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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 Ryu3, Jong Gwang Kim#, Takeshi Omori®, Sang Cheul Oh¢, Jin Young Kim’, Sun Young Rha8,
Keun-Wook Lee®, Nozomu Machida', Sun Jin Sym", Yukiya Narita'2, Young-lee Park'3, Hiroki Hara'4, Hisashi Hosaka'®, Beodeul Kang'®,
In-Ho Kim'7, Li-Yuan Bai'®, Kohei Shitara2, ONO-4578-08 Study Group

'Samsung Medical Center, Sungkyunkwan University School of Medicine, Seoul, Republic of Korea; 2National Cancer Center Hospital East, Kashiwa, Japan; 3Asan 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; 8Yonsei 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; 1°Kanagawa Cancer Center,
Yokohama, Japan; ""Gachon University Gil Medical Center, Incheon, Republic of Korea; 2Aichi Cancer Center Hospital, Nagoya, Japan; '3Research Institute and Hospital, National Cancer
Center, Goyang, Republic of Korea; '“Saitama Cancer Center, Saitama, Japan; ®*Gunma Prefectural Cancer Center, Gunma, Japan; '®CHA Bundang Medical Center, CHA University,
Seongnam, Republic of Korea; '"Seoul St. Mary's Hospital, The Catholic University of Korea, Seoul, Republic of Korea; '8China Medical University Hospital, Taichung, Taiwan

*Presenting
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ONO-4578-08 Trial Design

0n

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

Key Eligibility Criteria

Unresectable adv/rec HER2 (-)
G/GEJ cancer

« ECOGPSOor1

* No prior systemic treatment for
adv/rec G/GEJ cancer

* Known PD-L1 status (assessed
locally)

Stratification Factors

* PD-L1 expression level (CPS<5 vs CPS=5)

« ECOGPS(Ovs1)

* Presence of peritoneal metastasis (yes vs no)

-ONO-4578 40mg, QD
*Nivolumab 360mg, Q3W
*Chemotherapy, Q3W
(SOX2 or CAPOXP)

*Placebo, QD
*Nivolumab 360mg, Q3W
*Chemotherapy, Q3W
(SOXa or CAPOXP)

Primary Endpoint
* PFS (per investigator)

Secondary Endpoints

« OS

* ORR (per investigator)
DCR (per investigator)
DOR (per investigator)
Safety

4

Treatment until disease progression/unacceptable toxicity

/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

350X therapy: Oxaliplatin 130 mg/m? IV once daily (day1), and S-1 40 mg/m?/dose orally twice daily (day1-14) , Q6W; PCapeOX 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 junction; PFS, progression free survival; OS, overall survival; ORR, objective response rate; DCR, disease control rate; DOR, duration of response; Q3W, every 3

weeks; Q6W, every 6 weeks; SOX, S-1 (tegafur/gimeracil/oteracil)/oxaliplatin; CapeOX, capecitabine/oxaliplatin;

11/64



Demographics and Baseline Characteristics m

ONO-4578 group

ONO-4578 group

(n = 150) (n =150)
Age, median (range), years 66.0 (27-84) 67.5 (36-86) Number of organs with metastases
Male sex 113 (75.3) 64 (84.2) <1 63 (42.0) 29 (38.2)
Country >1 87 (58.0) 47 (61.8)
Japan 54 (36.0) 37 (487) PD-L1 expression level (CPS)
Korea 87 (58.0) 35 (46.1) <1 32 (21.3) 17 (22.4)
Taiwan 9 (6.0) 4 (5.3) =1and <5 44 (29.3) 21 (27.6)
ECOG PS =5 73 (48.7) 36 (47.4)
0 78 (52.0) 41 (53.9) Indeterminate 1(0.7) 2(2.6)
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 (31.3) 21 (27.6) Claudin 18.2
Primary Tumor location™ Positive 50 (33.3) 28 (36.8)
GEJ 17 (16.5) 7(12.7) Negative 96 (64.0) 47 (61.8)
Gastric 82 (79.6) 46 (83.6) Not Evaluated 4(2.7) 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) MSl-low 2(13) 0
Diffuse type 67 (44.7) 37 48.7) 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



PFS per investigator : Primary Endpoint m

median PFS follow-up of 8.5 months

ONO-4578 Placebo
group group
100 Event n (%) 67/150 (44.7) | 47/76 (61.8)
—~ Median PFS (95% CI) | 9.0 (7.1-11.1) | 6.9 (4.4-8.4)
= g0- HR (90% Cl) 0.67 (0.48-0.92)
gg P-value 0.040
60+
(@)
Py
= 40-
O
E be eo—o
o 209 —ONO-4578 o
0 ——Placebo
O T T T T T
0 3 6 9 12 15
Time, months
No. at risk
ONO-4578 150 106 77 37 0 0
Placebo 76 57 35 10 1 0

« ONO-4578 group demonstrated a statistically significant improvement in PFS compared with placebo group
13/64



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% CI) 0.52 (0.34-0.79) HR (95% CI) 1.73 (0.77-3.88)
~ 801 ~ 801
X S
0 0
o 60+ B 60-
5 5 .
2 2
5 401 T 407
© @
QO o]
o o
O 201 O 201
——ONO-4578 L ——ONO-4578
——Placebo ——Placebo
O T T T T T 0 T T T T T
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 41 25 8 1 0 Placebo 19 16 10 2 0 0

* PFS benefit of the ONO-4578 group appeared to be more pronounced in patients with CPS >1 14764



00

OS : Secondary Endpoint

ONO-4578
Placebo group
group
Event n (%) 42/150 (28.0) | 30/76 (39.5)
100 + . Median OS (95% CI) | NA (NA-NA) [12.7 (10.4-NA)

- o ' 85.9% HR (95% CI) 0.60 (0.37-0.96)

S 80 '

S

Yy— 60 .

@)

..? S S ©

= 401

©

O

DE_ 201 ——ONO-4578

——Placebo :
O 1 : T T T
0 3 6 9 12 15

No. at risk Ti h
ONO-4578 150 139 127 Time, months g, 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



Post-hoc extended OS

minimum OS follow-up of 16.1 months

100 . -
OS (all patients) | Event n (%) | Median OS [95% C1]
b months
90 - ONO-4578 group | 74/150 (49.3) 18.6 [14.7—NA]
- Placebo group | 46/76 (60.5) 14.2 [10.4-19.7]
o0 L HR 0.68 [95% CI, 0.47—0.99]
)
=
= 70
=
=
5
2 60
™
@ 50
© ]
O
[ M-
O 4
=
=
2 30-
=]
(=]
| .
o 2p-
10 __ONO-4578
—Placebo
U T T T T T
0 3 6 g 12 15 18 21 24
Overall Survival (Months)
Mumber of Subjects at Risk
Months 0 3 6 g 12 15 18 21 24
ONO-4578 150 139 127 112 99 84 56 16 0
Placebo 76 72 59 46 42 36 19 5 0

Nakayama I, Ryu M-H, Lim S H, et al. Journal of Clinical Oncology10.1200/JC0-26-01072R1 Epub 2026 June 1. 16/64



Overall Survival by PD-L1 CPS (=1 vs <1) m

CPS=1 CPS<1 or Indeterminate
100+ ——ONO-4578 00— —_ONO-4578
\ Placebo Placebo
801 . 801 jL_LqﬁLm
;\;’\ § &6 0
vy w
8 60 O 60
d
S 40- 5 407 ONO-4578 Placebo
I ONO-4578 Placebo o
o group group 0&3 group group
O 50 Event n (%) 26/117 (22.2) | 25/57 (43.9) 20 - Event n (%) 16/33 (48.5) | 5/19 (26.3)
Median OS (95% CI) | NA (NA-NA) | 12.7 (7.8-NA) | Median OS (95% CI) | 9.6 (7.1-NA) | NA (6.1-NA)
HR (95% CI) 0.44 (0.26-0.77) o l—HR O5% Cl) 1.85 (0.68-5.05)
°5 ; 5 ; 2 5 0 3 6 S 12 15
No. at risk Time, months No. at risk Time, months
ONO-4578 117 107 100 75 20 0 ONO-4578 33 32 27 12 4 0
Placebo 57 54 44 26 8 0 Placebo 19 18 15 8 1 0

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

17/64



Summary of Anti-tumor Response m

Q 100 -
ONO-4578 group [ 'Placebo group g 801
(QIERE)) (n = 76) 3
ORR (95% Cl), % 62.0 (53.7-69.8) 48.7 (37.0-60.4) S 60+
Odds ratio (95% Cl) 1.72 (0.98-3.00) S
BOR, n (%) g 40+
CR 4 (2.7) 0 -
PR 89 (59.3) 37 (48.7) = 204
SD 31 (20.7) 26 (34.2) § ——ONO-4578
PD 12 (8.0) 9(11.8) g 0 —Placebo
NE 14 (9.3) 4 (5.3) 0 3 6 9 12 15
DOR, median (95% Cl), months 8.5 (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 32 17 2 1 0
CPS=1 CPS<1
ONO-4578 group Placebo group ONO-4578 group Placebo group
(n =117) (n = 57) (n=33) (n =19)
ORR (95% Cl), % 709 (61.8-79.0) 509 (37.3-64.4) | 30.3 (15.6-48.7) 42.1 (20.3-66.5)
Odds 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



Overall Safety Summary

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

0 Most common TRAES ONO-4578 group Any grade
Z:’_ 40 . ONO-4578 group Grade 3-5
é 30 Placebo group Any grade
g . Placebo group Grade 3-5

20
12 - .____I_- -_J_ -

Peripheral s Diarrhoea Nausea Decreased Anaemia Platelet Rash Stomatitis PPES  Asthenia Neutrophil Vomiting Pruritus Malaise AST  Dysgeusia Oedema
ensory 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 1 9/64




ONO-4578-08FERDERZSHF AT




(FEETBEORBREOLE (CM649) 0no

v [65m A L. Diffuse type. BEIEERFZHY IDEIS (L. CM649¢ LLEIL TARER THI10~30% =M 12,
v [PS 1, BB 2R 2 L J OB A (L. CM649¢ LB L TARGER THI10~20%1Eh o1,

ONO-4578-08 Checkmate-649
(CPSEIE : FMEERHITE) (CPSHEITE : FRIEIFE)

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 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 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



ONO-4578M{ERA# m

= JORFIS5UT4VE, (PGE,) 3¥70AFIFF-t-2 (COX-2) L&V (ONO-4578 MDSC/M2M®
TIXR VRN GERREIN S,

= COX-2[EEFNATEREIFRIIRLTNEY , PGE, . ZOZERIED—DTH
BEP4%EN LT BEHMNRECPVTE B RINGME (MDSC) ¥
M2V 0J7-J%ZFEL., MREEHETHREOEELZINHITEIEN
MESINTNED

= FTROEIRAYEPAFEILAITHBONO-457813, PGE,N'EP4ZE N L (HEE
IREELEINFIREB IR T AL THEBEMREEOIEN T [ 00

=1VETh : PD-IRGFELT TARRTESHNRELRER b
‘PD- N R<REEEPT =BRE LTS
‘PD-MGAH RN BLBBEEEZRST > PFSEIERT S

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




SRR ST BRENA (HER2EH) —RLE 0no

I e - I T

—RL=<d [CPS=1] [CPS=5]
s Ml + O VEEYIOU+ TS5 FFREA —RWRT / RALATAYZX<TT =RwIT  RLoTAYX<T
+IVIEEVS DU+ TSFFREH +IVIEEUSI DU+ TSFFREH
o . [TAP=1%] [TAP=5%]
o AR FRLYZTT FRLYZTT
HIVEEYST L+ TS F T RER +IVEEYS S+ TS F S RER +IUEEYE DY+ TS FF REH

[CPS<5X [£CPS<1] TWIELEYID U +TS5FFREH|
IIRYXRT+IVEEYID U+ TS5FF R EH[Claudinl8.2f5 4]

0 Bx | kE | WM

DHER2PZ 1 (77~88%) * 22,7004 8,9004 22,2004
D x cPS=1(78%)# 17,7004 6,9004 17,3004
@ x CLDN[Z T (38%6) * 8,600% 3,400% 8,400%
DOxFITWRST+4T (25.7%) * 5,9004 2,3004 5,7004

#James Yu and Rutika Mehta. Journal of the National Comprehensive Cancer Network; 2025:23:5
* 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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EMESVIO GASTROINTESTINAL
CANCERS

Annual Congress

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
(mMCRC)

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,
7Gastroenterological Oncology Dept., Saitama Medical University International Medical Center, Hidaka, Japan, 8 Gastroenterology, Saitama Cancer Center, Ina, Japan, 9Department of
Gastroenterology and Gastrointestinal Oncology, National Cancer Center Hospital East, Kashiwa, Japan
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Study Design & Patient Characteristics

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

study, conducted at 9 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 (IMMR) were excluded per protocol

Overall (n=34)
Age (years)
Median 66.0
Min-Max 40-80
Sex
Female 17 (50.0)
Male 17 (50.0)
ECOG PS at baseline
0 30 (88.2)
1 4 (11.8)
Initial or recurrent
Initial 31 (91.2)
Recurrent 3(8.8)
Organ location of initial disease
Left 26 (76.5)
Rectum 16 (47.1)
Sigmoid colon 9 (26.5)
Rectosigmoid Junction 1(2.9)
Right 8 (23.5)
Cecum 3 (8.8)
Ascending colon 2(5.9
Transverse colon 3(8.8)
Disease stage
v 31 (91.2)
Missing 3(8.8)

K

ey Eligibility Criteria
Advanced (locally advanced or
metastatic) colorectal cancer
ECOGPSOor1

No prior systemic treatment for
advanced local or mCRC

pMMR/MSS

Characteristics Overall (n=34

Organ location of metastasis

Part 1: Tolerability Confirmation
(N=3-6)
+ ONO-4578 40 mg
* Nivolumab
» Chemotherapy
» Capecitabine
» Oxaliplatin
» Bevacizumab

l Tolerability confirmed

Part 2: Expansion (N=24-27)
* ONO-4578 40 mg
< Nivolumab
+« Chemotherapy
« Capecitabine

Primary Endpoint

= Safety, Tolerability
Secondary Endpoints
* ORR (per investigator)
* PFS (per investigator)

» DCR (per investigator)
- 0S

* Biomarker etc.

Liver 26 (76.5) - Oxaliplatin
Lung 15 (44.1) + Bevacizumab
Lymph node 20 (58.8)

Number of organs showing metastases >
<1 10 (29.4) Treatment until disease progression/unacceptable toxicity
=2 24 (70.6) /withdrawal of consent

Prior treatment
Colorectal cancer specific surgeries 8 (23.5)

Radiotherapies 0
Colorectal cancer specific 2 (5.9)
medications

BRAF mutation status
V600E 3(8.8)

Wild type/No mutation 31(91.2)

RAS mutation status?

Mutated 21 (61.8)
Wildtype 13 (38.2)

PD-L1 CPS
<1 14 (41.2)
=1 17 (50.0) Data presented as n (%) unless specified otherwise;
Indeterminate/Unknown 1(2.9) 3RAS mutation present means KRAS or NRAS mutation
Missing 2 (5.9) present; CPS, co.mblned positive score; ECOG PS,

TMB (Muts/Mb) eastern cooperative oncology group performance
<10 29 (85.3) statu;; Min, minimum; Max, maximum; Muts/Mb,
=10 0 mutathns per _megabase; PD-L1, p_rogrammed cell

— death-ligand 1; TMB, tumour mutation burden
Missing 5(14.7)

26/64



Results: Efficacy (£F%EF)

| n(k) | [95%C

Objective response rate?

Disease control rate?

Best overall response?
Complete Response
Partial Response
Stable Disease
Progressive Disease
Not Evaluable

Progression free survival in monthsP
Median [95% Cl]

Progression free survival rateP
At 6 months (%) [95% Cl]
At 12 months (%) [95% ClI]

25 (73.5) [55.6, 87.1]
31(91.2) [76.3, 98.1]
0 [0.0, 10.3]
25 (73.5) [55.6, 87.1]
6 (17.6) [6.8, 34.5]
2 (5.9) -
1(2.9) -
12.3 [7.0, 17.1]
84.7 [67.1,93.4]
50.3 [31.2, 66.7]

apy Clopper-Pearson method ; by Kaplan-Meier method; Cl, confidence interval
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Results: Efficacy & BM Analysis (CPSF&1%E/BE 1) 0no

| @zl | FDLUCE -

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

Progression free survival in months®

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

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

At 12 months (%) [95% Cl] 57.4 [30.6, 77.0] 46.8 [19.6, 70.2]

apy Clopper-Pearson method; bby Kaplan-Meier method; Cl, confidence interval, CPS, combined positive score; NA, not available; PD-L1, programmed cell death-ligand 1

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

150 =

p=0.056
E o
E
0 |
8 100
2 n
o
o i
o
Z
1 .;[_
2
[l .
© ®ole =
8 (T LA
:" Egm
0
PD-L1 PD-L1

CPS <1 CPS 21 CPS, combined positive score; PD-L1, programmed cell death-ligand 1 28/64
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ONO-2808-03 study design (NCT05923866)

0n

Screening

MSA with symptom onset

within 5 years (N = 92)

Stratified by MSA
subtype

* Parkinsonian
(MSA-P)

» Cerebellar
| (MSA-C) |

Double-blinded
core

Blinded

Placebo SO
low dose
|

|

e

randomization

|
|
|
|
|
|
|
|
|
l
|
| |
ONO-2808 ! ONO-2808 |
low dose | low dose |
|
|
|
|
l

ONO-2808 ONO-2808 :

high dose . high dose :

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

| Extension part
I
| |
I I
I I
Patients diagnosed with | |
| |
I
|
I

Follow-up

To week 92
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Baseline demographics and clinical characteristics

Age, years
Mean (SD)
Median (range)
Sex, n (%)
Male
Female
Race, n (%)
White
Asian
Other?
Years since diagnosis, n (%)
0 to <1
1to <2
2to <3
3to<4
4to <5
MSA subtype, n (%)
MSA-P
MSA-C

59.6 (6.7)
58 (51-76)

15 (65)
8 (35)

15 (65)
7 (30)
1(4)

8 (35)
10 (43)
3(13)
2(9)

0

13(57)
10 (43)

63.2 (7.8)
63 (46-80)

9 (39)
14 (61)

18 (78)
3(13)
2(9)

6 (26)
10 (43)
4(17)
2(9)
1(4)

11 (48)
12 (52)

3 |ncludes 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.

63.6 (4.5)
65 (54-74)

14 (61)
9 (39)

13 (57)
9(39)
1(4)

10 (43)
6 (26)
3(13)
3(13)
1(4)

12 (52)
11 (48)

60.4 (7.7)
60 (49-73)

13 (57)
10 (43)

15 (65)
6 (26)
29

8 (35)
9 (39)
2(9)
3(13)
1(4)

12 (52)
11 (48)

62.4 (6.9)
62 (46-80)

36 (52)
33 (48)

46 (67)
18 (26)
5(7)

24 (35)

25 (36)
9(13)
8(12)
3(4)

35(51)
34 (49)



Efficacy-mUMSARS / MSA-P group

MSA-P

12 1 Double-blinded Blinded rollover Open-label
core extension extension
= 10 1 Ty
o 1
P -
L]
o 8- H :
L i ] ;
[+ I 41
w : : Y
u 6 l b LT T ! '..'“‘ ] 5 S, L=
c ¢ =i EITIE
o - i by 'r__:
m 4 b ! '{_;—/‘/‘— : :"'
E E— 2 i
g 2 1
¥ e
- -
= o 4— |
< 1 l | Rfter week 32, rerrml;ung palie;t-s.-ln the i
!_ cebo arm recemed low-dose ONO-2808 H
-2 L] T L] 1] i sttt l---- el ¥
Baseline Week 12 Week 24 Week 32 Week 40 Week 48
Number of patients
@ Placebo/ONO-ZE808 low 13 13 a 8 7 B
== ONO-2808 low 11 11 9 [ 5 4
ONO-2B08 medium
== ONO-2 high 12 12 & 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; M5A-P. parkinsonian subtype of multiple system
atrophy; mUMSARS, modified Unified Multuple System Atrophy Rating Scale.
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Efficacy-mUMSARS / MSA-C group

MSA-C

Double-blinded Blinded rollover Open-label
core extension extension

10 1

o)
|
19

\

-
v
>
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(2}
S
o
) T — e 4=
< L . AT HH)
E I "“.h"""'““‘“-uul‘-n|uu.n--""‘""“""".
L]
T 2 : i
(7] - '
e H i
v s 0
= : :
T 0-
< !- After week 32, remaining patients in the -E
! placebo arm received low-dose ONO-2808 !
_2 T T T T — T--- — I
Baseline Week 12 Week 24 Week 32 Week 40 Week 48
Number of patients
—@— Placebo/ONO-2808 low 10 10 10 2] 9 9
~d~ ONO-2808 low 12 1 11 9 8 7
—&— ONO-2808 high 11 1 a 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, moadified Unified Multiple System Atrophy Rating Scale.
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Efficacy-vMRI measurements

After eek 32, remaining patients in the |
placebo arm received low-dose ONO-2808
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After week 32, remaining patients in the
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Efficacy-vMRI measurements / MSA-P group

MSA-P
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Efficacy-vMRI measurements / MSA-C group

MSA-C
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TEAEs in =10% of patients in any treatment group

during the double-blinded core part

Urinary tract infection
Headache
Constipation
Fall
Nasopharyngitis
Contusion
Fatigue
Arthralgia
Dizziness
Diarrhea

Skin abrasion

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.

8 (35)

0

0

3 (13)
1(4)
4 (17)
3 (13)
4 (17)
1(4)
3 (13)
3 (13)

9 (39)

3 (13)
1(4)
3 (13)
0

2 (9)
1(4)
1(4)
0
1(4)
0

4 (17)

6 (26)
4 (17)

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

0
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Transaminase elevations adjudicated by the IDMC at week 24 m

Any transaminase elevation

confirmed by IDMC 0

Any treatment-related

transaminase elevation by

highest severity
Mild 0
Moderate 0
Severe 0

Any treatment-related

transaminase elevation 0

leading to withdrawal of

treatment

Any serious 0

transaminase elevations
Treatment-related 0

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

IDMC, independent data monitoring committee.

1(4)
1(4)

3 (13)

0

4 (17)

8 (12)

1(1)
1(1)
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Modified UMSARS for ONO-2808 m
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Modified UMSARS for Amlenetug (Lu AF82422)

Lundbeck#t%c1Td (Amlenetug, Lu AF82422) HP2TfER (& K48%)
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Kjaersgaard L et al., Lancet Neurol. 2026 Jun;25(6):560-570.& U fZFR
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ONO-2808 Summary

MmUMSARS MSA-P

Double-blinded Blinded rollover Open-label
core extension extension
G 10 1
3
s 8]
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g o
l i After week 32, remaining patients in the !
| plhcebo arm received low-dose ONO-2808 ¢
-2 r y T T T T
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=@~ Placebo/ONO-2808 low 3 8 7 8
1 P \Y - — i
~- ONOz8t8low ! 1 9 6 : ‘ vVMRI measurements [RES ER0ES]
—4— ONO-2808 high 12 12 8 8
Data cutoff: February 24, 2026. CFB in mUMSARS was an exploratory endpoint. The mUMSARS was an adjusted sum of 9 items (6 ite| S G O 7] M SA- P
UMSARS part 2) with scores ranging from 0 to 27. m )
CFB, change from baseling; Cl, confidence interval; LS, least squares; MSA-C, cerebellar subtype of multiple system atrophy; MSA-F, p “ ~
atrophy, mUMSARS, modified Unified Multiple System Atrophy Rating Scale. m _2. O - >
5 £ g
(@]
E 2 -4.04 S
=
8 ©
w0
Q 5 6.0 2
dud (=B —
S — (= -804 = T amarammras o - S
- S . 1 After week 32, remaining patients in the 1
(5} Lplacebo arm received low-dose ONO-2808 i
= = 1001+ r '
Baseline Week 24 Week 48
Number of patients
=@ Placebo/ONO-2808 low 13 7 7
—4— ONO-2808 low 11 8 3
ONO-2808 medium 12 7 6
=—o— ONO-2808 high 11 5 6
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Focus Area

m ONO PHARMA USA, INC.

Cambridge, MA since 1998
@ Discovery Research Alliance Activities

m ONO PHARMA UK LTD.

London since 1998
@ Discovery Research Alliance Activities

NV
AN

m ONO PHARMACEUTICAL CO.,LTD.

dec1phera“’ Deciphera Pharmaceuticals, founded in 2003

Lawrence, KA since 2024
@® Research Institute

o Eﬂ: A AJ 2B ?IETE%}}& ?5( . W %_C m ONO VENTURE INVESTMENT, INC.
w1200 (Corem3 B ki OBBE). D ol
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 Evotec
« Vanderbilt University ~ GABA,05
+ Xention (¥Metrion Biosciences) negative allosteric modulator
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{  BioFocus (3% Charles River)
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Vanderbilt Universityt DB ZE iR 15

December 10, 2015

Vanderbilt, Ono Pharmaceutical sign drug discovery
agreement

Vanderbilt University Medical Center and Ono Pharmaceutical Group, an international company based in Japan, have signed a

drug discovery agreement.
https.//news.vumc.org/2015/12/10/vanderbilt-ono-pharmaceutical-sign-drug-discovery-agreement/

Lindsley Lab

WARREN CENTER
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National Institutes for Quantum Science and Technology
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Disease Progression in Multiple System
Atrophy: The ASPIRE Multi-Modal
Biomarker Study
Margherita Fabbri @ X,'23" Natalia del Campo,'" Wassilios G. Meissner 45
Vanessa Rousseau,® Agnés Sommet,® Pierre Payoux,® Pierre Gantet,” Amel Drif ?
Héléne Catald,® Claire Thalamas,® Christine Tranchant,” Franck Durif,'® Ana Marques,'®
Alexandre Eusebio,'! Luc Defebvre,'? Jean-Christophe Corvol,'? Stéphane Thobois, 41516
Anthime Flaus,’>'” Anne-Gaelle Corbille,'® Soléne Frismand,'? Beverley Patterson, 202!

Alexandra Foubert-Samier,> Anne Pavy-Le Traon,'? Germain Arribarat,*
Patrice Péran, PhD,3 and Olivier Rascol, MD, PhD,"?3* for the ASPIRE Study Group

Ann Neurol. 2026 Jan99(1):96-113.
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