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This presentation may contain certain “forward-looking statements” which are not historical facts, but instead are predictions about future events based on
our beliefs as well as assumptions made by and information currently available to our management. Although we believe that our predictions are reasonable,
future events are inherently uncertain and our forward-looking statements may turn out to be incorrect. Our forward-looking statements are subject to risks
relating to, among other things, the ability of our service offerings to compete effectively, our ability to meet timelines for the expansion of our service
offerings, and our ability to protect our clients’ intellectual property. Our forward-looking statements in this presentation speak only as of the date on which
they are made, and we assume no obligation to update any forward-looking statements except as required by applicable law or listing rules. Accordingly,
you are strongly cautioned that reliance on any forward-looking statements involves known and unknown risks and uncertainties. All forward-looking
statements contained herein are qualified by reference to the cautionary statements set forth in this section.

We have provided adjusted net profit, which excludes the share-based compensation expenses are not required by, or presented in accordance with, IFRS.
We believe that the adjusted financial measures used in this presentation are useful for understanding and assessing underlying business performance and
operating trends, and we believe that management and investors may benefit from referring to these adjusted financial measures in assessing our financial
performance by eliminating the impact of certain unusual and non-recurring items that we do not consider indicative of the performance of our business.
However, the presentation of these non-IFRS financial measures is not intended to be considered in isolation or as a substitute for the financial information
prepared and presented in accordance with IFRS. You should not view adjusted results on a stand-alone basis or as a substitute for results under IFRS, or as

being comparable to results reported or forecasted by other companies.
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TABLE 1 Boron neutron capture therapy in cancer treatment
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Recurrent malignant
meningioma

Recurrent malignant
meningioma

Recurrent late stage head and
neck cancer

Recurrent head and neck
malignancies

Recurrent malignant gliomas

Glioblastoma
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Glioblastoma mu ltiforme

Brain tumors
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Extensive squamous cell
carcinoma
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Recurrent hepatic cancer
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Background and purpose: Boron neutron capture therapy (BNCT) can be performed without reactors due
to development of cyclotron-based epithermal neutron source (C-BENS), which is optimized for treat-
ment for deeper-seated tumors. The purpose of this study was to evaluate efficacy and safety of
cyclotron-based BNCT with borofalan ('°B) for recurrent or locally advanced head and neck cancer.
Materials and methods: In this open-label, phase Il JHNOO2 trial of BNCT using C-BENS with borofalan
(1°B), patients with recurrent squamous cell carcinoma (R-SCC) or with recurrent/locally advanced
non-squamous cell carcinoma (R/LA-nSCC) of the head and neck were intravenously administered
Hisd s heck caiivet 400 mg/kg borofalan ('°B), followed by neutron irradiation. The tumor dose was determined passively
Phase Il study as the mucosal maximum dose of 12 Gy-Eq. The primary endpoint was the objective response rate
C-BENS (ORR). Post-trial observational JHNOO2 Look Up study was planned for evaluating locoregional
Borofalan ('°B) progression-free survival (LRPFS).
Results: Eight R-SCC and 13 R/LA-nSCC patients were enrolled. All R-SCC patients had prior radiotherapy
with a median dose of 65.5 Gy (range, 59.4-76.0 Gy). The ORR for all patients was 71%, and complete
response/partial response were 50%/25% in R-SCC and 8%/62% in R/LA-nSCC. The 2-year overall survival
for R-SCC and R/LA-nSCC were 58% and 100%, respectively. The median LRPFS was 11.5 months for R-SCC.
Frequently observed adverse events included alopecia (95%), hyperamylasemia (86%), and nausea (81%).
Conclusion: These data suggest that BNCT using C-BENS with borofalan ('°B) is a promising treatment
option for patients with R-SCC or R/LA-nSCC of the head and neck.
© 2020 The Authors. Published by Elsevier B.V. Radiotherapy and Oncology 155 (2021) 182-187 This isan
open access article under the CC BY-NC-ND license (http://creativecommons.org/licenses/by-nc-nd/4.0/).

Keywords:
Boron neutron capture therapy (BNCT)
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Table 1 Effectiveness study for JHNOOZ trial

Number of cases (%)
(23.8)

CR (Complete 5
response)

PR (Partial response) 1
SD (Stable disease) 5
PD (Progressive 0
disease)
NE (Evaluation not 1
possible)

nSCC 13 13 7 5 3 3 3 3 2

0 (47.6)
(23.8)
(0.0)

(4.8)

(b) 100 L TR T 1 I S——— A"
= 1 SCC
i
s —— nSCC
-
wn
T 50 4
8
D L L L L] L) L L
0 6 12 18 24 30 36 42
Months after BNCT
Number at risk
sce 8 8 8 7 4 3 1 0

nSCC 13 13 13 13 13 8 2 1
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Accelerator-based BNCT for patients with recurrent
glioblastoma: a multicenter phase II study

Shinji Kawabata“, Minoru Suzuki, Katsumi Hirose", Hiroki Tanaka“, Takahiro Kato, Hiromi Goto", Bé ?E E
Yoshitaka Narita", and Shin-lchi Miyatake'

Department of Neurosurgery, Osaka Medical and Pharmaceutical University, Takatsuki, Osaka, Japan (S.K., S.0.-M.);
Institute for Integrated Radiation and Nuclear Science, Kyoto University, Kumatori, Osaka, Japan (M.5., H.T);
Southern Tohoku BNCT Research Center, Koriyama, Fukushima, Japan (K.H.;TK.); Department of Neurosurgery,
Southern Tohoku Research Institute for Neuroscience, Koriyama, Fukushima, Japan (H.G. ) Department of
Neurosurgery and Neuro-Oncology, National Cancer Canter Hospital, Chuo-ku, Tokyo, Japan (YN.)

Comesponding Author: Shin-ichi Miyatake, MD, PhD, Department of Neurosurgery, Osaka Medical and Pharmaceutical University,
2-7 Daigaku-machi, Takatsuki City, Osaka 569-B686, Japan; Kansai BNCT Medical Center, Osaka Medical and Pharmaceutical
University, 2-7 Daigaku-machi, Takatsuki City, Osaka 563-8686, Japan (curment) shinichi.miyatake @ ompu ac.jp).

Abstract

Background. Boron neutron capture therapy (BNCT) utilizes tumor-selective particle radiation.This study aimed to
assess the safety and efficacy of acceleratorbased BNCT (AB-BMNCT) using a cyclotron-based neutron generator
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A chimeric antigen receptor with antigen-independent
0X40 signaling mediates potent antitumor activity

Huihui Zhang"z’s*, Fanlin Li1'2'3*, Jiang Cao“*, Xin Wangs, Hai Cheng4, Kunming Qiq, Gang Wangé,
Kailin Xu®, Junnian Zheng®, Yang-Xin Fu’, Xuanming Yang"z'“

Although chimeric antigen receptor (CAR)-modified T cells have shown great success in the treatment of B cell
malignancies, this approach has limited efficacy in patients with solid tumors. Various modifications in CAR struc-
ture have been explored to improve this efficacy, including the incorporation of two costimulatory domains.
Because costimulatory signals are transduced together with T cell receptor signals during T cell activation, we
engineered a type of CAR-T cells with a costimulatory signal that was activated independently from the tumor
antigen to recapitulate physiological stimulation. We screened 12 costimulatory receptors to identify OX40 as the
most effective CAR-T function enhancer. Our data indicated that these new CAR-T cells showed superior proliferation
capability compared to current second-generation CAR-T cells. 0X40 signaling reduced CAR-T cell apoptosis through
up-regulation of genes encoding Bcl-2 family members and enhanced proliferation through increased activation
of the NF-kB (nuclear factor kB), MAPK (mitogen-activated protein kinase), and PI3K-AKT (phosphoinositide 3-kinase
to the kinase AKT) pathways. 0X40 signaling not only enhanced the cytotoxicity of CAR-T cells but also reduced
exhaustion markers, thereby maintaining their function in immunosuppressive tumor microenvironments. In
mouse tumor models and in patients with metastatic lymphoma, these CAR-T cells exhibited robust amplification
and antitumor activity. Our findings provide an alternative option for CAR-T optimization with the potential to
overcome the challenge of treating solid tumors.
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