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Forward-Looking Statements m

Forecasts and other forward-looking statements included in this document are based on information currently
available and certain assumptions that the Company deems reasonable.
Actual performance and other results may differ significantly due to various factors. Such factors include, but are not

limited to:

Forward-looking statements: This presentation contains forward-looking statements regarding the Company’ s future plans, strategies, and performance.

Current assumptions: These statements are based on current expectations, assumptions, and information available to management at this time.

Risks and uncertainties: Forward-looking statements are subject to risks and uncertainties that may cause actual results to differ materially.

No guarantee of outcomes: Forecasts, targets, and projections are not guarantees of future performance or achievement of stated goals.

Official guidance: Official financial guidance should be referred to in accordance with relevant regulatory requirements and disclosures.

Product/market risks: Risks include, but are not limited to, product development challenges, regulatory approvals, market acceptance, and
competition.

Economic/industry risks: Additional risks may arise from changes in economic conditions, currency fluctuations, and healthcare policy reforms.

No obligation to update: The Company undertakes no obligation to update or revise any forward-looking statements as a result of new information or
future events.

Prevailing language: In the event of any inconsistency between language versions, the original Japanese language version shall prevail.

Information about pharmaceutical products (including products currently in development) included in this document
is not intended to constitute an advertisement of medical advice.
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Commitment to Three Priority Areas m

As of May 8, 2026

‘Initiation of three global Phase 3 and data readouts from seven POC studies in FY2026
*In the priority areas of oncology, immunology & inflammation, and neurology,
four new pipelines have initiated phase 1 study.

4578
A
Open Innovation 7429 OnCOIOQYSapaqursen License
QINLOCK 8250

7428

Unique
in-house
Drug Discovery

POC data readouts
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Upcoming Product Launches

0n

As of June 8, 2026

QINLOCK®

GIST 4L

In-house products

ROMVIMZA®

Tenosynovial Giant Cell
Tumor

OPDIVO
MSI-H Colorectal
Cancer 1L

OPDIVO

Hepatocellular Carcinoma
1L

BRAFTQOVI Capsules
(FOLFOX)
Colorectal Cancer 1L

Deciphera

Primary CNS Lymphoma

l

Tirabrutinib
ONO-4059

QINLOCK®
GIST 2L
KIT Exon 11+17/18

Continued Launch of Specialty Products

Cenobamate
ONO-2017

Partial-onset Seizures

OPDIVO

Adjuvant Therapy for
Hepatocellular Carcinoma

QINLOCK®

GIST 4L

In-licensed products

FY2024 FY2025 FY2026 FY2027 FY2028 +

Sapablursen
ONO-0530

Polycythemia Vera

Global Expansion Including Japan

ONO-4578

Gastric Cancer 1L (in

ONO-4685

T-cell Lymphoma/
Autoimmune Diseases

ROMVIMZA®

Chronic Graft-versus-host
Disease |

combination with OPDIVO)
—

ONO-2808

Multiple System Atrophy

VELEXBRU

Pemphigus 2L

QINLOCK®
GIST 2L

povetacicept

ONO-8531
IgA Nephropathy/
Chronic Kidney Disease
Cenobamate
ONO-2017

Partial-onset Seizures
(pediatric)/ Generalized
Tonic-clonic Seizures

OPDIVO

Subcutaneous Formulation

ROMVIMZA®

Tenosynovial Giant Cell
Tumor

Gel-One®
ONO-5532

Osteoarthritis
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Prospect for the Future

0n

Global Products

Japanese Products
(other than OPDIVO)

|
Japanese Products |
(OPDIVO) :

Royalties

2030

2025 2035
- =

v _ _ Japan Sales

GIST: Gastrointestinal Stromal Tumor, TGCT: Tenosynovial Giant Cell Tumor, PCNSL: Primary Central Nervous System Lymphoma, PV: Polycythemia Vera, GC: Gastric Cancer, MSA: Multiple System Atrophy

»*¢Diagram does not represent actual sales of each product

Growth Drivers

Pipeline Peak Sales
(JPY bn)
QINLOCK (GIST) 50-70
ROMVIMZA (TGCT) 50-70
Tirabrutinib (PCNSL) 20 -30
Sapablursen (PV) 50 - 100
ONO-4578 (GC) 100 -
ONO-2808 (MSA) 100 -

Japan*

Povetacicept

Gel-One®

*Total estimated peak sales, including products other than the three listed.

As of May 8, 2026
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Key Event Schedule for FY2026 m

FY2026

ONO-4059 (VELEXBRU)

== PCNSL
Approval
P ONO-2017, Cenobamate QINLOCK
Partial-onset Seizures GIST 4L
ONO-4578
Gastric Cancer 1L
Phase3 o ONO-0530, Sapablursen ONO-2808
4 Polycythemia Vera Multiple System Atrophy
QINLOCK
GIST 2L
ONO-1110 ONO-2020
Postherpetic Neuralgia Alzheimer’s Disease
ONO-1110, ONO-2020
Fibromyalgia Agitation Associated with Alzheimer’s Disease
ONO-1110 ONO-2017
Phase2 Hunner-type Interstitial Cystitis Generalized Tonic-clonic Seizures
. ONO-1110 ONO-2017
Major Depressive Disorder Partial-onset Seizures (pediatric)

ONO-1110
Social Anxiety Disorder

Expected Approval . Study Initiation Data Readout 6/60



Today’'s Agenda

Toichi Takino

Representative Director,
President and COO

The data of POC Study

« ONO-4578 (ASCO20206) :
« ONO-2808 (7t World Parkinson Congress) >4 Corporate Officer /

Executive Vice President,
Clinical Development

Tatsuya Okamoto

Seishi Katsumata

Corporate Officer /
Executive Vice President,
Discovery & Research




Today’s Contents m

v ONO-4578 Latest Information

v"ONO-2808 Latest information
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ONO-4578-08 Study
EP4 Receptor Antagonist
1L Treatment for HER2-negative Gastric Cancer
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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;
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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) MS-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. 12/60



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
13/60



PFS by PD-L1CPS (=1 vs <1) 0no

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 14/60



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 15/60



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. 16/60



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
§ § a—0 =)
vy w
g; 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
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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 group
18/60



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 9/60




Discussion on the Results of ONO-4578-08 Study
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[Prognostic Factors] Comparison with Checkmate-649

study (CM649)

0n

v' The proportion of patients aged 265, with diffuse type and peritoneal metastasis was approximately 10-30%
higher than in CM649.
v' The proportion of patients with PS 1 and =2 metastatic organs was approximately 10—-20% lower than in CM649.

Age =65
ECOGPS 1
0
1
Histologic type (Lauren's criteria)
Intestinal type
Diffuse type
Others
Presence of peritoneal metastasis
Number of organs with metastases
<1
22

ONO-4578-08

ONO-4578 group

(Investigator-assessed CPS)

Placebo group

Checkmate-649
(Centrally-assessed CPS)

Nivo + chemo

N=150 N=76 N=789

80 (53.3%) 49 (64.5%) 316 (40%) 304 (38%)
78 (52.0%) 41 (53.9%) 326 (41%) 336 (42%)
72 (48.0%) 35 (46.1%) 462 (59%) 452 (57%)
72 (48.0%) 31 (40.8%) 272 (34%) 267 (34%)
67 (44.7%) 37 (48.7%) 254 (32%) 273 (34%)
11 (7.3%) 8 (10.5%) 263 (33%) 252 (32%)
82 (54.7%) 42 (55.3%) 188 (24%) 188 (24%)
63 (42.0%) 29 (38.2%) 164 (21%) 183 (23%)
87 (58.0%) 47 (61.8%) 602 (76%) 583 (74%)

21/60



Mechanism of ONO-4578

0n

= Prostaglandin E, (PGE,) is derived from arachidonic acid via
cyclooxygenase-2 (COX-2).

= COX-2 is overexpressed in solid tumor.' PGE,PGE2 has been
reported to induce myeloid-derived suppressor cells (MDSC) and
M2 macrophages in the tumor microenvironment through one of
its receptors, EP4, and suppress activation of cytotoxic T cells.?

= ONO-4578, a novel selective EP4 antagonist, is expected to have
an antitumor effect by abolishing the tumor immunosuppressive

mechanism that PGE2 constructs via EP4.

Concept: Addressing limitations of PD-1 antibody
therapy alone

* Increasing patients responding to PD-1 antibody
therapy to improve response rates

 Reducing patients losing response to PD-1
antibody therapy to prolong progression-free
survival (PFS)

p
ONO-4578 MDSC/M2M®

D-L1 e —“
Tumor cell
| OPDIVO I

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

P

PD-1 1 g
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ONO-4578 Development Status m

Indication Regions 2023 2024 2025 2026 2027 2028 2029 2030

FIrSt-hge gastric Pl In preparation
cancer

— Key data Japan, P2: Gastric >
FIFISt II:teaI cancer* Pl obtained in Korea, NCT06256328 cance
colore FY2025 Taiwan ONO-4578-08 study
First-line g o egcf:dtain Japan, US,  \cros048448 * cancer >
colorectal cancer* IEY2027 EU, etc. cancer

ONO-4578-10 study N\~

*In combination with Opdivo and standard of care

Key data expected in
FY2027
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EAESVIO 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, 8Gastroenterology, Saitama Cancer Center, Ina, Japan, 9Department of
Gastroenterology and Gastrointestinal Oncology, National Cancer Center Hospital East, Kashiwa, Japan

24/60



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)
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Results: Efficacy (Overall Population) m

| n(% | [95%C

Objective response rate?

25 (73.5) [65.6, 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] 12.3 [7.0, 17.1]
Progression free survival rate®

At 6 months (%) [95% CI] 84.7 [67.1, 93.4]

At 12 months (%) [95% CI] 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 (CPS-Positive/Negative) m

| @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 27/60



ONO-4578 Development Status (Phase 2 and beyond) m

Develop

Indication ment Regions
phase

2023 2024 2025 2026 2027

2028 2029 2030

First-line gastric

Pl In preparation
cancer® prep
; : Key data Japan,
First-lin y )
colicrecteal cancer* Pl obtained in Korea, NCT06256328
SUPIT Key data
First-line % Pl expected in Japan, U5, NCT06948448
colorectal cancer FY2027 EU, etc.

P2: Gastric >
cance

ONO-4578-08 study

P2: Colorectal
cancer

>

ONO-4578-10 study N\~

*In combination with Opdivo and standard of care

Key data expected in
FY2027
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ONO-2808-03 study

S1P5 Receptor Agonist
Multiple System Atrophy (MSA)
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ONO-2808 and MSA

Compound information

Compound ONO-2808
Originator ONO Pharma
Mechanism S1P5 Receptor agonist

Formulation Oral

Target .
indicagtion MSA (Multiple System Atrophy )
Development
statr:Js Phase Il (US, Japan)

Multiple System Atrophy

Movement disorder Aid-requiring Wheelchair .
Autonomic dysfunction > walking > mobility > Bedrldden> Death

| Recurrent falls

Sexual dysfunction Indwelling catheter |

Urinary dysfunction Frontal executive dysfunction

REM sleep behavior disorder 4 ).
Unintelligible speech
Orthostatic hypctensnonj N | = I =

Gastrostomy
Stridor L 4

. . _':Fracheoswmy
Parkinsonism

Bronchopneumonia
Cerebellar features

- T 2 [Uroseptic fever]|
Multidomain autonomic failure ! P 4

— [Sudden death
Pyramidal signs
Probable MSA
Premotor MSA Possible MSA
T I T T
0 3 6 9 years

Gregor K. Wenning, N EnglJ Med 2015; 372(3)

Progressive neurodegenerative disease with cerebellar atrophy
Average onset age: 55-60 years

Severe and rapidly progressive

Currently symptomatic treatment with limited efficacy

Estimated patients (2031)
US: 16,000, EU5* : 16,000, Japan : 12000

<Features>

V V V V V

* EU5 : France, Germany, Italy, Spain, UK

Normal P MSA

Microglia \ )
. R :
Ay pera il e,
L ~ / 2
¢ & ;
% Oligodendrocyte %’
(Myelin sheath) =~ : Monomer a-Syn

Neuron & : Oligomer a-Syn
r . GCI* Aberrant a-Syn
.

: Cytokine

A

a-Syn : a-Synuclein
GCI : Glial intracytoplasmic inclusion body

Ref) In-house material

Primary whole-brain cultures from oligodendrocyte-specific
human a-Syn-expressing mice

a-Syn-expressing mice

WT Vehicle S1P5 agonist

Blue : Nucleus
Green : a-Syn
Red : Neuron

S1P5 agonist suppressed a-Syn accumulation in neuronal axons
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Safety, Tolerability

Receptor 5 Agonist, in Multiple System Atrophy

Anne-Marie Wills', U Shivra] Sohur®, Atsushi Takeda®, Suzan Periman®, Tomoks Oeda®, Carlos Singer®, Dandel D
| Ryunczuke Higashit, Akihiza Nishimura®,

Micole Owens®, Okan U
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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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aIncludes 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.

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 (%)
0 to <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)
4to <5 0 1(4) 1(4) 1(4) 3 (4)
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)



Efficacy-mUMSARS / MSA-P group

MSA-P

121 Double-blinded Blinded rollover Open-label
core extension extension
= 10 - T
o 1
£ :
o 8- H :
S i i ;
45} - . 4
o 6 1 1 : H""" - ? W .
W N 1 i . e Progression
: T e - iy _I,-E S .
o : sl B} Suppression
@ 4 - ! _._F'___#__,__..--—— i _"'
E = i E
© :
g 2 1
v = =3
- R
E—
g o —
1 hfter week 32, remaining patients in the i
acebo arm recemed low-dose ONO-2808 H
-2 L | T | e e l---- et ¥
Baseline Week 12 Week 24 Week 32 Week 40 Week 48
Number of patients
@ Placebo/ONO-ZE808 low 13 13 3 = 7 B
wle= ONO-2808 low 11 11 9 5 5 4
OND-2B08 rmedium
== ONO-2808 high 12 12 g 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; M5A-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)
|
i

=y
L&)
N
un
)
) ]
5 =
T Progression
E p———"] - ] Jresst
s ; : Suppression
- )
E - -c-qil-t-op.-l..-to.......‘-....'...,.......onnlo.IUCDl--.
- 2 | =
@ ' ;
e H i
v s 0
= : :
T 0
< !- After week 32, remaining patients in the -i
Lplacebo arm received low-dose ONO-2808 !
_2 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 3 9 9
~d~ ONO-2808 low 12 1 11 E 8 7
&~ ONO-2808 high 11 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, moadified Unified Multiple System Atrophy Rating Scale.
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Efficacy-vMRI measurements

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

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

MSA-C

tem

rains

After week 32, remaining patients in the 1

i
1
1 placebo arm received low-dose ONO-2808 1

B
®
o

901 — ; ;
Baseline Week 24 Week 48
Number of patients

=@ Placebo/ONO-2808 low 10 9 8
—a— ONO-2808 low 11 9 5
ONO-2808 medium 11 7 2
—&— ONO-2808 high 10 6 6
(0]
=140
< 50
(%] . S
£ 29
—-4.0
(1]
= =540
S -6.0 ., —
After week 32, remaining patients in the
o- -7.0 { placebo arm received low-dose ONO-2808 |
-8.0 T T T
Baseline Week 24 Week 48
Number of patients
—@— Placebo/ONO-2808 low 10 9 8
—— ONO-2808 low 11 9 5
ONO-2808 medium 11 7 2
—e— ONO-2808 high 10 6 6
— 04 eare-
3 -2.0
= —4.0 =
(5] -6.0 S
g 0 5
10.0 Q
] 12.0 3
‘= 16.0 1 After week 32, remaining patients in the
‘; 14.0 i placebo arm received low-dose ONO-2808 §
18.0 T T T
Baseline Week 24 Week 48
Number of patients
=@ Placebo/ONO-2808 low 10 9 8
—a&— ONO-2808 low 11 9 5
ONO-2808 medium 7 2
—&— ONO-2808 high 10 6 6
(0]
E o o
= -2.0 S
—_— =
[3} -3.0 <
= ' %
) -4.0 g
dhu, -5.0 | After week 32, remaining patients in the H
1 placebo arm received low-dose ONO-2808 i
(@] -6.0 T T T
Baseline Week 24 Week 48

Number of patients
—®— Placebo/ONO-2808 low 10
—&— ONO-2808 low 11
ONO-2808 medium
—&— ONO-2808 high 10

38/60

o NVoo
O N 0o



TEAEs in =10% of patients in any treatment group

during the double-blinded core part

0n

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 m

at week 24

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)

1(4)
1(4)

3 (13)

0

4 (17)

8 (12)

1(1)
1(1)
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Discussion on the Results of ONO-2808-03 Study




Modified UMSARS for ONO-2808 0no

Used in the ONO-2808 Phase 2 study (maximum score: 27)

Part I: HiStorical REViEW (Activities of Daily Living) Part ": Motor Examination Scale (Motor

Assesses average function over the past 2 weeks based on an interview

. . . Function Assessment) Rated on the more affected side
with the patient and/or caregiver

1 Speech

2

3

4  Cutting food/handling utensils

5 Dressing

6 Hygiene

7  Walking

8

9

10 Urinary function

11 Arising from chair
12 Posture
13 ---

14 --- Gait

- Minimum 0, maximum 18 Minimum 0, maximum 9

42/60



Modified UMSARS for Amlenetug (Lu AF82422) m

Used in Phase 2 study of Lundbeck’s investigational drug (Amlenetug, Lu AF82422; maximum score, 48)

Part I: HiStorical REViEW (Activities of Daily Living) Part ": Motor Examination Scale (Motor

Assesses average function over the past 2 weeks based on an interview

. . . Function Assessment) Rated on the more affected side
with the patient and/or caregiver

1 Speech

2 Swallowing

3 Handwriting

4  Cutting food/handling utensils
5 Dressing

6 Hygiene

7  Walking

8 Falls

9 Orthostatic symptoms
10 Urinary function

11 Sexual function

12 Bowel function

13 ---

14 -

ST wnmum g meimmas | o

Adapted from Kjaersgaard L et al., Lancet Neurol. 2026 Jun;25(6):560-570.
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ONO-2808 Summary

MSA-P
127 Double-blinded Blinded rollover Open-label
core extension extension
- 10 1
)
&Sl
=]
U 6]
e
o 4
E
T
g 2
7]
=4
o 0
< l l | After week 32, remaining patients in the
| placebo arm received low-dose ONO-.?.SOS:
-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 3 8 7 8
b= ONO-2808 low 1" " 9 6 5 4
—— onozaos f;llgh 12 12 B
Data cutoff: February 24, 2026. CFB in mUMSARS was an exploratory endpoint. The mUMSAR i G
UMSARS part 2) with scores ranging from 0 to 27. m )
CFB, change from baseline; Cl, confidence interval; LS, least squares; MSA-C, cerebeilar subty) H ~
atrophy: mUMSARS, modified Unified Multiple System Atrophy Rating Scale. m >
S w c
1] v S
& o
£ 5 2
(] ©
(8]
@ 3 &
<)) (]
dd Q. —
ommm
N - % -8.01 | After week 32, remaining patients in the i 1
(%} Lplacebo arm received low-dose ONO—2808‘|
= S 1001 ; .
Baseline Week 24 Week 48
Number of patients
=@ Placebo/ONO-2808 low 13 7 7
—A— ONO-2808 low 11 8 3
ONO-2808 medium 12 7 6
=4— ONO-2808 high 11 5 6
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ONO-2808 Development Status m

Develo

Indication(s) | pment Status Regions | Study ID | 2021 2022 2023 2024 2025 2026 2027 2028 2029 2030

phase

Planned
in Japan
MSA In " !
P3 . the US, TBD
(MSA-P) preparation 4 EU DNO-2808-03-001
(TBD) \
Key data Japan = i50238 Pa A 4
MSA P2 obl;c$i2n(;ezd5in and the 66 ONO-2808-D3 study
us
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: Seishi Katsumat
Central Nervous System (CNS) field .
Corporate Officer /

Executive Vice President,
Discovery & Research




ONO'’s Drug Discovery m

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, KS since 2024
@® Research Institute

® Research and Drug discovery collaborations: o L ———

South San Francisco, CA since 2020
@ Investment in startup companies

Approximately 1 20 projects worldwide
(as of March 2026) |

> ldentifying new drug discovery seeds through collaborations with academia

» Advancing drug discovery using the optimal modality through collaborations with biotech compani%c,/60



Drug Discovery Strategy in Neurology m

v Elucidate disease biology to address unmet medical needs
v Develop disease-modifying therapies, not only symptomatic treatments
v’ Target glial cells, not only neurons

v" Leverage clinical insights to improve translatability to humans

g

Deliver new drugs

through cutting-edge technology and open innovation
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AD : Alzheimer’s Disease DPN : Diabetic Peripheral Neuropathy
ALS : Amyotrophic Lateral Sclerosis IBS : Irritable Bowel Syndrome
ACI  : Acute Cerebral Infarction PD  : Parkinson’s Disease

[ ] [ ] [ ]
PI pe I I n e Ove rVI eW (N e u ro I ogy) 8:—ILN gﬁgﬁg?hzreargﬁﬁ;hdaugcid Peripheral Neuropathy MSA MUl Sysiom &

- Multiple System Atrophy
CINV : Chemotherapy-Induced Nausea and Vomiting  SH : Subarachnoid Hemorrhage

Neurodegenerative
Disorders

Pain &
Nerve Disorders

CATACLOT® ONO-1603 ONO-2333MS KINEDAK® ONO-.9902
SH, CHONO e AD Depression DPN Pain
AD, PD, ALS, ACI OPALMON® EMEND®
(Out-licensed to Merck) ONO-2745 Spinal Stenosis CINV
® : (In-licensed from
RIVASTACH ONO-4641 Short-acting General Merck
AD MS Anesthesia 2y
(In—Iicenseq from  (Out-licensed to (In-licensed from Paion) ONO-2921 ONO-2952
Novartis) Merck Serono) : :
o Neuropathic Pain IBS
ONO-2160 ONGENTYS ONO-2909
PD PD Narcolepsy ONO-2910
(In-licensed from Bial) CIPN, DPN
In Development
ONO-2017
ONO-2020  ONO-2808 (In-licensed from 3K bio) Postherpetic Neuralgia,
AD, Agitation in AD MSA ONO'““O ONO‘.24t|6 Fibromyalgia,
P2 Ongoing POC Established Depression, Psychiatric Hunner Type Interstitial Cystitis
Social Anxiety Disorder Disorders P2 Ongoing

P2 Ongoing P1 Ongoing 49/69



AD : Alzheimer’s Disease

. . CIPN : Chemotherapy-Induced Peripheral Neuropathy m
DPN : Diabetic Peripheral N th

Glial Cell-targeted Drug Discovery D | et erhers, Nemoeshy

MSA : Multiple System Atrophy

Pioneering Glial Drug Discovery ONO-2506
ONO-2506 (Arocyte, injection) f— [ *
Research and Development Astrocyte 4 . .
. : Y WYl Microglia
Advancing Drug Discovery e o~
Leveraging KOL Networks ONO-2020 @ \
ONO-2952 : TSPO Antagonist : ¥ ~i: \
(stress disorders, IBS) Glial Cell \C\%
ONO-2910 : e & 4 Oligodendrocyte
Schwann Cell Differentiation Promoter ‘ e o

(CIPN, DPN) g Neuron

€ ONO-2808 : S1P5 Agonist (MSA) ONO-2808

€ ONO-2020 : Epigenetics Reqgulator o
(AD, Agitation in AD) Figure : BioRender




Lipid-targeted Drug Discovery (S1P Receptor Modulation) m

ONO-4641 ONO-1266 ONO-2808
S1P1& 5 agonist S1P antagonist Selective S1P5 agonist

S1P2 S1P5
Expression Whole body Whole body Neural cells, vascular Lymphocytes Neural cells,
profile (lymphocytes, neural cells, endothelial cells vascular endothelial cells,
vascular endothelial cells) NK cells

» Drug discovery focusing on sphingosine-1-phosphate (S1P) function
» ONO-2808 focuses on its effects on oligodendrocytes and neurons
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lon Channel-targeted Drug Discovery m

. » BioFocus (now Charles River)
Utilizing Platform & Technology . Evotec
Through Open Innovation « Vanderbilt University ~ GABA,05
» Xention (now Metrion Biosciences) negative allosteric modulator
Experience in \ ONO-8590580
Multiple lon Channel Drug Discovery /I o 7
r Neuron

¢ GABA,a5 NAM (cognitive impairment) -~ -y
yuh\“-“ . / o

O

Na* channel

€ Channel A inhibitor (pain) L Glial'Cell~_
€ Channel B modulator (pain, cognitive |mpa|rmen1:y A s ONO-2017
Focus on the action on extrasynaptic I A ' (cenobamate)
GABA, receptors
‘ Ext ti ABA
€ ONO-2017 (cenobamate, In-licensed from SK bio) : GA)é'&asrﬁr;aeEtlgrs G areceptor
Voltage-gated Na* channel inhibition + GABA, activation 2 Neuron
(epilepsy)

Figure : BioRender 52/60



Challenges and Strategies in Neurological Drug Discovery

0n

Target Validation

® Understanding disease pathology
® Access to brain tissue and cerebrospinal fluid

® Appropriate disease models

Drug Discovery
® |dentification of high-quality hits

® CNS penetration

Translational Research
® Prediction of clinical efficacy

® Appropriate clinical trial assessment

v
v

Research collaboration for target discovery
Utilizing disease models and evaluation systems from

academia that recapitulate disease pathology

Leveraging drug discovery platforms through biotech
collaboration
Leveraging computational science capabilities from

academia and biotech

Identifying and utilizing biomarkers from early stages
of drug discovery

Biomarker discovery through clinical research
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Challenges and Strategies in Neurological Drug Discovery m

Seed Target o . . . .
Discovery -/ Validation Identification Optimization Preclinical Clinical

A

Translational Research

The Tohoku University Tohoku Medical Megabank  Collaboration with UK Dementia Research Institute
Organization (ToMMo)

Conducting community-based cohort study and three-generation
cohort study launched in 2013

Performing large-scale whole genome sequencing of the general
population with follow-up capability

Completing whole genome sequence of 100,000 Japanese
individuals in June 2024 (one of the world’s largest) -

Ono has participated in the Consortium for Integrated Analysis of Unversty  Universiy  Cerdff  Unversty  imper g
Whole Genome Information and Medical/Health Information since College London ofCambridge  University  of Edinburgh _ College London _ College London

March 2021. 1 e ety T
Validating target relevance Identifying of new drug targets through
using global-scale genome analysis data research networks and strong research

capabilities in the UK 54/60



Challenges and Strategies in Neurological Drug Discovery m

2 =\WE
¢4 | % P Ao
d] * /1!3 @ —;
Seed Target o . . . .
Discovery Validation ) identification / OPtimization > Preclinical Clinical
Translational Research

Introduction of Mahoro robots Brain organoid model using iPS cells

Organoid 10-cent coin  1-yen coin

Stably culturing iPS cells to support
drug discovery projects

Pericytes Astrocytes Endothelial  Neurons Oligodendrocytes Microglia
cells

Proc Nat! Acad Sci USA. 2025 Oct 21,122(42):e2511596722.



Challenges and Strategies in Neurological Drug Discovery m

cs o

Optimization Preclinical

Clinical

Seed Target
Discovery Validation . Identification

Translational Research

Al-driven drug discovery with Tokyo-1

e '
Virtual Screening

Rapidly processing and analyzing
large chemical and biochemical data
to identify high-quality hit compounds

Drug discovery partnership with
Vanderbilt University

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

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

agreement/

drug discovery agreement.

WARREN CENTER

ssssssssssssssssssssssssssss

https.//lab.vanderbilt. edu/lindsleylab/

Leveraging Vanderbilt's ion channel drug discovery

expertise to rapidly optimize compounds
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Challenges and Strategies in Neurological Drug Discovery m

G5 W m % 5

/o @
Seed Target Hit

_DE:(_:Q\_Ig_ry alidation Identificatinn Optlmlzatlon Prec“nlcal Cllnlcal

Translational Research

Co-development of brain PET ligands
(CNS drug discoverv alliance)

Longitudinal clinical study of the disease

v Bawamen (investigator-initiated observational study)
Co-development of @QsT £ i%wff’wﬁmf?ﬁ%ﬁ = g
lei L Disease Progression in Multiple System
a-synuclein . m - Atrophy: The ASPIRE Multi-Modal
Takeda Biomarker Stud cpe L ..
geiivolegy FET oo om Iecr uwy‘ - Identification of clinical
Successful imaging of a-synuclein pathology S s . DIOMArkers for ml‘:'t'p'e
in the human brain (world's first) ’*“‘him::iz:zli*;;:1":;2112;52’?;!:gizi'fi::i::::ffgi:::‘zi;:::;?"'”'“ system atrophy
. M Patrice Péran, PhD,3* and Olivier R I, MD, PhD,"23* for the ASPIRE Study Group v
Healthy Multiple y Ann Neurol. 2026 Ja,99(1):96-113.
R S%'Stequn : Partnership with Utilized in the clinical trial
atro ; . ) :
- ) University of Toulouse in France for ONO-2808
. ;E ‘ ' Ill*lll w
G
22/8/31 QST PR 57/60

(httos.//www.qst.go.jp/site/news/20220831.html)



Development Pipeline (Neurology)

0n

___Code | Targetindicaton | Pl | PIl_| Pll | Filed Approval

ONO-2017

ONO-2808

ONO-1110

ONO-2020

ONO-2416

Partial-onset seizures

Partial-onset seizures (pediatric)

Primary generalized tonic-clonic seizures
Mutiple system atrophy

Postherpetic neuralgia

Fibromyalgia

Hunner-type interstitial cystitis

Major depressive disorder

Social anxiety disorder

Alzheimer’s disease (AD)

Agitation associated with dementia due to AD --

Psychiatric disorders

Coming soon
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Summary m

» Ono is strengthening our pipeline by integrating internal and external
expertise across the stage of the drug discovery process.

» Ono leverages cutting-edge technologies and open innovation to deliver
innovative new drugs as quickly as possible to patients worldwide,
addressing unmet medical needs not only in neurology but also in

oncology, immunology,
and inflammatorv diseases.

Dedicated to the Fight against
Disease and Pain
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m ONO PHARMA

Dedicated to the Fight against Disease and Pain
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