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Presentation

Imura: First, President Sagara will give an opening speech, and then Mr. Okamoto, Deputy Executive Director
of Clinical Development, will introduce the development status of ONO-4578. Finally, Dr. Takino, Executive
Director of Discovery and Research, will introduce the progress of open innovation and ONO-8250.
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Change in Representative Directors m

Details of the change in directors as of April 1, 2024

“

Representative Director, Chairman of the Board

Gyo Sagara and Chief Exective Officer Representative Director, President
Toichi Takino Representative Director, President and Chief Director, Senior Executive Officer /
Operating Officer Exective Director, Discovery and Research

Representative Director, Exective Vice President /  Director, Senior Executive Officer, Exective
Toshihiro Tsujinaka  Executive Directorr, Corporate Strategy & Planning Director, Corporate Strategy & Planning /
/ Director, Sustainability Promotion Director, Sustainability Promotion
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Sagara: | would like to begin by saying a few words about the changes we have decided to make to our top
management structure from April onward.

As you know, ONO is currently facing the expiration of patents for Opdivo and the diabetes-related Glactiv
and Forxiga in the near future and is currently working to strengthen its pipeline and how to overcome these
patent expirations. Also, we are working on how to grow further, and | think this will be everything for the
next few years.

As | have mentioned in the past, the first and most important issue is to obtain approval and sell the products
overseas, in the US and Europe by ourselves.

Of course, we are taking this initiative from a place where we have never obtained approval, have never dealt
with production and logistics regulations, and have no experience in marketing or sales, so we are prepared
for difficulties, but we know that we need to accomplish this.

The Japanese market is currently 5% of the global market. Of that 5%, we obtain approval and sell the products
ourselves, but the remaining 95% are licensed out, from which we receive royalties, and that is the model we
have adopted.

| won't say the remaining all 95%, but it will be 50% in the United States and 15% in major European countries,
and plus extra, but it is time for us to try and sell the products by ourselves in those markets. The entire
company is working diligently toward this goal.

In terms of the US, we have been planning to launch Velexbru in 2026. The target year is 2026, which is two
years from now, and when the entire company is working together to achieve this target, | wondered if the
current structure is really the best way to achieve this goal. The current system is that | am the president and
have only one representative, and the rest are handled by the departments, department directors, and the
person in charge.



We have been moving forward under this structure, but we decided to create this new structure to move
forward with the last two years until 2026 with the entire company united as one. The idea was that two or
three cylinders would be more propulsive, more successful, and more feasible than one cylinder.

Of course, we felt that having only one representative was not a desirable system when considering various
accidents, etc. The background of this change is that we decided on this type of structure to move forward
toward the most important milestone of the next two years with a three-cylinder engine.

So, what role will each of us three play? Naturally, the president will be in charge of internal operations, and
Dr. Takino will be responsible for day-to-day operations and decisions within the Company. I, Sagara will be
involved in the Company's policies, direction, and decision-making, and will also bear responsibility for such
decisions.

Dr. Takino oversees the whole thing and has a long and proven track record of BD and licensing experience
overseas, given his background. As you know, | became president in 2008, and the timing was such that the
percentage of long-term listed products would be about 90% in three or four years. The research institute did
not have anything suitable for the time.

Therefore, we decided to strengthen the license and overcome this problem, and | asked the BD team at the
time to take on a difficult task. At that time, Dr. Takino and | worked in tandem to find partners overseas and
in Japan to acquire the compounds.

| think we can say that most of the compounds for which we obtained the rights at that time are now available,
except for Opdivo and Velexbru, the long-term listed products. We obtained more than a dozen compounds
in our hands, and those compounds are now supporting the Company.

In the meantime, our investment in Opdivo paid off, and we launched it for melanoma in 2014 and took the
indication for lung cancer in 2016, and so far, that has allowed us to grow steadily. We are determined to go
through these difficult times with a new mindset to deal with the situation as it was 15 years ago, and we will
have the new President Dr. Takino oversees our overseas expansion.

Although he does not have any experience of working in clinical development overseas, | am sure that he will
be able to make good use of his long career working overseas.

This is the background for the new structure that will be in place as of April 1. As for Mr. Tsujinaka, who will
become vice-president, will be responsible for the solid operation of the domestic entities. In addition, |,
Sagara will continue to be responsible for industry activities, business activities, and external relations.

| have not had a chance to talk to the analysts since the announcement on January 11, so | have spoken to
you today.



Future growth strategies - Aggressively invest in R & D for growth - m
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| am showing you the rough operation of the Company until the approval and start of sales of Velexbru in the
United States in FY2026.

What | would like to say with this is that we are entering a difficult period in terms of sales. Royalties will be
decreasing next year, and as you know, unfortunately, we will be taking the Opdivo tailgated price cut on April
1. This is something we have to overcome, though. Period performance will be a bit tougher compared to the
steady growth of the last few years.

However, we will continue to invest in research and development as much as possible. Although | would not
go so far as to say that we will sacrifice profit and loss for the period and performance for the period, we
intend to make solid investments with a certain degree of preparedness.

About 15 years ago, we continued to invest in R&D despite three to four years of slow performance. We have
been criticized by many of you, but we have accumulated a certain amount of funds over the past several
years, and we intend to make good use of them.

In the current medium-term plan for FY2022 to FY2026, we will invest JPY600 billion in R&D, which will be an
average of JPY120 billion per year. We invested JPY95 billion in FY2022 and the amount is expected to be
JPY109 billion this fiscal year. We would like to work hard to steadily move forward with R&D investment on
the scale of JPY600 billion.

For details, please refer to the document.



Imura: Now, Mr. Okamoto of Clinical Development will continue with an explanation of the development
status of ONO-4578.

Okamoto: | would like to introduce the development status of ONO-4578, including the most recently
published conference report.

ONO-4578 m

Compound |ONO-4578 (In-house, Small molecule)

Mechanism |Prostagrandin receptor (EP4) antagonist

Formulation |Tablet

Phase2 : GC* (JP - KR - TW)
Phase1 : Colorectal cancer®, Pancreatic cancer®,
Stage NSCLC* Hormone receptor-positive, HER2-negative

breast cancer (JP)
(* : Combination with OPD)

6/63

First, we present ONO-4578, an overview of the compound.

This is a small molecule compound created in-house for oral use. The mechanism of action is antagonism
against EP4, one of the four receptors for prostaglandin, PGE2. | will explain the development status in detail
later.



ONO-4578 Mechanism of Action m

= Prostaglandin E, (PGE,) is produced
from arachidonic acid through
cyclooxygenase-2 (COX-2)

MDSC/M2M®

= COX-2 is overexpressed in solid
cancer'.. PGE, has been reported to
induce myeloid-derived suppressor
cells (MDSC) and M2 macrophages in O
the tumor microenvironment through
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activation of cytotoxic T cells2.
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2) Yukinori T, et al. Front Immunol. 2020;11:324
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Here is the mechanism of action of ONO-4578.

As | just mentioned, ONO-4578 is an antagonist of EP4, one of the receptors for the bioactive substance PGE2.
This bioactive substance, PGE2, has various functions.

In the cancer microenvironment, cancers utilize PGE2 produced by themselves to induce a group of cells that
negatively regulate tumor immunity, such as MDSCs or M2 macrophages, to escape from tumor immunity. It
is thought that they create a tumor microenvironment that is comfortable for them to live in.

On the other hand, Opdivo, acts on CD8-positive T cells, which are the main players in the anti-tumor immunity,
the side that attacks cancer, and suppresses the inactivation of T cells. However, we believe that ONO-4578
activates tumor immunity by suppressing the activation of other tumor immunity suppressing factors such as
MDSCs and M2 macrophages, which cannot be inhibited by Opdivo.



ONO-4578 Non-clinical data m

Fig 1. Time course of median tumor volume in syngeneic mouse colorectal cancer MC38 tumor-bearing model
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tumor microenvironment and showed
antitumor effects (Figs. 1 and 2).
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Fig 2. Effect of ONO-4578 on intra-tumoral immune cells in syngeneic mouse colorectal cancer MC38 tumor-bearing model
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Here is some non-clinical and basic data.

As | mentioned earlier, Opdivo and ONO-4578 have different points of action. Therefore, we believe that the
combination of both drugs will enhance anti-tumor immunity and provide stronger anti-tumor effects.

Figure 1 shows the results of the combined administration of ONO-4578 in a syngeneic mouse tumor-bearing
model and PD-1 antibody to mice. As you can see, the combination of both drugs has shown a strong anti-
tumor effect as expected.

| would like you to take a look at the diagram below to see if the movement in line with the concept, in line
with the mechanism of action | mentioned earlier, is actually occurring. It has been confirmed that the number
of CD8 T cells on the right-side increases by reducing the number of bad cells, such as M2 macrophages and
MDSCs, which negatively induce tumor immunity.

Based on these preclinical results, we believe that the combination of Opdivo and ONO-4578 has the potential
to show high efficacy not only in cancers where the efficacy of PD-1 antibodies has already been established,
but also in some cancers where the efficacy of PD-1 antibodies alone or in combination with chemotherapy
has not been easily observed, for example, pancreatic cancer, colorectal cancer.



ONO-4578 Development stage m
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Here is the status of clinical development.
As shown here, we are currently developing the drug in combination with Opdivo for multiple solid tumors.

Today, | will present the results in detail later of the Phase | trial shown at the top of this list, Part C, which
targets advanced and recurrent gastric cancer, and Part D, which targets colorectal cancer after third-line
treatment.

On the other hand, as | mentioned earlier, we believe that combination therapy can be expected to enhance
the efficacy for colorectal cancer. We are conducting the ONO-4578-02 trial, which is a trial in which Opdivo
and ONO-4578 are used in combination with chemotherapy, which is the standard treatment, for first-line
colorectal cancer. Also, we are conducting the ONO-4578-04 trial, which is a trial in which Opdivo and ONO-
4578 are used in combination with chemotherapy, which is the standard treatment, for first-line pancreatic
cancer.

As for ONO-4578-05 trial, this is a trial for non-small cell lung cancer. As you all know, PD-1 or PD-L1 antibody-
containing regimens are currently the standard of care for first-line treatment of non-small cell lung cancer,
but for those who experienced exacerbations after receiving this standard regimen, we are now conducting a
trial in which we will administer Opdivo and ONO-4578 again in combination with the standard regimens.

Regarding gastric cancer, it is indicated by a blue bar at the bottom. Based on the results of Part C, which | will
talk about later, we have already announced that we have started a Phase Il study in Japan, South Korea and
Taiwan, in which ONO-4578 is added to the standard treatment of gastric cancer, the combination of Opdivo
and chemotherapy.



ONO-4578-01 Part C Results m

Safety, efficacy, and biomarkers for ONO-4578 plus
nivolumab in unresectable advanced or recurrent
gastric or gastroesophageal cancer
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| would like to present the results of Part C, the ONO-4578-01 study in gastric cancer.

The results of this study were presented at ESMO last year.



Methods

Study Design
| |

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

22 sites in Japan

one cycle consisted of 4 weeks

[ Key eligibility criteria
= Unresectable advanced or recurrent
gastric or gastroesophageal cancer
= Received at least 2 regimens
= ECOG performance status score of 0

|2 therapy as latest treatmentt )

Part C1:

= UGT1A1 wild type and *28
or *6 heterozygous

= Received anti-PD-(L)1

Part C2:

= UGT1A1 wild type and *28
or "6 heterozygous

= Anti-PD-(L)1 therapy naive

Recruited patients were categorized into three parts (C1, C2, C3) on the basis of prior anti-PD-1/
PD-L1 therapy and UGT1A1 genotype (Figure 2)
All subgroups received 40 mg of ONO-4578 orally every day and 240 mg NIV intravenously every two weeks;

Treatment Ai

= ONO-4578 40 mg orally daily

= Nivolumab 240 mg
intravenously every 2 weeks

Treatment continued until

disease progression,

o LI unacceptable toxicity,

P ~ withdrawal of consent, or death
Part C3: = =
= UGT1A1 "6 or *28

homozygous and *6/*28
heterozygous

\

IPatients assessed to have a progressive disease on the first image evaluation after the latest anti-PD-(L)}1
antibody therapy were excluded

ECOG, Eastern Cooperative Oncology Group; PD-(L)1, programmed death-1 or programmed death ligand-1 ESMO 2023 Poster #1546 11/63

This is a brief overview of the study design. This is different from the slide presented at the conference but is
available as supplementary materials. | will use this to explain the study design.

In Part C of the ONO-4578-01 study, Opdivo was not yet approved for first-line gastric cancer treatment at
the time of the study's initiation. At that time in Japan, Opdivo monotherapy, was approved for gastric cancer
patients after the third-line treatment and it was the standard treatment.

In Part C of the study, patients who had received the standard of care, Opdivo, for the third-line treatment
and had a certain level of clinical benefit but subsequently developed disease progression or PD, in other
words, patients who were considered to have developed resistance to Opdivo, were divided into two cohorts:
Part C1, in which patients were re-treated with Opdivo in combination with ONO-4578, and Part C2, in which
patients were treated with the standard of care, Opdivo plus ONO-4578.

Since this was a phase | study, the primary endpoints were to confirm tolerability and safety. Today | will talk
including effectiveness.

10



Efficacy Results

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

Complete Response

Partial Response

Stable Disease

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

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

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

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

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

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

Part C1, which | mentioned earlier, is on the left side, and Part C2, on the right side, is the addition of ONO-
4578 to the standard of care, Opdivo monotherapy.

The response rate for Part C1 was 10.0%, and the disease control rate was 73.3%. On the other hand, the
response rate in Part C2, in which naive patients with no prior experience with PD-1 antibody drugs were
treated with Opdivo and ONO-4578, was 16.7%, and the disease control rate was 40.0%.

For your information, the ATTRACTION-2 trial, or ONO-4538-12 trial, a Phase lll study in gastric cancer patients

after the third-line treatment who had not received PD-1 antibody drugs, showed a response rate of 11.2%
and a disease control rate of 40.3%.

11



Efficacy Results m
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This is a waterfall plot.
The left side is C1, and the right side is C2. Now | would like you to focus on this C1. As | have mentioned
repeatedly, patients eligible for C1 are those who were once treated with Opdivo as the standard of care and

had a certain level of benefit, but whose tumors subsequently grew.

In Part C1, more than half of the patients again showed tumor shrinkage after re-administration of Opdivo in
combination with ONO-4578.

12



Study schedule of ONO-4578-01 Part C (3rd or later line, GC) m

Pre Post
Baseline Day1 6 weeks 12 weeks X weeks End of treatment
! " . = ; ’l EEEEn
Treatment ONO-4578 + Nivolumab
Efficacy Q j L
CT scan
Biomarkers

- 4® o

Blood
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In Part C, tumor biopsies were performed before and after administration of the investigational treatment.
With the cooperation of the patient, we collected and evaluated tumors before and after administration. We
studied the impact of the combination of ONO-4578 and Opdivo at the molecular level.

This is the biomarker evaluation item.

| am very sorry, but what was measured it is not disclosed. Regarding the results obtained, we conducted a
pooled analysis of clinical data such as efficacy and safety, and as shown on the right, for example, efficacy
predictors, or to examine which items are most effective for patients with high scores, as well as to examine
the mechanism of action in the first place.

13



Results of Biomarker Analysis m

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

T cell signature Ratio of M1/M2 Macrophage signature
| c2 | | c2 |
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Signature score was calculated as mean of log-transformed expression value BOR, best overall response;
PD, progressive disease; PR, partial response; SD, stable disease
Scr, Screening period; C2D15, cycle 2 day 15
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In fact, here is the data presented at the conference.

These are some of the results of biomarker analysis. The figure shows the changes in gene expression in tumor
tissue before and after administration.

As | mentioned at the beginning, ONO-4578 suppresses the so-called "bad" macrophage cell group, but the
right side shows that the number of bad cells has decreased, and the number of good cells has increased.

On the other hand, when combined with ONO-4578 and Opdivo, the concept is to increase T cell activation
with Opdivo while suppressing suppressive cells with ONO-4578, and as a result, activation of T cells has also

been observed.

We believe that the preclinical results of activation of CD8-positive T cells while suppressing the bad cells have
been reproducibly confirmed in the clinical setting.

In other words, our concept of combining Opdivo and ONO-4578 is supported at least by the results of Part
C1.

14



Results of Biomarker Analysis m

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

Baseline Urine PGEM Levels
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PD, progressive disease; PGEM, prostaglandin E2 metabolites; PR, partial response; SD, stable disease
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Here are the results of the quantitative measurement of PGE2 metabolites in urine.

As shown in C1 and C2, it can be seen that the amount of PGE2 metabolites in urine was higher in the group
of patients who had an anti-tumor effect of SD or higher compared to the group of patients who had a PD.

Although this is only a backward-looking observation, we believe that the combination therapy of ONO-4578
and Opdivo may be particularly effective in patients with relatively high PGE2 levels.

15



Safety Results m

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

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

AE, adverse events; SAE, serious adverse events
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This shows safety results.

The study is for patients with advanced recurrent gastric cancer. We believe that this combination therapy
has demonstrated a manageable safety profile.

So far, | have presented the results of the Part C clinical trial itself. | am afraid that this is a projection-only
document.

As you know, we have conducted a large number of clinical trials with Opdivo, and naturally we have a huge
amount of data from those clinical trials, including data on individual patients. We believe that our strength
lies in our ability to utilize this data for future development, and today we are presenting an example of this.

Here is a comparison of the results of Part C and Part C1 with the results of our previous clinical trials in gastric
cancer.

| hope you will forgive me for the blurriness of the slide. First, the basic premise is that this is a comparison
between different tests, so the data is only for internal review. Therefore, we need to be careful in interpreting
the results, so we have added this blurring.

We can extract patients from previous clinical trials who have almost the same background information as
our Part C1 patients. Therefore, by comparing the results of these trials, and taking into consideration not
only the clinical data from Part C1 but also the changes in biomarkers and other factors, we came to the
conclusion that the combination of ONO-4578 and Opdivo could be an effective treatment for gastric cancer,
and as | mentioned earlier, we have started a phase Il trial for the first-line treatment.

16



ONO-4578-01 PartD Results m
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Eiji Oki®8, Naotoshi Sugimoto®, Yasushi Tsu;ji'?, Shogen Boku'!, Tomohiro
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These are the results of Part D of the Phase | trial of the combination of Opdivo and ONO-4578, which was
presented at ASCO-GI in January this year for the treatment of colorectal cancer after the third line of
treatment.

METHODS m

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

Study Endpoints

*Primary endpoint: Safety

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

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

*Antitumor effects are assessed using the same procedures throughout the study in accordance with the RECIST
Guidelines version 1.1.
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I am afraid we do not have a figure here, but 51 patients with colorectal cancer after the third line of treatment
were enrolled in the study.
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Efficacy Results m

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

NE 1(2.0)

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

CR, complete response; DCR, disease control rate; NE, not evaluable; ORR, objective response rate;
PD, progressive disease; PR, partial response; SD, stable disease
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This slide shows efficacy results. The response rate, or ORR, was 3.9%, and the disease control rate, DCR, was
39.2%.

Efficacy Results m
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The spider plot is shown on the left and the waterfall plot on the right.

At the cutoff, two patients were still on investigational treatment.
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Results of studies in colorectal cancer m

CORRECT, CRC 3L, P3 1 ORR:10vs04 Median: 1.9vs 1.7 Median: 6.4 vs 5.0
Regorafenib vs Placebo DCR: 41vs 15 HR: 0.49 HR: 0.77
RECOURSE, CRC 3L, P3 2 ORR:16vs04 Median: 2.0vs 1.7 Median: 7.1 vs 5.3
TAS102 vs Placebo DCR: 44 vs 16 HR: 0.48 HR: 0.68
Imblaze 370, CRC 3L, P3 3 ORR:3vs 2 Median:1.91vs 2.00  Median:8.87 vs 8.51
Atezolizumab+Cobimetinib vs DCR: 26 vs 34 HR: 1.25 HR: 1.00
Regorafenib
Imblaze 370, CRC 3L, P3 3 ORR:2vs 2 Median:1.94 vs 2.00 Median:7.10 vs 8.51
Atezolizumab vs Regorafenib DCR: 21vs 34 HR: 1.39 HR: 1.19
LEAP 005, CRC 3L, P3 4 ORR: 10.4 Median: 3.8 vs 3.3 Median: 9.8 vs 9.3
Pembrolizumab + Lenvatinib DCR: 63.1 HR: 0.69 HR: 0.83
ORR: 6.3 (All comer) Median:2.1 Median: 8.3
CRC3L,P2 9 ORR: 11.1 (CPSZ1) (All comer) (All comer)
Pembrolizumab + Favezelimab DCR: 25.4 (All comer) Median: 2.2 Median: 12.7
DCR: 36.1 (CPS=1) (CPS21) (CPS21)
SUNLIGHT, CRC 3L,P3 0 ORR:6.3vs 0.9 Median: 5.6 vs 2.4 Median: 10.8 vs 7.5
TAS102+Bev vs TAS102 DCR: 76.6 vs 47.0 HR: 0.44 HR: 0.61 ! ; hﬂg;‘;“ 2013 Jan 26,361(5663):303-12
FRESCO-2, CRC 4L, P3 7 ORR:1.5vs 0 Median: 3.7 vs 1.8 Median: 7.4 vs 4.8 e
Fruquintinib vs Placebo DCR: 55.5 vs 16.1 HR: 0.321 HR: 0.662 g; E‘Sg;?m Z2TEY 00659
CRC 3L or later, P1 8 ORR: 3.9 Median: 1.54 Median: 10.68 B Laneet. 2025402 1039841-53
N|VO+ONO-4578 DCR 392 9) JClin Oncol. 2024;42 Abstract 93.
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This list summarizes the results of Part D introduced so far, as well as the results of other clinical trials that
have already been reported in previous reports and papers.

Looking at the 3.9% response rate for Part D that | mentioned earlier, some of you here may have the
impression that it may not be working very well.

However, we believe that it is very difficult to obtain tumor shrinkage in colorectal cancer after the third line
of treatment. In fact, the response rates for the above treatments, Regorafenib, which is one of the standard
treatments, and TAS102, are all in the 1% range. While it is difficult to see tumor shrinkage in the third-line
treatment of colorectal cancer, we believe that a response rate of 3.9% is not bad.
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Efficacy Results m

Subgroup Analysis by PD-L1 (CPS)

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

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

CPS, combined positive score; CR, Complete Response; DCR, Disease Control Rate; ORR, Objective Response Rate;
PD, Progressive Disease; PD-L1, programmed death ligand-1; PR, Partial Response; SD, Stable Disease
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Here are the results of the subgroup analysis.

We believe that ONO-4578 is unique in that it enhances the efficacy of PD-1 antibodies through a different
mechanism of action. It is generally known that PD-1 antibodies, including PD-L1 antibodies, are more
effective when the number of PD-L1-positive cells in the target cancer cells is high.

This slide shows the results of stratified analysis in the CPS, in which PD-L1 expression was evaluated in tumor
cells and immune cells.

The PD-L1-positive group had a 4% response rate and a 48% disease control rate. On the other hand, the

response rate for PD-L1 negative was 4.5%, but the disease control rate was 36.4%, indicating that the disease
control rate was better in the PD-L1 positive group.
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Efficacy Results m

Duration of Treatment by PD-L1 Status

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

PD-L1 CPS=0 PD-L1 CPSz1

* Treatment ongoing

£
5
= i~

0 50 100 150 200 250 300 350 400 450 0 50 100 150 200 250 300 350 400 450
Duration of treatment in days Duration of treatment in days
PD-L1, programmed death ligand-1; CPS, combined positive score
i 9 P ASCO-GI 2024: Poster #93  24/63

This is a swimmer plot, a plot that shows the duration of the administration.

This is a visualization of the duration of time that the combination of Opdivo and ONO-4578 could be
continued. As you can see, the duration of treatment is clearly longer in the CPS-positive group on the right.
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Efficacy Results m

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

*The overall survival rate at 12 months was numerically better in those with CPS 21 (59.5%) than those with CPS of 0 (36.4%)
*Specifically, median (90% CI) overall survival was 9.4 months (5.65—12.06) in those with CPS of 0 and NR (10.41-NR) in
those with CPS 21
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Here is the Kaplan-Meier curve of OS by PD-L1 expression status.

Purple, the top one, is positive. As you can see, the PD-L1-positive group had better survival than the negative
group.

The overall survival rate at 12 months was 59.5% in the PD-L1-positive group and 36.4% in the PD-L1-negative
group. Additionally, the OS of the PD-L1 positive group had not reached the median at this cutoff point.

Given that this is a small, single-arm study, we naturally need to be cautious in interpreting the results.
However, the OS results of the PD-L1-positive group are numerically better than those of other trials including

similar drugs, as | have just shown you a list. We are now in the process of positively considering the next
development for colorectal cancer as well as gastric cancer.
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Safety Results m
pe of Event Any Grade Grade 34

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

Data presented as n (%), n is the number of subjects; AE, adverse events; SAE, serious adverse events
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This is a safety result.

As in Part C for gastric cancer, the combination therapy, Opdivo and ONO-4578, showed a manageable safety
profile in patients with colorectal cancer in this treatment line.
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Summary m

v The results were presented here, the domestic phase | study (ONO-4578-01,
Part C and Part D) of combination therapy with ONO-4578 and nivolumab in
patients with gastric cancer or colorectal cancer that was refractory or
intolerant to standard therapy. These are excerpts of the contents reported at
academic conferences.

v The results of the efficacy and BM analyses obtained in Part C suggested the
certainty of the ONO-4578 and nivolumab combination concept.

v ONO-4578 may contribute to the efficacy of PD-1 antibodies in colorectal
cancers in which the PD-1/PD-L1 antibody monotherapy is not effective.

v" A global phase Il study in 1L gastric cancer (ONO-4578-08, jRCT2031230389)
has been initiated based on the results of Part C and other clinical studies.

27163
Here is a summary.

The results of Part C and Part D of the ONO-4578-01 study, a Japanese Phase | trial of ONO-4578 in
combination with nivolumab for gastric cancer and colorectal cancer that has failed or not tolerated standard
therapy, were presented in excerpts from the conference report.

We believe that the results of the efficacy and biomarker analyses obtained in Part C are encouraging and
suggest that the concept of combination therapy with ONO-4578 and nivolumab is sound.

In colorectal cancer, where PD-1/PD-L1 antibody alone is not effective or has poor efficacy, ONO-4578 has
been seen as an effective expression of PD-1 antibody drug, where PD-1 antibody was originally supposed to
work, but the inhibitory cell population was disturbed by ONO-4578 acts and suggested that it may contribute
to the expression of its effect.

Based on the results of Part C and other clinical trials, we have initiated a global Phase Il trial, ONO-4578-08,
for first-line gastric cancer.

Imura: Next, Dr. Takino, Executive Director of Discovery & Research, will introduce the progress of Open
Innovation and ONO-8250.
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1  Drug Discovery Strategy & Priority Areas
2 Updates of Open Innovation

3  ONO-8250 Introduction

29/63

Takino: | would like to update on research.

In the first half, | would like to outline the direction of the research as | update Open Innovation again. In the
latter half, | would like to introduce the ONO-8250, which has emerged from such an open innovation.

Drug Discovery Strategy m

Promoting open innovation in multiple fields and aiming to create innovative new drugs that meet
medical needs

ONO focuses on the areas of oncology, immunology, neurology and specialties; all of which include diseases with high medical
needs. In each of these areas, we are working to strengthen our drug discovery capabilities by delving into the biology of human
disease with the aim of discovering new drugs that can satisfy medical needs. In particular, by actively promoting open
innovation, which is one of our strengths, we aim to create breakthrough new drugs with medical impact by not only utilizing a
variety of cutting-edge technologies, such as informatics, robotics, and genome editing, but also selecting the optimal modality
(therapeutic approach), including small molecule compounds, antibodies, and cells for the unique drug discovery seed. In
addition, we are working to improve the quality and speed of drug discovery research through the use of digital technology.

Open innovation

X
Create unique
new drugs

Priority areas Oncology Immunology Specialty

Create new value by using digital technology
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But first, | would like to introduce our drug discovery policy and areas of focus.

Our drug discovery is all about open innovation. This is an initiative to create new drugs with original medical
impact by combining unique seeds with optimal modalities using the latest technology.
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Priority Areas of Drug Discovery Research

"developing original and innovative new drugs."

The Four

Priority Areas

e

Neurology '

Specialty

32/63

We have four main areas of focus: oncology, immunology, neurology, and specialties. As | don't have to tell
you, the unmet needs of these areas are still high, and patients are still waiting for the next step. Specialty is
an area that we will work on if unmet needs are high in addition to these three.

Updates of Open Innovation (2021 ~)

oo

2021 O 2022 O 22 D 2024
Month Partner Month Partner Month fainer Keywords Txiea Month Partner Keywords Tx Area
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Feb CUE Cytol
e S ? sonaina W o | 0
-, THeRARRuUTLES Feb { AI-TargetID | undisclosed
PeptiDreamn Apr Université Mar | ®e@ MOLCURE AI-Antibody undisclosed e
de Montréal
DDC Ny PDPS : Feb EME VHH Abs undisclosed
Mar oo Jun FC‘;te Mar bt 4 (cyclic peptide) | Yndisclosed e g
s Macrophage
Mar |, macomics modulal:inggAb Oncology T
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Nov :
Generative Al for "
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Dec |Vanderbil#Univ.| Research
4 Dec precwslonlife Dec Uk Dereitie e | Collaboration for | Neurology
R — Dementia
explained atthe R& D L Cang:r
i Y mmunothera
Day on Feb 24th, 2023 Dec | BioMed X | A rgeting | | Oncology
v Neutrophil

Here is a recent update on Open Innovation.
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It is summarized in a chronological table, but from last year's R&D meeting session, we have summarized the

entire year in NEW.
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Updates of Open Innovation (2021 ~)

oo

2021 O 2022 O 22 O 2024
Month Partner Month Partner fenth Fartner Keywords ‘ A Month|  Partner Keywords Tx Area
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As you can see, we are working very hard on the light blue section, biologics. We are also actively working on
the use of digital Al, as indicated by the orange circle, on a trial basis.
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Discovery Technology and Therapeutic Modalities

Biologics collaborations

oo
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This just changed that sequence we just reviewed.

36703

The left side shows the disease areas vertically, and the upper right side shows from seeds to modality. The
squares indicate the initiatives that have been undertaken over the past year.

One of the first initiatives this year is a commitment to antibodies. As for Al, of course, we are using Al to
search for seeds and drug targets. Especially for generating small molecule drugs, Al is being used in order to
improve the efficiency of drug discovery. In addition to that, we are working to make a strong use of Al in our

biologic’s efforts

Also, the white letters in the blue boxes show initiatives of ONO-7018 from Chordia, ONO-4685 from Merus,
and ONO-8250 from Fate, which | will mention later. Open innovation, of course, takes time, but | feel that
this type of open innovation is leading to the strengthening of the clinical pipeline.
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5 Key Features of Biologics Collaborations m
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Next, | would like to provide a small summary of our biologic’s initiatives.

As you already know, the main focus has been on small molecules from PG, but considering the current trends
in the world, we are also making efforts to achieve a good balance between success probability and portfolio
by engaging in biologics centering on antibodies.

In doing so, we will first utilize antibody libraries, digital and Al, and also work on the technological evolution
of multi-specific antibodies. We are not only working on drug discovery from the “seed” stage, but also
introducing research themes even from the “seedling” stage.

We are also working with Fate on cells and modified cytokines amidst the diversity of modalities.
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macomics Drug Discovery Collaboration with Macomics to Develop Macrophage- m
targeting Antibody for the Treatment of Cancer (2023.03.23)
[Tumor-associated macrophage (TAM)] i
+  Bladder =:
£ breast I m TAM:
s Bowel < b= Macrophages represent the major population infiltrating
s 5"°"L'a°“ B mosthuman cancers.
Hng ] == Luca Cassetta & Jeffrey W. Pollard

" | & | Macrophage Nat Rev Drug Discov 17, 887-904 (2018)

[ENIGMAC™ Discovery Platform]

Creating antibody drug candidates against

RNA seq of purified h k. novel macrophage targets
TAM vs Resident x o P
macrophages v mr
Bioinformatic Target validation :
filtering and target } with iPSC-derived o Al’ltlbOC.Iy
identification macrophages drug candidate
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First, this is one of the research themes introduced in the field of oncology from a British venture called
Macomics. As we explained in the clinical development session, Macomics is a company that deals with tumor-
associated macrophages TAMs, and it was created by Professor Pollard of the University of Edinburgh, who
was a leading researcher in this field. In the tumor microenvironment, the presence of TAMs is not negligible,
as shown in the upper left figure. After identifying and verifying their new drug discovery, we set out to
discover new drug discovery targets for macrophages.

In cancers where PD-1 is not effective and T-cell infiltration is not sufficient, we are trying to make better use
of macrophages.
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Option and Collaboration Agreement with Numab to
@ NiiviAs Develop Multi-specific Antibody NM49 (2024.02.14) m

e Multi-specific Abs. o Projects Introduction

Next-generation Plug & Play Novel Multispecific Therapeutic Platform

Various Multivalent Antibody Format Generation Technologies Based on Optimized Humanized scFv (Hu-Fv)

| gcm > M

e
y .-“1/, -
= L3
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Ultra-high throughput antibody Fusion of rabbit CDR

2 ) - Humanized antibody Fv Various Multivalent
discovery for high yield and with human Fv fragments that recognize Antibody Format
affinity rabbit antibody specific targets

From Numab website

o

Acquisition of an exclusive option to license Macrophage Engager NM49
40/63

Another macrophage initiative, which we announced last week, is Numab, a Swiss company that is quite
advanced in the engineering of antibodies.

We have already experienced this in our drug discovery partnerships since 2017. The company is working on
a macrophage engager using a multi-specific antibody called NM49, an approach that forces macrophages to

attach to cancer cells, although it is still in its early stages. This is one of the themes we have introduced, and
we are working to make it one of our future pipelines.
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T W | S 't Ono Enters into a Drug Discovery Collaboration Agreement with Twist Bioscience m
o " to Discover Novel Antibodies for Autoimmune Diseases (2023.08.31)

[Library of Libraries) ryS——

an expansive collection of synthetic antibody libraries based on naturally occurring sequences

o ¥ ¥ & ¥ X o o

Hyperimmune VHH Libraries Structural Ancestral Minotaur Al GPCR lon Channel Carbohydrate
Libraries 1. VHH Ratio scFv scFv scFv Hypermutated Libraries scFv scFv
1. Original Fab el Library Library Library scFv 1. GPCR 2.0 scFv Library Library
2 Common LG Fab 4. VHH hShuffle Hi Library EITRRAY
5. VHH GPCR

O

High probability of obtaining functional antibodies to targets

Twist will utilize the Twist Biopharma Solutions Library of Libraries to conduct research
activities to discover novel antibodies against therapeutic target(s) identified by Ono
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In addition to introducing themes, we are also working on more basic targets that we would like to work on,
partnering with well-established or highly skilled companies in the field of antibodies. One is Twist. They also

have an extensive library of antibodies, so we are working together with them to generate antibodies that we
are unable to generate alone.

<=, Ono Enters into a Drug Discovery Collaboration Agreement with Adimab
ADIMARB ™ to Discover Novel Antibody Drugs in the Oncology Field (2023.09.27)

. y o Antibody Libraries e Multi-specific Abs
[Adimab’s platform technology)
Yeast Library Rich experiences of multi-specific antibodies
~ Adimab’s bispecific approaches
\,_ lgG-based Bispecifics Fragment-based Bispecifics CD3-based Bispecifics
= « Common light chain (cLC) Adimab utilizes multiple fragment-based formats Proprietary CD3 binders

* Non-cLC via mutations cACTAA

¢ :_;;;,. If J:’il \i' hi{ ﬁ’l‘ ‘f 'i{

Eca»a(! b Llis

©

Adimab will discover novel therapeutic antibodies against multiple targets
selected by Ono and generate bispecific antibody product candidates

1+ 1 ard other formals
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Another company is Adimab.

The company has a rich format and experience and track record in the field of multi-specific antibodies, and
we are working to increase our pipeline of bispecific antibodies.
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Ono Enters into Collaboration Agreement with EME to Generate Novel m
.t m=2v VHH Antibodies against Multiple Therapeutic Targets (2024.02.21)

o Antibody Libraries

[What is VHH] [HTS Platform “The Month”]

Camelid HcAb it only takes approximately a month for

obtaining hit VHH to a drug target

Q9 @ @ @ 6

v VHH « Clonin, ‘ i it
VHH High Throughput Screening & A First Binding Assay S.equence A"aly‘ﬂs Characterization
with cDNA Display * VHH Expression + Hit VHH Expression of HIt VHHs

Front. Immunol., 21 August 2017 Sec
Vaccines and Molecular Therapeutics Volume 8 - 2017

Feature of VHH
+  small molecular weight (ca. 15kDa) Day 1-7 Day 8-12 Day 13-16 Day 17-23 Day 24-30

binding to different types of epitopes
from conventional antibodies

EME generate novel VHH antibody drugs against multiple therapeutic targets selected by Ono,
using EME’s proprietary humanized VHH screening platform “The Month”
43/63

We also decided to partner with EME, a domestic venture company. This is a VHH with a small molecular

weight. For targets that are difficult to obtain antibodies for, there are targets that can be obtained with VHH
due to its characteristics, so we decided the collaboration to make the most of the characteristics of VHH.
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A Collaboration and Option Agreement with Shattuck Labs m
for Bifunctional Fusion Protein (2024.02.13)

o Praojects Introduction e Diversified Modalities

2 SHATTUCK

Agonist Redirected Checkpoint (ARC) Platform |

Target 1 e " Target 2
] Fe Region

B Shattuck Labs has proprietary technology for creating modified proteins, enabling the
development of functional proteins for previously challenging therapeutic targets.

B Shattuck Labs has generated bifunctional fusion proteins
demonstrating immunomodaulatory effects in animal models and are expected to be
effective across a wide range of autoimmune and inflammatory diseases.

O

We will use Shattuck’s “ARC Platform” to develop Bifunctional Fusion Proteins for treating
autoimmune and inflammatory diseases.

https://www.shattucklabs.com/wp-content/uploads/2020/06/2018_SITC_TIM3.pdf (modified) 44163

In terms of areas other than antibodies, we collaborated with Shattuck to incorporate recent technological
advances in engineered cytokines.

We would like to work on a project in the area of autoimmunity, because the company has a technology that
enables the creation of proteins that have two actions with a single molecule.

These are the biologics-related updates.
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o Ono Enters into Collaboration Agreement with EVQLV to Generate Novel
= V@ L\/ Antibodies against Multiple Targets Utilizing EVQLV’s Al-powered Antibody m
Design Engine for Development of Innovative Antibody Drugs (2023.12.19)
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=
EVQLYV will generate therapeutic antibody designs using EVQLV’s
proprietary Artificial Intelligence (Al)-powered Antibody Design Engine

Next, let me touch on the initiative in the Al/digital area.

First, | would like to talk about the application to biologics.

This is a drug discovery partnership with EVQLV. This is entirely in silico, using a protein language model and
natural language processing, to activate antibody sequences from antigens from scratch. This is cutting edge
technology. We are now in the process of trying to see the possibility of dramatically accelerating the speed

of antibody design.
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Ono Enters into a Drug Discovery Collaboration Agreement with MOLCURE to

## voLcure Discover and Develop Innovative Antibody Drugs for Multiple Targets Utilizing m
MOLCURE’s Al-driven Platform Technology (2023.03.23)

o Antibody Libraries e Al - Digital

| S

Phage Display mRNA Display N W2
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s -3 . ® .
ne o ; ,\/\’_') I « CAAGTG CAAGTG »
/fl\'\ T @
Library design Screening DNA analysis by NGS Al analysis

EXPERIMENT

For more details, please refer to Molcure website (https://molcure.com/).

O

Utilize MOLCURE's proprietary Al-driven platform technology to discover and
identify antibodies or molecules for multiple targets of interest selected by Ono
47163

This is a domestic venture company MOLCURE.

We are also working on using Al to learn more about the various characteristics of biopharmaceuticals through

machine learning, which we believe will make it possible to create antibodies that have been difficult to create
in the past.
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Research Collaboration with Turbine to ldentify and Validate Novel m

~,v turbine. Therapeutic Targets in Oncology (2023.10.24)

: Al - Digital
[Simulated Cell™ Platform] o
The virtual cells capture cancer
biology and are used for in silico SR
cell simulation. Setup o sidlulate
virtual models = T experiments

Translate and

° validate results

Leveraging Turbine’s Al-driven cell simulation,

we are committed to identifying novel therapeutic targets in oncology. 1663

Let me also mention a few examples of Al outside of biology.

This is Turbine, a British company. The company owns simulation technology using cancer cells on a computer.
This is a method to collect information on cancer-specific biology, and to find new therapeutic targets based
on the information by calculation. This is one of the partnerships that we are looking forward to, as it will
hopefully lead to groundbreaking breakthroughs.
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.#m Ono Enters into a Research Collaboration Agreement with
hveni® InveniAl to Identify Novel Therapeutic Targets (2024.02.19) m

[Al haMeId] InveniAl's proprietary Al platform technology based on machine learning, © ~ vigia
p advanced natural language processing and large language models

| Data Source (Big Data) ‘

‘ Al technology ‘

Classify

\ o

|

Ideal mode of pharmacotherapy
Disease severity
Gene ontology

Generate Testable Hypotheses

s s s s s s

Disease pathways factoring in medical, scientific, strategic, and commercial considerations.
Proteinopathies We will interactively use a data-driven approach to
Standard of care

gl . identify new therapeutic targets and drug
Emerging innovation z . A £
discovery hypotheses across multiple indications. g ..

This was also in the press release this week, but we will use their proprietary natural language processing and
Al drug discovery platform technologies, including the latest technologies such as generative Al, and we will
work interactively with them to discover possibilities for data-driven drug discovery.

«%. Accelerating Al Drug Discovery with the Supercomputer 'Tokyo-1’ m
'I?:-K;ol (2024.02.01)

e Al - Digital
Vast amounts of genetic information data

-

Assessment of the value of proprietary seeds

Image analysis, video analysis, natural language
processing

Significantly reduce time and effort

Analysis of molecular structures and prediction
of interactions

Creation of high-quality new drug candidates

The photo above shows a supercomputer ) )
dedicated to drug discovery. It processes and Challenging the transformation of
analyzes massive amounts of chemical data and F

biochemical information at high speeds to identify the drug dlscovery process
promising drug candidates.

50/63

This is the last of the digital. This is not a venture, but a Tokyo-1 project, which is supercomputer for drug
discovery being developed by the NVIDIA. We are currently starting to explore the possibility of dramatically

changing value judgments and design predictions by processing extremely large amounts of data at high
speeds that have not been possible before.
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Open Innovation That Supports Drug Discovery

Discovery Research
Alliance Department

Discovery Research

Alliance Department

Business Development
Department

Compound
license

Drug discovery partnerships and
in-licensing drug discovery programs

@ Start-up companies m Venture companies

* Proprietary drug targets * New drug candidates
* New drug discovery * New drug discovery
technologies technologies

Research
collaboration

@ Academia

* World-class researchers
* Unigque drug discovery
seeds

Strategic investments

Ono Venture Investment, Inc.

https://www.ono-pharma.com/en/company/rd/open innovation.sf'lz‘clr,'gl3

That's all for open innovation, but | will update you a little bit about other forms of open innovation.

The first will be OVI, which is our CVC. Based in the West Coast in the US, we started with USD100 million, but
have now scaled up to USD200 million and are making investments with the strategic return of acquiring

information on innovation.

Investment in the start-up Bio-Ventures

oo

Company Location Notes Company Location Notes
o Bio-Venture for developing
I/ Mediar Boston, MA, Blo-VeNfLre for dsvblbpment.of §W|TCH South.San innovative genetic medicines to
,‘aﬁ( Trorapautics USA new drugs for the treatment of Francisco, transfori the treatimant 6F CNS
fibrosis THERAPEUTICS CA, USA diseases
Bio-Venture for drug discovery Bio-Venture for leveraging its
Tokyo, based on detailed protein ZAVIOLET | Cambridge, [ proprietary cell to cell engine to
bt e Japan structure information by cryo- ! Therapeutics MA, USA | develop a pipeline of the CNS
P y ery ' p a pip
electron microscopy therapeutics
" Bio-\l'.e nture committed to the Bio-Venture for developing CD8
@__"‘.F‘?Hﬂlﬁﬁi Waltham, | creation and_development of MOZARTY Seattle, Treg modulators for the
~ MA, USA | novel therapies for cancer niREes WA, USA | treatment of autoimmune and
patients inflammatory diseases
. Bio-Venture for developing
) . Bio-Venture for new gene
Cambridge, e s i ion-i i
ﬁﬁ; MA USgA editing therapy with a unique ,‘ Waltham, E:ﬁ:z:zr::::l?:_':;::s:;‘g
aroor ’ .
DRACEN R dectsaincanaime PhOtyS WG LS medicines(PHICS) to treat a
Bio-Venture for aiming to rangaiof dissasss
‘ Cambridge, | reprogram autophagy to m
Cf}%MA MA, USA | eliminate diseases that current ONO VENTURE INVESTMENT, INC.
drugs have failed to target https://www.onoventure.com/news

53/63

| won't mention one of each, but you can see listed here, we are investing in technologies and innovations
that will contribute to building our pipeline in the future. We are planning to expand this investment more

and more.
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Research Grants Through Foundations and Donated Courses m

ONO Medical Research
Foundation (FY1988~)

The Foundation provides grants for research activities in
the field of lipid metabolism disorders and also aims to
promote research and treatment in that field through
various projects, thereby contributing to the health and
welfare of the public. Since its establishment, the
Foundation has provided research grants and research
encouragement grants every year.

" Ph |
|rg,r:,?mo|irma|\?enuiz|zgy’ Hesearchi g ONO Pharma Foundation
= ik 8 (FY2016~)

Fou ndation“ (FY2022~) Aims to support principal investigators (Pls) who are scientists with creative

Aims to contribute to the health of people around the world by ideas in specific scientific research areas. By providing research grants, the
supporting cutting edge science and researchers leading to Foundation contributes to supporting innovations that lead to innovative
innovative (breakthrough) research achievements in the oncology, medical treatments of patients and promoting the research of young
immunology and neurology areas in which high unmet medical researchers.

needs still remain.

https://sustainability.ono-pharma.com/ja/themes/126,63

On the other hand, this is a way of giving back to academia, we have established a foundation that provides
research grants to researchers in academia, both in Japan and overseas.

The top left corner is the foundation for research, which is independently operate. It is called Ono Medical
Research Foundation. Since 2022, the foundation is for cancer, immunology, and neurology. We want to
support researchers who are working on research in areas where there is still a lot of unmet needs.

The ONO Pharma Foundation, shown on the right, is a foundation that is working to fund for cutting-edge
research in the US West Coast, Cambridge, and Boston, which are at the forefront of science.
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Strategic Collaboration with Fate Therapeutics to Develop iPSC-derived CAR-T (2018.09.18) m
Exercise Option to HER2-targeted CAR-T Cell Product Candidate for Solid Tumor (2022.11.07)

1. Preference of killing activity on HER2-expressing tumor cells and optimal killing signaling to avoid T cell exhaustion F lte

H,CasMab-2 CAR + 1xx o

|
T-cell receptor (TCR) deletion @K \\&5 CXCR2
; [ iPS Cell- \

L= |L7RF

CD38 deletion
TGFBR2-IL18R

h n CD1 6a 4. Overcome of immune suppressive environment
5. Combination effect with other therapeutic antibody

“Off the Shelf” iPSc-derived HER-2 CAR-T incorporate 7 Functional Edits

Please refer to Clinicaltrials.gov for information on the clinical trial of ONO-8250.
https://clinicaltrials. gov/study/NCT06241456 2term=F T825&checkSpeli=false 8&hkE3

|
|
\

derived CART
ONO-8250

Next, | would like to introduce ONO-8250 in a few pages.

As you know, this is also a drug discovery collaboration with Fate, which itself is working to create CAR-T using
IPS-derived cells. Their iPS gene editing technology is top of the line in the world, and they have the technology
to differentiate it into immune cells. This is a CAR-T that is coming out of the Fete drug discovery alliance, and
it is ONO-8250, which is a highly armed HER2-directed iPS-derived CAR-T, with seven gene edits.

iPS-derived cells are different from the autologous process, in which blood samples are obtained from patients
and prepared on site. A large amount can be prepared and quality can be made uniform. Although
refrigeration will be necessary, it is expected to have the potential to become a product in the form of an off-
the-shelf, truly product-like product.

In the case of the autologous CAR-T, medical institutions and patients are burdened with time, cost, and effort,
but with this iPS-derived CAR-T, we can expect great benefits.

We issued a press release that P1 of ONO-8250, targeting patients with HER2-positive solid tumors, has
started in the United States.
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Novel binder incorporated into ONO-8250 m

Fc:te 20245018098
.Fa[e Therapeutics Announces Initiation of Phase 1 Clinical Trial for FT825 / ONO- MEMR

8250 in Patients with HER2-expressing Advanced Solid Tumors

HER2IZH ¥ 2 W' AT REVIA IR % A L 7CART
AR IMBERPR SR 2 K EIC THt

1PSC-derived CAR T-cell Product Candlidate Incorporates Seven Syntheti
D

ois of Cell Function including a Novel HER2-targeted Antigen Binding

Phase 1 Study is Being Conducted in Collaberation with Ono Pharmaceutical

“The preclinical data for FT825 / ONO-8250 indicate a highly-differentiated
therapeutic profile across a broad range of solid tumors, with the novel HER2-
targeted antigen binding domain demonstrating selective targeting of
cancer cells expressing HER2 including those with low expression. We are

RIXFAFREFRARH 2 FEEFLSFONBERBROMRT -T2, HAMR
ERRNICHRTSMEER (CasMab ; ¥ v 2AT7) OMRET>TEE L. AF.
AMEDSESREY/\-1 T MRS EREHMRERICSVT, £ b LEMREMETREE2

excited to initiate the Phase 1 study in collaboration with Ono and assess the (HER2) %IBHY T BIAHER2-CasMab (H2Mab-250/H2CasMab-2) E{EML. SHI2EI
potential to benefit patients with hard-to-treat advanced solid tumors who IBERTREREH ¢ REFEZOERRLE LT
currently have limited treatment options.” $H6£1088, N BELTERX LU ORRER TS SFate Therapeuticstt (KEAY 7

FL=ZTFHY T2 TT) (3. HCasMab-2DBEFEHALSEAGTREF A SHE
REE (CAR) THEIABRRHTH 3 FT825/0N0-82500 BIEMFKRHBRICE VT, BERR

1. Preference of killing activity on HER2-expressing tumor cells and optimal killing signalingto avoid T cell exhaustion

H,CasMabh-2 CAR + 1xx

F EMIELIC L EREBLELL (hitps:/firfatett ics.com/news-releases/news
T-cell receptor (TCR) deletion g - | ,I CXCR2 ) P - .
eqpe———— b FRGUTIL, AREEHTIETERSAOBEEHRIC, FT825/0N0-8250D BAIMES
— szt iPSCell- SUE/7O0-FILaESEL ORBREL LT, FT825/0NO-8250D BEHE & AFHES
i Bpsenghnt) ﬁfl—m #7. ARBORBHM/— 5EURBEA/— FTIZ, B2, BSRSSURNID
CD38 deletion ~A 4 EimeE e . HUICRHE, BOBHCHEBI> PO LR LSAMEEAFEINET,
: e 155, HiMab-250/HiCasMab-20fFRIC DUTIE, FL 7Y
- et (https://www.preprints.org/manuscript/202309.0906/v5 ) TRARITNTLET.
hnCD16a
The above description is referred from Tohoku University. For more
https://ir fatether comj! L lease-details/fate- . es-initiation-phase-1-clinical-trial details, please visit the website (https://www med.tohoku.ac.jp/55657./63

The first of these seven gene editing is a HER2 antibody used for CAR-T. It uses a CAR based on H2CasMab, a
HER2 antibody superior in cancer selectivity, acquired by Dr. Kato of Tohoku University.
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Preferential targeting of HER2 expressed on tumor rather than normal m
cells is uniquely enabled by the novel H,CasMab-2 binder
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Hosking M, et al. SITC 2023 #268
ONO-8250 which expressed H2CasMab-2 based CAR showed preferential targeting of HER2
on tumor cells and not on normal cells 58/63

Here is the data that shows the actual extent of its cancer selectivity. This red marker is trastuzumab, which

is commonly used HER2 antibody. In contrast, the one shown in blue is ONO-8250, which uses H2CasMab as
the CAR.

On the far left is a HER2-expressing cancer cell line, although this one will show cell-killing effects with either
CAR. In terms of normal cells expressing HER2, CAR with trastuzumab CAR has a cell-killing effect, but basic
data suggest that our ONO-8250 has a low injury potential to normal cells, due to its superior cancer selectivity.

We will not know the magnitude of this until we see a clinical trial, but we are taking this as a signal to look
forward to.
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ONO-8250: Multiplex-engineered CAR T designed to address and m
overcome challenges currently faced by cell therapies in solid tumors
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Hosking M, et al. SITC 2023 #268
The transgenic elements incorporated into ONO-8250 have successfully demonstrated their intended functionalitysgl,63

Let me explain a few other features of ONO-8250.

First, we intend to target solid tumors among cancers. In such cases, there are various barriers, first, the
migration of tumor tissue is an issue. The CXCR2 gene has been gene-edited, and since the production of IL8
is increased in cancer tissues, the IL8 makes it easier for 8250 to migrate toward the cancer cells.

And then there is the middle one. As Mr. Okamoto explained earlier, this cancer microenvironment is an
environment that makes it difficult for the immune system to function properly and TGFB controls the
immunosuppressive environment. As shown in red, if TGFp is introduced, cytotoxicity is greatly suppressed.
On the other hand, by inserting the fusion gene of TGFB receptor and IL18 receptor, as shown in the green
curve on the right, it clearly shows cytotoxicity.

We have added one more thing to arm, CD16 gene is included as shown in the far right. It has also been
reported in oncology that the expression of the target can become heterogeneous due to the cancer's escape
behavior, in which the cancer eventually loses the expression of HER2.

Therefore, by inserting CD16 gene, ONO-8250 shows cytotoxic activity even in cancer cells that have lost HER2
expression, when used in combination with other cancer antigens.
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ONO-8250 : Robust HER2 Targeting Across a Wide Range of Antigen m
Expression Density
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ONO-8250 is capable of killing tumor cells
with a range of expression from HER2 high to HER2 low targets.

60/63

We believe that this may be due to the CAR, which is highly selective for cancer, but it has been confirmed
the cell-killing effect of ONO-8250 on cancer cells with low HER2 expression.

his is only a signal at the basic stage and will be confirmed in clinical trials.
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ONO-8250: Anti-tumor effect on HER2+ tumor bearing model m
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Hosking M, et al. SITC 2022 #304

ONO-8250 showed anti-tumor effect in HER2+ tumor bearing model.
Combo with anti-HER2 mAb enhanced anti-tumor effect by hnCD16a activation

This is the last data regarding 8250.

In HER2-positive cancer cells and tumor-bearing models, basic data have emerged suggesting that ONO-8250,
when used in combination with other antibodies, may enhance the anti-tumor effect.

As described above, the possibilities of iPS derived CAR-T, at least at this point, are very promising through

various kinds of armed gene editing that cannot be conceived of in the conventional drug generating process.
We look forward to future clinical signals.
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Discovery Technology and Therapeutic Modalities

Biologics collaborations
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This is a reposted content. We will continue to increase the number of partnerships in our priority areas, from

seed discovery to small molecules and biotechnology, and we consider that we would like to apply Al and
digital technology to various areas.

We would also like to speed up drug discovery, improve the probability of drug discovery, and strengthen our
innovative pipeline by working in these areas.
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Main Status of Development Pipelines m

Therapy Development B
Phase Target ]ndlcatlon

ONO-4578
ONO-7475
Oncology ONO-7914
ONO-4685

ONO-8250
ONO-7018

Immunology ONO-4685

ONO-2910

Neurology ONO-2808
ONO-1110
ONO-2020

Japan

Japan
Japan

Japan
USA

USA
USA
Japan
Europe

Japan

USA
Japan
USA

Solid Tumor, Gastric Cancer, Pancreatic Cancer, Colorectal
cancer, non-small cell lung cancer, Hormone receptor-positive,
HER2-negative breast cancer

Solid Tumor, EGFR mutation-positive non-small cell lung cancer

Solid Tumor
T-cell lymphoma

Solid Tumor

Non-Hodgkin's lymphoma, Chronic lymphocytic leukemia
Autoimmune diseases

Diabetic polyneuropathy, Chemotherapy-induced peripheral
neuropathy

multiple system atrophy

Pain

Neurodegenerative disease
63/63

This will be the last one. This is the current pipeline under development. We would like to produce clinical
signals, and we need to further enrich this pipeline itself and make it stronger, which is what we are currently
doing. We are fully aware that this is an issue that must be addressed and are doing our best to address it.
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Question & Answer

Imura: First, Mr. Yamaguchi from Citigroup Global Markets Japan Inc., please go ahead.
Yamaguchi: | will ask you two questions briefly regarding the first ONO-4578.

There was a blurry diagram, but if we look at it, we can't see it clearly, but the green one is the combo one,
and if you compare them properly, did you suggest that the OS is going to show quite well?

Okamoto: You are right, and as | mentioned earlier in my explanation, the blue one is Part C1, and the red
one is the matched data.

In the Opdivo trial, the drug was allowed to continue to be administered if patients re-consent even after PD
in many of the clinical trials because of the phenomenon of pseudo-progression, and apparently PD despite
being effective, which is common in tumor immunotherapy drugs and is called "Beyond PD".

Therefore, although it may be hypothetical, we have extracted data from patients who were continuously
treated with Opdivo after PD, which we believe can be compared with Part C1, and compared them with each
other in terms of inter-trial comparison.

Yamaguchi: Is it correct that you are aiming for Phase Il because the green area might start up at the top, so
this can go, including that?

Okamoto: Yes. The range indicates the width of the confidence interval. Although the judgment here will vary
depending on the viewer, we feel a certain degree of certainty from the fact that at least the confidence
intervals do not overlap much.

Yamaguchi: On the other hand, you have shown us various charts and graphs on the CRC. It's true that the
absolute ORR at first glance is very low, and | think the PFS is probably quite low as well, but I've been looking
at the OS for a little longer now.

Il understand that it's not bad, but there are quite a few drugs out there, so unless they're really good, | think
it would be difficult to get in later and push others out. If you have a strategy to increase the odds of winning,
or something like that, please let me know. It looks pretty tough if you go into as is, but what are your thoughts
on that?

Okamoto: Thank you very much. Can we show the slide for colorectal cancer? Part D Results.
Yamaguchi: Are you talking about the CRC data for reference?

Okamoto: Thank you. As you pointed out, we are not necessarily thinking of continuing the development of
Part C1 for gastric cancer and Part D for colorectal cancer in the same therapeutic line.

Since Part C and Part D are both from the early stages of Phase |, it was more of a test to see if the drug was
working as intended, including at the molecular level. So, you are right in pointing out that it would be a bit
tough to use the combination of Opdivo and ONO-4578 alone as a drug after the third-line treatment, for
example, with this result. On the other hand, as | indicated in the list of trials, ONO-4578 is also being tested
in combination with chemotherapy for the first-line treatment of colorectal cancer, so | am sorry to go into
too many details, but we are considering the future development of this compound in a combined manner.

Yamaguchi: In the first place, Opdivo doesn't work very well, so I'm not sure how it would work even if you
added something on that.
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Okamoto: You are right. In addition, as | have said earlier, obtaining tumor shrinkage in the later line of
colorectal cancer is quite challenging. On the other hand, it is generally true that the earlier the treatment
line, the higher the response rate for any type of cancer. We are considering that as well.

Yamaguchi: So, there is a way to put them on TAS, for example.
Okamoto: I'm sorry, but | will refrain from giving details.

Yamaguchi: | understand. Lastly, | understand that you have introduced a lot of technology, but | am not sure
how many of your people understand and can use it properly internally.

What about an allowance for such personnel? | hate to say this, but | bet there are a lot of technologies that
old-timer researchers have no idea what those technologies are about. | think it will be difficult to lead to drug
discovery even with the new technologies unless deals with a considerable amount of human resource issues,
such as bringing in people from outside who can understand them. So, | would like to know your thoughts in
terms of the allowance for those people?

Takino: As you point out, it is true that nowadays people who understand those technologies are really the
drivers in determining how this should be incorporated.

Therefore, it is not that we force to incorporate those technologies into our projects. In this sense, we
introduce technologies as we need them, and | do not think there is any need to worry about the technology
being left in limbo.

Yamaguchi: Do you use a lot of young people who do not do wet work anymore, or do you deploy a lot of
people who specialize in digital work?

Takino: We are aware of the possibility that people who only use dry may not fully understand biology. We
believe that we need someone who is half-wet and half-dry, but we have input into acquiring such a person
and are working on drug discovery that takes advantage of advances in dry technology.

Imura: Now, Mr. Sakai from UBS Securities Japan Co., Ltd., please go ahead.

Sakai: Regarding the table on page 12. Both C1 and C2, studied only 30 patients each, so | don't think you
have solid statistics yet. This means that C1 is the one with PD-L1 and C2 is the naive one. So, which is more
effective in this case? | think this is Opdivo, but | am not sure whether Opdivo or ONO-4578 works. Has any
verification been done in this regard?

Okamoto: Thank you. Although we have not disclosed it, regarding the acquisition of the biomarkers that |
mentioned earlier, besides comparing the clinical data with past data, we are also internally studying the
difference in biomarker movements between the biomarkers obtained when Opdivo is used as a single-agent
and when it is combined with ONO-4578. Therefore, including all the results, we interpret that there is a
certain degree of contribution of ONO-4578.

Sakai: Then that will have to be verified in Phase Ill. Does this mean that the trials that are being conducted
now will be validated in Phase II?

Okamoto: Yes. In Phase Il, we are going to confirm whether or not this will be a real PoC establishment in the
true sense.

Sakai: | understand. | have a question regarding ONO-8250. How will this be delivered? | believe it will be an
intravenous injection. For example, you may not yet know the number of doses or the dosage, but please let
us know if you have any information regarding that.
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Okamoto: Thank you. First, the method of administration is intravenous. As for the frequency of
administration and dosage, the first-in-human study has just started in the US, and the dosage escalation
process is the same as for small molecules or antibodies, so the currently it is not yet determined. However,
in general, there are CAR-T therapies that have already been approved in the field of blood cancers, and |
believe that they will be administered in a pattern similar to that of increasing doses.

Sakai: So, you are saying that this is effective against solid tumors because of the characteristics of the
substance itself or the antibody itself?

Okamoto: As you just pointed out, | think one of the reasons why CAR-T therapy and cell therapy are not
effective against solid tumors is whether they migrate to the local tumor. As Dr. Takino explained earlier, the
mechanism is that it is induced by cytokines released by tumors, so | think it will work in theory, but | think it
is necessary to confirm in clinical practice whether it actually works.

Sakai: | see. Thank you.
Imura: Now, Mr. Hashiguchi from Daiwa Securities, please go ahead.
Hashiguchi: | too have a question about ONO-4578 and ONO-8250, one each.

Regarding ONO-4578, why is the Phase Il trial a first line development? The C1 cohort is practically the first
line and C2 is practically the third line. Considering that the patient backgrounds are different in that sense,
C1 seems to work somewhat better.

Then, it seems to me that the change in the tumor microenvironment after the previous treatment with
Opdivo seems to have elicited the effect of ONO-4578. How should we understand Phase Il is for the first line?

Okamoto: First of all, we are currently conducting P2 and randomized P2. The control group is combination
therapy with Opdivo and chemotherapy. In other words, it is the current global standard of care.

Therefore, the study design that can most clearly clarify the feasibility of the study and whether ONO-4578 is
really contributing is to put ONO-4578 on top of Opdivo and ONO-4578 as the standard of care. This design is
possible for the first-line treatment.

Another is that we are conducting exploratory studies in combination with chemotherapy for first-line
treatment of colorectal and pancreatic cancer, for example, and we believe that chemotherapy for first-line
treatment of gastric cancer is relatively compatible with immunotherapy. We think this is mainly due to the
inclusion of oxaliplatin.

Therefore, it is true that there is a point to be made that the results obtained now may work well if only a
group that has acquired resistance is selected, but in terms of how much anti-tumor immunity can be
strengthened in total, we believe that there is a good chance for first-line treatment. Therefore, we would like
to take on the challenge of treating gastric cancer as a first-line treatment, considering its marketability.

Hashiguchi: Regarding ONO-8250, there seems to be a lot of views on the issue of secondary tumors, which
has recently become a hot topic in CAR-T therapy. There seems to be an opinion that Off the Shelf CAR-T may
be have higher risk than autologous CAR-T, but what are your thoughts on this?

Takino: At present, this is just a speculation, but there is a concept that unnecessary gene editing is included
in Off the Shelf CAR-T, leading to a risk. In this context, in the case of iPS gene editing, the uniformity of quality
can be fully assumed, so we assume that the risk may be quite different and lower.
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Hashiguchi: Does that mean that the gene editing mistakes that would cause secondary tumors to have been
identified and can be checked in advance before shipment?

Takino: That's right. Since iPS cells with gene editing will be differentiated and produced, we expect that this
will be an advantage of iPS.

Hashiguchi: | understand very well. Thank you.
Imura: Mr. Muraoka of Morgan Stanley MUFG Securities. Please go ahead.

Muraoka: Regarding ONO-4578, | think it's fine for Japan when a patient with gastric cancer is successfully
treated for the first line using ONO-4578 and can see a path forward, but will the rest of the world be able to
continue as is?

Okamoto: Thank you very much. When you say, “as is”, what do you mean?

Muraoka: In other words, the data from these studies could be used, for example, for an application in the
us.

Okamoto: Thank you. Since this is a Phase Il trial, the ultimate goal would be to conduct an international
Phase Il trial including the US after the results of this trial are obtained. Therefore, we are not currently
considering applying for approval based on this study.

Muraoka: | think there is a general background that gastric cancer is very different between Asia and the US.
If you do well there, you should be able to go after Phase Il in one test without too many problems, | guess?

Okamoto: As you mentioned, there are certainly epidemiological differences between Western and Asian
regions, but at least the combination of Opdivo and chemotherapy is one of the first-line treatments for gastric
cancer worldwide, so | do not see any particular difficulty in conducting the study.

Muraoka: | see. Thank you. On page four, where you talk about growth strategies, you also mentioned at the
beginning that you will launch Velexbru in FY2026. | have a feeling that the results of the clinical trials will
begin to appear later this year or so if we look at ClinicalTrials.gov. The point is, I'm asking, is there any way
to get the application approved one year earlier? Is that a rather unreasonable story?

Okamoto: Thank you. | am sorry, but we have been refraining from giving you an answer on the progress of
the clinical trials that we have been conducting. As President Sagara mentioned at the beginning of this
presentation, the test itself is going well. The clinical trial is now in a state where we can apply according to
the timeline we have always communicated.

Muraoka: The range of application periods is very wide in the chart, but which side is it?

Okamoto: | hope you will excuse me from answering that today. I’'m sorry. Since we have received a high level
of interest in Velexbru from everyone, it is natural that we will be updating the progress of the clinical trial,
specifically through public databases, etc., in the not-too-distant future. That's all | can say today.

Muraoka: | understand. Thank you.
Imura: The next question is from Mr. Akahane of Tokai Tokyo Research Center.

Akahane: | understand what you are saying about ONO-4578 and ONO-8250. This ONO-4578, in the material
you gave us, is a prostaglandin receptor, and it is already in Phase Il for gastric cancer, colorectal cancer. When
| first started covering your company, we were told that your company was a compound- oriented company,
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specializing in prostaglandins and enzyme inhibitors, and you didn't know what you were going to get. Does
that mean that the research team is now focusing on drug efficacy, such as cancer and immunity, as you
mentioned on the last page, after Opdivo?

ONO-4578 is for solid tumors, stomach cancer, etc., but is it correct to think that there are still many
prostaglandin-related seeds that can be developed in this way for cancer?

Takino: In the first half for your question, we are certainly shifting to a policy of understanding the biology of
diseases in the area, but this does not necessarily create a barrier between cancer and immunology, or
between immunology and the central nervous system.

In fact, | believe that the conventional trend of maximizing the value of the specialty, including the back pocket
of the specialty, remains. Regarding the latter half of your question, | interpreted your question as asking
whether more PG or PG-related projects will be applied to cancer, but | am not sure that we can expect to see
that many projects at this time.

Akahane: | understand very well. Thank you.
Imura: Thank you for your patience. Mr. Sawada of JP Morgan, please go ahead.
Sawada: | would like to ask four questions about ONO-8250.

One is gene editing. If you were to use CRISPR-Cas9, | think it would cost a certain amount of money. The
question is whether the burden of that cost is particularly problematic.

Secondly, | think that TCR is deleted to prevent so-called GVHD, but is this TCR deletion alone enough to
prevent it? | think that CD52, or something like that, is deleted together with some of the other existing
products, and I'm not sure if this TCR deletion will be sufficient.

The third point is ensuring the quality of iPS cells. | haven't heard from the industry that quality control of Fate
iPS is necessarily high. In that respect, | think it is said in this industry that the effects are completely different
depending on the quality of Fate's iPS cells, especially the quality. Therefore, | wonder, in that respect, how is
the quality?

Finally, Phase I. Now, | think it is a combination regimen with chemotherapy, why are you putting
chemotherapy in the course together? If you are looking at the effectiveness of this product itself, | think it
would be clearer to look at it as a purely administered course. That's all from me.

Takino: Thank you for asking all the questions.

As to the cost of gene editing, Fate has not separately disclosed or commented here, and we do not believe
we are in a position to do so. However, | will only respond with the comment that over-all, we are at least
hopeful about the possibility of an economic effect considering the current situation in autologous CAR-T
products.

As for whether the measures for GVHD is sufficient, | do not know the answer. However, it is not realistic to
say that we will continue to include dozens more edits of everything. If we are going to explore with reality
somewhere, we interpret the specifications we are working with now as being at least a sufficient profile to
conduct a clinical trial first.

As for ensuring the quality of iPS, of course, we are at the stage of entering clinical trials, and we have secured
the quality. However, Fate is not conducting a trial of iPS-derived cells as a first-in-human, so in that sense, it
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is not a pessimistic idea. This is the answer to the first three questions. Mr. Okamoto will answer the fourth
question.

Okamoto: Thank you. | am aware that the dose is not being titrated in combination with chemotherapy.
Generally, in all cell therapies of this type, lymphocyte depletion is done first for the administered cells to take
root, and we do conduct that.

Since it is a first-in-human treatment that is combined with chemotherapy, it is necessary to confirm the
tolerability of cell therapy alone, so we are currently at that stage, and we are not currently considering using
it in conjunction with chemotherapy.

Imura: Now, Mr. Wada of SMBC Nikko Securities Inc., please ask your questions.
Wada: | would like to ask one question each on ONO-4578 and ONO-8250.

The first is ONO-4578. | believe that the reason why these cancer immunotherapy drugs, after Opdivo, have
been slow to emerge is because, as your company is doing, they are biomarkers, so it is difficult to select the
right patients.

| would like to ask one question here, since you have just shown us this biomarker on page 16. Are you saying
that this can be done predicatively, or by measuring PGE2 in urine prior to administration, so that it is possible
to select patients who will benefit from the drug?

Okamoto: Thank you. As | mentioned earlier during the presentation, retrospectively, when we separated
patients with SD or higher from patients with PD, the fact that PGE metabolites were high in urine suggests
that this is one of the proofs that ONO-4578 contributed.

On the contrary, this does not mean that we will continue to develop these biomarkers as predictors of
efficacy and effectiveness.

In addition to us, other companies have also developed compounds that target EP4, and | recall that there
have been reports in the past that the metabolites in urine may play some role in the efficacy of these
compounds.

Wada: | understand. Thank you. Regarding ONO-8250, it is said that there are two reasons why CAR-T cannot
be used or applied to solid tumors. Regarding tumor metastasis, CX and CR2 have been included, so | think
this is what we are trying to deal with.

The other thing is that cancers that are heterogeneous and express antigens other than HER2 are unavoidably
expressed heterogeneously with solid cancers, so if they remain, it is difficult to be effective. | think these two

are reasons.

In the latter part of the article, on page 61, you use HER2 antibodies in combination with the HER2 antibody.
Can you explain the reasoning for this again?

Takino: Thank you for your question. | am sure this can be interpreted in many ways.

The HER2 antibody trastuzumab may have a different epitope from the HER2 antibody that we use for CAR,
and in such a case, the ability to bind to it in multiple points may be increased.

To be honest, we do not yet have enough insight to comment clearly on how this generalized or synergetic
effect is occurring.
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Wada: Does Fate's CAR-T alone have an added function of killing tumors that do not express HER2, or
attracting such T cells?

Takino: Are you asking about tumor cells that do not express HER2? We do not expect to go that far at this
time.

Wada: So, will you target that with another antibody?
Takino: That’s right. | hope | answered your question.
Wada: Yes. | understand very well. Thank you.

Imura: | would like to conclude the R&D meeting.

Thank you very much for your participation.
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