

v T65KEL L, Diffuse type, FEISEREHY | OFIE (£, CME49% HEL TASER THI10~30%B 1ot
v TPS 1, RS MR E 2L | RIS, CMEA9L Ll TARERTHI 10~ 20%{EN o7,

ONO-4578-08 __Checkmate-649

(CPSHIE : MEEEHIE)

ONO-4578 group Placebo group Nivo + chemo chemo
N=150 N=76 N=789 N=792

Age = 65 80 (53.3%) 49 (64.5%) 316 (40%) 304 (38%)
ECOGPS 1

0 78 (52.0%) 41 (53.9%) 326 (41%) 336 (42%)

1 I 72 (48.0%) 35 (46.1%) 462 (59%) 452 (57%) |
Histologic type (Lauren's criteria)

Intestinal type 72 (48.0%) 31 (40.8%) 272 (34%) 267 (34%)

Diffuse type | 67 (44.7%) 37 (48.7%) 254 (32%) 273 (34%) |

Others 11 (7.3%) 8 (10.5%) 263 (33%) 252 (32%)
Presence of peritoneal metastasis I 82 (54.7%) 42 (55.3%) 188 (24%) 188 (24%) |
Number of organs with metastases

=1 63 (42.0%) 29 (38.2%) 164 (21%) 183 (23%)

=2 [ 87 (58.0%) 47 (61.8%) 602 (76%) 583 (74%) |

21/64

CIHNBIEBHEICHLETELE EEADOIELDBEVWTHASI EZAICDEELT. D LBA
AATERAY ZHENWZLET,

FlZE PFS DHRREARVENMEVENE VI BFE, BRICE>TWEFEIAZBFL WL
EFlre THHLIFBEDENA—RBEEZURE LIMBOHR, EFENICEVET L. bhvbhe
BMS T=EE L £ L 7 CheckMate-649 &R & thNFcb DR L THY £9, —fkIC PFS© 0S @
SO BEBICIKFET 24N MIOEEL T, ERANICEL25RE CEENICHERT 2 2 &
HEETH->T. TORRICPEEZRITI20BMPDDSE VDN TVET,

SR L TWETDIE CheckMate-649 =5z & A<z, ONO-4578 @ POC HEE D EEE RO ELE T
THA, CZITRLTWETEHEFIZ. WINEBAPADFRICEEA RIFTT I EAXEIICHE TN
TW3LHDTY,

CEOLS ICHBRETERNHY £, HIZIEFRFARKR, ONO-4578 D POC AERTIEFRICKIET
FEMFIIREVWEEZZ, BROTY A v £ EIEFICKREL TWE LAEREEEICOVWT, W@
HETI30%EEDERELHY £ L7,

FAEDHLELFELTE, RERBRICEFEINIEE S AL CheckMate-649 EHELIA L EH T, BED
PD-1 iR DE 3HHBRICEBHFINS-BEIALEERL T, PLFERRELEBEIAN S H -1
EWVWOHIREELE->-TWET, §4HH PFS &EH 0S & W BREICIKET DAY MIDWT
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iE. R=ZXT A ELTUERORAHBRRICH 7220 DD OT, RWVERZREBILEERLT
W9,

IHbnklZE 0S ° PFS OFRAREICONT, HBRELRE T 5BIIEETHINE L W) BFEE
IETWETZWZED Y TRIEHRATET A, BE L L TAED PD-1 AR EDE 3HARDOERT
5. Z OYBFOEELECTH > A FEEEWRBEICHEL, PD-1MEEL LR LI EDF
WA, OS. PFS & HIc, MBEICH L THBLZF 208 -t > DU RI7EDMEHNED SN
TWE9d,

—7 T, S[ElD ONO-4578 d POC BERIFZE 2 HEBR TH Y . HRZE WS ERTES LTHEY
£9H. 0S TRINY—RE0.44, ThbHE 56%DIETY X 71K, PFS Tld/\¥— KLt 0.52,
CHLBLEEBETEIIHRTY X 7% 8%ERBLTWET, LArdbZOBRONEES. SEOD
ONO-4578 @ POC #HE T, # PD-1 MHER LM FEEADHFAEEICT L T, 20N — NN
HE/leWnws £ Z2ATY,

MAZ T, BEICEEFELBWERETHETHLIRZMDRICOETELTH, HI 20D LELEHRHLMN
TWE T, L Thiubniz5EID ONO-4578 d POC HEgICH 172 PD-L1 LMD T — X1k
FEO LWRERES72EERTHEY EREYVBLEFTWELELSIC. BEZF > TE3EA
BREFIBTEDR™RNMBONICEEATVET,

ONO-4578D1{E B m

~\

» SOR9Y5Y74VE, (PGE,) F¥70AFY5F-1-2 (COX-2) (L&Y
TR VBN BE RSN,

MDSC/M2M®

g

= COX-2[FEENATBREIFEIELTNEY , PGE,lE. Z20ZFEED—DITH
BEPAZS LT, EBHVNRRCSVWTEEERFIMFIMEAE (MDSC)
M2V 7077-Y%FEL, MESHETHREOE L ZIHI TN
HESNTNZY .

 FORIRHIEPAE FFI THBONO-4578(4, PGE,NEPA% /1L THEEE
T BIER BRI EE LR T 3L CIIER S R AT 6T LM AR v ;
énéo ’r - . . N Z

=Ytk PD- B EEITERIRTELVEREZER
‘PD-1RIED B ELZIELT =S MFEE LTS
‘PD-1RIEN NN ELEZBELBST > PFSEIER TS

1) Bing L, et al. Cancer Cell Int; 2015:15:106
2) Yukinori T, et al. Front Immunol. 2020;11:324 22/64

ZH5(IC1E ONO-4578 DFFAA H =X L% RL TWET,
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ONO-4578 IFusMICEE L EIFE 3 &, 7Y — R A DT PD-1 K E LFER D EDICER L
T, MEEREAEFHLET, 2FUYMPD-1 EEL T TIIERTCEAWVEBAZMRALEBLIE
BB EEZTVWET,

MPD-1MERIIS ETEANABICEVWTRE, BENLDBERO—DICHY £ LA RISED
ZLOWEHOFEN ML VIEHINTEE L, /oo NI PD-1 UAEEICBR S THAAH
ERICVWAZZENEBIDTTA, BRTHH RS, L WSHENHDLZEHULHNT
WX,

Db NIEZDO—DDOERNORE T T T 4> E2 ICERT 2BERZROINGH TH S EE X,
INFETONO-4578 DEIFEAEH TE WY £ L1z, SEDOE 2 MABOBRIZFIFEHRLIZE
BY,. OS, TN B PFSZRKELERL, IDICEEDERLLEFEETEH LWV ORBRT, 2L
HBENAICBEVTIE, bbNORERI Y T MR TELEEZZITVWET,

ONO-4578 FFIRR m

:7;‘/:'* Pl ELERERSAE G _
—Ri& p | 202SEEEE ge o P2: BHA >

p= e B
= F-TERFEH = ONO-4578-0855

p— 7N i
TR o Pl zojgf;gg% BARBEE  NCTos948448 P2: KGR EREN A

= *
s BB A ONO-4578-1054E

*ATI-RRUIRERE O

20274
FET-IRBFE

24/64
SHRICOWTH LN IETW T ET,
FIBLPADOD—XEBETTH., BEEHFMNGLMNE LY., REERIC/A—NILTT72—X3
HERA BRI R, BE. MEEFP TS, KERFLUBE IZELCHBRT Y A Y ICOWTHEK AR

T, BB, WRIZZ7 A —/NILT—REEICEWTH PD-1 ulAZEE L FEE O FFABEENFEIRE
N2BESA. $4aH5 CPSHEMEOEEEMEZRELTVWET,
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RICKERS - BIENATI A, THHIFIREPD-LI1BGHEO—REEDEEIAZXIRE L TPOC

Rz EEHR T, KRFEEFICITPOCHRBRDODBERNME T 2 RAHATT,

EMESD GASTROINTESTINAL

CANCERS

MUNICH GERMANY
26-29 JUNE 2024

Safety, Efficacy, And Biomarkers Of ONO-4578, An EP4

Antagonist, In Combination With Nivolumab And Chemotherapy

In Treatment-naive And Proficient Mismatch Repair
(PMMR)/Microsatellite Stable (MSS) Metastatic Colorectal Cancer

(mCRC)

Yoshinori Kagawal, Takeshi Kato2, Manabu Shiozawa3, Kensei Yamaguchi4, Masahiro Goto5, Hisateru Yasui6, Tetsuya Hamaguchi7, Hiroki Hara8,

Takayuki Yoshino9

1Department of Gastrointestinal Surgery, Osaka General Medical Center, Osaka, Japan, 2Colorectal Surgery Dept., NHO Osaka National Hospital, Osaka, Japan, 3Gastrointestinal Surgery,
Kanagawa Cancer Center, Yokohama, Japan, 4Gastroenterological Chemotherapy Dept., The Cancer Institute Hospital of JFCR, Koto-ku, Japan, 5Cancer Chemotherapy Center, Osaka
Medical and Pharmaceutical University Hospital Clinical Research Center, Takatsuki, Japan, 6Medical Oncology Department, Kobe City Medical Center General Hospital, Kobe, Japan,
TGastroenterological Oncology Dept., Saitama Medical University International Medical Center, Hidaka, Japan, 8Gastroenterclogy, Saitama Cancer Center, Ina, Japan, 9Department of

Gastroenterology and Gastrointestinal Oncology, National Cancer Center Hospital East, Kashiwa, Japan

ZDHERE - BB ATTD. COBRRITHLUFNICRY TN EDRERINIT — X %,
THAMWILET, 2024 F6 AICI a v~V THESNE L7 ESMO-GI IZEZX L T,

EiEL X LR 1 EEARDOERERNRLTUVWET,

Study Design & Patient Characteristics

25/64

* The ONO-4578-02 study (NCT06547385) was an open-labelled, phase 1

study, conducted at @ sites in Japan

+  The minimum follow-up was 15.0 months at data cutoff (July 21, 2023)

+ Patients with high frequency microsatellite instability (MSI-H) or mismatch
repair mechanism deficiency (dMMR) were excluded per protocol + ECOGPS0ar1

* No prior systemic treatment for
advanced local or mCRC
* pMMR/MSS

)

Age (years)
Median
Min-Max

Sex

ECOG PS at baseline
o

1
Initial or recurrent
Initial
Recurrent
Organ location of initial disease
Left
Rectum
Sigmoid colon
Rectosigmoid Junction
Right
Cecum
Ascending colon
Transverse colon
Disease stage
v

Missing

17 (50.0)
17 (50.0)

30 (88.2)
4(11.8)

31(91.2)
3(8.8)

286 (76.5)
16 (47.1)
9(26.5)
1(2.9)
8(23.5)
3(8.8)
2(5.9)
3(8.8)

31(91.2)
3(8.8)

Part 1: Tolerability Confirmation
(N=3-6)
ONO-4578 40 mg

Nivolumab

+ Advanced (locally advanced or - Oxaliplatin
metastatic) colorectal cancer ot

Primary Endpoint

= Safety, Tolerability
Secondary Endpoints
* ORR (per investigator)
- PFS (per investigator)
= DCR (per investigator)
Part 2: Expansion (N=24-27) - 08

+ ONO-4578 40 mg = Biomarker etc.

* Chemotherapy
- Capecitabine

l Tolerability confirmed

Organ
Liver
Lung
Lymph node
Number of organs showing metastases
=1
=22
Prior treatment
Colorectal cancer specific surgeries
Radiotherapies
Colorectal cancer specific
medications
BRAF mutation status
V600E
Wildtype/Ne mutation
RAS mutation status?
Mutated
Wildtype
PD-L1CPS
<1
21
Indeterminate/Unknown
Missing
TMB (Muts/Mb)
<10

=10
Missing

26 (76.5)
15 (44.1)
20 (58.8)

10 (20.4)
24 (70.8)

8(23.5)
0
2(5.9)
3(88)
31(91.2)

21(61.8)
13 (38.2)

14 (41.2)
17 (50.0)
1(2.9)
2(5.9)
29 (85.3)
0

5(14.7)

*  Nivolumab

A d

Treatment until disease progressicn/unacceplable toxicity
fwithdrawal of sonsent

Data tedas n (%) uniess
ion pr: ns KRAS or NF
present; CPS, combined pesitive score; ECOG PS
eastern cooperative oncology group performance
status: Min, minimum; Max, maximum: Muts/Mb,
muzations per megabase; PD-L1, programmed cel
death-ligand 1; TMB, tumour mutation burden

26/64
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AEAER, ONO-4578-02 & & LWL ETA, ZORBRTIIIELE - BEEFAO—RKAEEEZNRE L
T, BENGAFEEIC, BERNICE 7 vk 2200 R FroFdFH U 77 F 0 0K
B ZHBDICF TV —RBLV ONO-4578 Z(HAKE Lic L E0ReM. B LURERNAEDME
TR L E L7 4 PIDBEIAZERL TLET,

Results: Efficacy (£F%EH) 000

| _n® [ 195%Cl

Objective response rate? 25 (73.5) [55.6, 87.1]
Disease control rate? 31 (91.2) [76.3,98.1]
Best overall response?
Complete Response 0 [0.0, 10.3]
Partial Response 25 (73.5) [55.6, 87.1]
Stable Disease 6(17.6) [6.8, 34.5]
Progressive Disease 2(5.9) =
Not Evaluable 1(2.9) =
Progression free survival in months®
Median [95% Cl] 213 [7.0,17.1]
Progression free survival rate®
At 6 months (%) [95% Cl] 84.7 [67.1,93.4]
At 12 months (%) [95% CI] 50.3 [31.2,66.7]

3y Clopper-Pearson method ; "by Kaplan-Meier method; Cl, confidence interval

27/64
ZH o IFRHERAOEMNETY,

ZER, 2FEFETIZ735% T L, BIFOUFREDADBETT LEZDRIF, BLLEENH
DETH, WAOE =Y b DD T0%EEAHY £9, TNEDH, 73.5%E VWS HFIE LA LD
TEROBIRIZEHL NTTD, bbb e LTIERBLCBVWEWSHIRZ LOHERTLL,
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Results: Efficacy & BM Analysis (CPSE51%/F& 1) m
| PD-LICPS 21(n=17) | PD-L1CPS <1(n=14) |

Objective response rate, n (%) [95% CIJ? 15 (88.2) [63.6, 98.5] 9 (64.3) [35.1, 87.2]

Progression free survival in months®

Median [95% CI] 12.3[6.9, NA] 7.4 6.9, NA]
Progression free survival rate

At 6 months (%) [95% Cl] 88.2 [60.6, 96.9] 85.7 [53.9, 96.2]

At 12 months (%) [95% CI] 57.4[30.6, 77.0] 468 [19.6, 702]

by Clopper-Pearson method; bby Kaplan-Meier methad; CI, confidence interval, CPS, combined positive score; NA, not available; PD-L1, pragrammed cell death-ligand 1

CD8* Immunohistochemistry in PD-L1 CPS subgroups in Tumor Biopsies at Baseline

B
)

_ p=0.058
"E .

E

) L]
8 100 ]
2 .
@

8

@

2 ¥
g 504

) . H
8 -8 - .l--

o
1
oe
.
.
c4n
L
L]

PPPPP 64
CPs <1 CPsz1 CPS. combined posiive scors: PO-L1. programmed cell death-igand 1 28/

SEBWELEELEVLDIZZ D CPS B/EMR o RiTiER T,

DLERRERARZ TWEEITE2HhERSDTTA, &£lTED ONO-4578 DENADERER L &
AP T ITIN—=TEITICR>TWET,

CPS M EEDWREMICH T BEWMEIL 882% L >TWETA, BMETIE 64.3%& WD EER
Tl £1THOTTH, BEABRIOBONTY Y TILERNTINS T —h— DD ElE
LTHBY, 2HH5TIHCPSEBUHERTTHIEORBEAZR D OSNTWET,

ONO-4578 DA v+ 7 b FLIFEBNATIIHER TE/ERL LT LA D e s THMRE
NRELTWTPD-1HtEZzHRE L TH, GALBNIALDBTALELLDLED >TDD, MSS, &
BmHH MSI ZBR RBA AT T EBWET,

LALEAS, CORBTIZ. CTEDLHICCPSEBUHOERICEVWTIERTIIEVWEYRAE SN
TWET, bilhbNEWZLELTEZIOREREL, WO BNIEENADE 2HBHABRTEONER
CRLCAAEARLTVWSADTIEEEZ TWET,

ThHHE, PD-1 ADOHEREA L VEFTE 2 PD-L1BUHEOCEFICE LW TEWVWEMEEZRL
TWbZElE, SRICAKWICHFTESZ LEEZXTVWET, SMOBAAICEIFS ONO-4578 w1
v 7 MERIZ. REBPAICELWTHEWITZDTIER LA L, bbbz RKWICERDITHHDT
HoTzEEZXTWET, REERICBONDIKENA—REEZNSRE L7 POCHBEOIERICD
WT, KWIZHFLTWAEZATT,
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LI ET ONO-4578 FAE D TN %#h Y £3,

ONO-2808¢ Z R EMRIE m

LEaYOBE y IEGCIERTAETENELET
> PHREAEN | 55~606
F o EEPOETFRL
B ONO-2208 <5 # > WEEELAEC, HREELL
BESH | I BERIEHASH S mam Gosielm
{ERME | SIPSZRBE{ER{ER KE : 1L6FAL M5 D16 A, BE L 12FA
B | Z0OH *BRMS : IFVA, R AFUT, AR, 1XUZ
BICE | 2RBERE IERIRAE FAKGSAE  MSA
PISEIRR | 55114BEUR CRE. A% 500297 \ *
“ /»
3 RHERIE %/» *’
(MSA : Multiple System Atrophy) —_— 2 AUT7 o P
f‘ -
NS, AR . i RRERIAD - g

s | TS )| BB ::‘ sray )| wmC

AVITY RFOY A MSERE MR a-SynFRIVABEOL R IEEMA
a-SynFEIRVIA
FERIVR Bk S1P5{EEh%E

u e
i
T oy
Corekalar foatures ..
A S waeramie falis A
Premotor MSA Possible MSA
T T T T

s N SIPSTEENEE (I RERR D - SynETREHIH

indueil

S 30 ok

L o-Syn
: HiEMERR
31/64

e £ LT, ONO-2808 IcDW\W T ZTHEML £,

ONO-2808 &, A AIEL L 7-2IRWY 7% S1PS S REOFEIE TROF TT, BAE. ZRFEMIE
EINRE LR ZEDTHY . ZRBEEMBEICOWTIIIERICT VXA Y AT A ALZ—XDE
WEKE T, BANAAERIIRREFELEEA,

LRMEMEDOREL LTE, AV ITTF> PO A B LUOHBAE~Da-> XL A E 0
KRy DEBHRE - BEP/BESELTWSLINTULET, ONO-2808 F#RHREZE I HBA T
LES/BBZBEL., a- VX7 LA VOERBERE - ERLIMA D ENFFBIKRTHEITET
B, BE ZRHERELARICHAREZED TVET,
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Safety, Tolerability, and Preliminary Efficacy of ONO-2808, a Sphingosine-1-PhosphateMww -
Receptor 5 Agonist, in Multiple System Atrophy

Anne-Marie Wills', U Shivraj Sohur’, Atsushi Takeda’, Susan Periman’, Tomoke Osda’, Carlos Singer, Daniel D Truong’, Pravin Khemant', Pravesn Dayashu’, Pinky Agarwal ™, Barbara Kelly Changizi"', Patricio Millar Vernetti”, Kelko Toyooka,
Nicole Owens’, Okan U Eici’, Ryunosuke Higashi™, Akihisa Nishimura', Rajesh Pahwa ®, Stuart H isaacson™, Peter A LeWitt”, Nikelaus R McFariand'

L L T T L L T T T T L L N S T U T LT S s S

e e T —— A

. Introduction

|
i

i1
T

|

PRESENTED AT THE 2026 WORLD PARKINSON CONGRESS e PO ONE
MAY 24-27, 2026; PHOENIX, AZ, USA o - = = - = 32/64

CHESIFEEEICIAMOEBY . 5B 2405 27T BICATTEREOT Y Y FINT7 =y 2 ZTH
AN F LB TERERA—F>Y U EFS (WPC) (=L <. HXTEML 7~ ONO-2808
DE2HRABROBERAEZRNEXL TVWETOT, LI, HHOABRICOWTIBNWEZLET,

ONO-2808-03 study design (NCT05923866) m

=
I

=

I 1

. . _ fl To week 32 | To week 80 To week 92

Patients diagnosed with ! !

I 1

MSA with symptom onset

within 5 years (N = 92) ! ONO-2808
Placebo ’ e Glems

Stratified by MSA

I

I

I

I

I

I

I

I

I

I

I

I

:

| I I
subtype ONO-2808 l ONO-2808 :
* Parkinsonian low dose low dose !
I I
I

I

I

I

I

I

I

I

I

I

Double-blinded
core

Screening

(MSA-P) :
« Cerebellar !
(MSA-C)

1

i :

1
m— ONO-2808 ! ONO-2808
randomization high dose : high dose

MSA, multiple system atrophy; MSA-C, cerebellar subtype of MSA; MSA-P, parkinsonian subtype of MSA.

——

33/64

9. @RIV 2 RLTVWET,
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AHER. ONO-2808-03 R E NN ETA. Th o LEREEA S 5 FUNDS REEMAESE &
AERGRE LT, BRICH 2 SEREREEALE 2 HRARTT, FHRI-FERPTHS 3
A= b, ZORICEHOFEETS HOERRE A~ FTERENTE Y, 375~ b TR
LRGERERESAGBERER, FREMR SAENE 75 v RBOAH 4RI, 191515
1 CEEALERLTVET,

ARBOFTETMER IFLZEMTHY . BEICEAL X L CUEEAFNARTEIZITo- TUWEEA
M. BHHEOFMEB L L CIIHRNICCDEETCOFEFMEB ICETINET. mUMSARS
P MRIZ & 2NAEBOERBEREOTFMA EA2IToTWET,

Baseline demographics and clinical characteristics m
Age, years
Mean (SD) 59.6(6.7) 63.2(7.8) 63.6 (4.5) 60.4(7.7) 62.4(6.9)
Median (range) 58 (51-76) 63 (46-80) 65 (54-74) 60 (49-73) 62 (46-80)
Sex, n (%)
Male 15 (65) 9(39) 14 (61) 13(57) 36(52)
Female 8 (35) 14(61) 9(39) 10 (43) 33 (48)
Race, n (%)
White 15 (65) 18(78) 13 (57) 15 (65) 46 (67)
Asian 7 (30) 3(13) 9(39) 6 (26) 18 (26)
Other? 1(4) 2(9) 1(4) 2(9) 5(7)
Years since diagnosis, n (%)
0to <1 8(35) 6 (26) 10(43) 8(35) 24 (35)
1to <2 10(43) 10(43) 6(26) 9(39) 25(36)
2to <3 3(13) 4(17) 3(13) 2(9) 9(13)
3to<4 2(9) 2(9) 3(13) 3(13) 8(12)
4 to <5 0 1(4) 1(4) 1(4) 34
MSA subtype, n (%)
MSA-P 13(57) 11(48) 12 (52) 12(52) 35(51)
MSA-C 10(43) 12(52) 11 (48) 11 (48) 34 (49)
#Includes Black/African American and American Indian/Alaska Native.
MSA, multiple system atrophy; MSA-C, cerebellar subtype of MSA; MSA-P, parkinsonian subtype of MSA; SD, standard deviation. 34/64

Iholi, BREINIEEIAOETRERERLTWET,
ABEHTRHDBEIANEZEZRINE LTz, FWHPZHINTHLORBRBER. LUV T4
A7, THo/R=F 2 VEERRDETT XA 7D MSA-P &, NINKANEITTERATD
MSA-C DY 724 7HHY FTH, TOYTRATIZTONWTH ABBTRELRERITHY) FEA
TL7,
ARBICHITAFETIMBRE IZLIZERL LT B Y RDMTTH. EEIEICE > TRHETT
M. FTIFERNALBEHEOFTFMER ICODWTITBAWEZLET,
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Efficacy-mUMSARS / MSA-P group m

MSA-P

Double-blinded Blinded rollover Open-label
core extension

12 1

10 1

EITIE]

0 1

Adjusted mean CFB (95% Cl)

§ fter week 32, remaining patients in the i
1 placebo arm received low-dose ONO-2808 §
=

Baseline Week 12 Week 24 Week 32 Week 40 Week 48

Number of patients
=@~ Placebo/ONO-2808 low 13 13 3 8 7 8
—d~ ONO-2808 low " 1" 9 6 s 4

+ ONO—ZM hlgh 12 12 8 8 8 7

Data cutoff: February 24, 2026. CFB in mUMSARS was an exploratory endpoint. The mUMSARS was an adjusted sum of 9 items (6 items from UMSARS part 1 and 3 items from
UMSARS part 2) with scores ranging from 0 to 27,

CFB, change from baseline: Cl, confidence interval; LS, least squares: MSA-C, cerebellar subtype of multiple system atrophy: MSA-P. parkinsonian subtype of multiple system
atrophy, mMUMSARS, modified Unified Multiple System Atrophy Rating Scale

35/64

ZHolE MSA-P E£RIICEH 175 mUMSARS o##EZ2 R L TWET,

BAECEA*ZZTRLTEY FT, HAICHY £, S8 EHLNIEENL. THANISETINE
EEZTWZEINIEEBWET, 2o7Aay bTlE, TEDLSICT 7 ERBOERERAE~D
JOAORF—N=NFEFIEE L 705 32 BF TOHBEICE WT, AEIZ/0 C-ETI A RSN T W
EJCIN

Efficacy-mUMSARS / MSA-C group m

Lo Double-blinded Blinded rollover Open-label
core extension extension
o 8
S
wn
e s
]
G
T -
R0, . ETIE
© H -
@ ~ i
E - 4
T 2 : i
@ ' -
- i '
w H '
3 H L
T 0]
< i After week 32, remaining patients in the _i
| placebo arm received low-dose ONO-2808 {
=2 T T T T T T
Baseline Week 12 Week 24 Week 32 Week 40 Week 48
Number of patients
—@— Placebo/ONO-2808 low 10 10 10 ] 9 9
—d— ONO-2808 low 12 1 1 9 8 7
ONO-2808 medium
+ ONO-2808 high 1 1 8 7 6 6
Data cutoff: February 24, 2026. CFB in mUMSARS was an exploratory endpoint. The mUMSARS was an adjusted sum of 9 items (6 items from UMSARS part 1 and 3 items from
UMSARS part 2) with scores ranging from 0 to 27.
CFB, change from baseline: Cl, confidence interval; LS, least squares; MSA-C, cerebellar subtype of multiple system atrophy; MSA-P, parkinsonian subtype of multiple system
atrophy; mUMSARS, modified Unified Multiple System Atrophy Rating Scale
36/64
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TEAEs in =10% of patients in any treatment group

during the double-blinded core part

Urinary tract infection 835
Headache 0
Constipation 0
Fall 3(13)
Nasopharyngitis 14)
Contusion 4(17)
Fatigue 3(13)
Arthralgia 4 (17)
Dizziness 1(4)
Diarrhea 3(13)
Skin abrasion 3(13)

9 (39)

3(13)
1(4)
3(13)
0
2(9)
1(4)
1(4)
0
1(4)
0

0
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no
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N W w b Aol —
UEESTS

—_
w

0

Data from the double-blinded core part, which included results with 24 weeks of follow-up. Adjudicated transaminase elevation

events are described in Table 3.
TEAE, treatment-emergent adverse event.
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Transaminase elevations adjudicated by the IDMC at week 24 m

Any transaminase elevation
confirmed by IDMC 0 T4 3(13) 4(17) 8(12)

Any treatment-related
transaminase elevation by
highest severity

Mild 0 0 1 (4) 2(9) 3(4)
Moderate 0 0 1(4) 2(9) 3(4)
Severe 0 1(4) 1(4) 0 2(3)

Any treatment-related

transaminase elevation

leading to withdrawal of 0 1@ 3(13) 3(13) 7(10)

treatment

Any serious

transaminase elevations 0 1@ 0 0 (M
Treatment-related 0 14) 0 0 1(1)

Data from the double-blinded core part, which included results with 24 weeks of follow-up.

IDMC, independent data monitoring committee. 41764
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ONO-2808 Summary m
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