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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

Recurrent malignant
meningioma

Recurrent malignant
meningioma

Recurrent late stage head and
neck cancer

Recurrent head and neck
malignancies

Recurrent malignant gliomas

Glioblastoma

Glioblastoma mu ltiforme

Glioblastoma mu ltiforme

Brain tumors

Glioblastoma mu ltiforme

Extensive squamous cell
carcinoma

Glioblastoma mu ltiforme

Recurrent hepatic cancer

Recurrent lung cancer

Recurrent laryngeal cancer

Extramammary Paget’s disease

Vulvar melanoma and genital
extramammary Paget’s disease
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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
IRMEOT 30 and WR.harmnnnhamdalsnine (SPM.M1) in natiente with mecormot malinonant alinoms (MG (ndmardhe

| CONFIDENTIAL AND PROPRIETARY

HWwoo dno oauspe ey sdY WOl papecjumog




&S hEA P R

it

BNCTIGHf|

221 FIAEVBIBE  ygao0008s  TEET2023 6 /R50RE

202046 E 4 FSEMNEIRERIR gpyTng ISR e
o ST TRIENTTE
NBARER . . *

*

2020H1 2020H2 2021H1 2021H2 2022H1 2022H2 2023H1 2023H2 2024H1 2024H2

)
2020838
BNCTEHZA
2 Ay - Y :
o= 20224228 A1F
gggiéggg’%;%\ &R TATENE YEET2024EF R NIE
- sk, FRIRESEE 17, FIRESESE

23
| CONFIDENTIAL AND PROPRIETARY



RN

&S hEs PR

| CONFIDENTIAL AND PROPRIETARY

Zh o
Step01 wmp | Step02 mmp | Step03 mmp | Step 04 =mp
E R
L B
- R F

=[S

BEBNCTHIL

e

BrEPESIE,
AEIERRNEE
HREFREINMPA
FREBE A,

ety

EEAZ(EEET
IR RS,

R

FREE TR REIE fEE
FRFRTREERAEE R

24



&S hEs PR

RN

HengE=E
TEETHR2022F S TR, ERNREGRE

Bl S Bl Aerial View

S EEBIEBNC TR ETRIERE

B ESE—a 0 R AR,
B e S —{E R IR R AR VEETL

SR IEBNC TR TSR E

| CONFIDENTIAL AND PROPRIETARY 25



BNCTI&H &3

&S hEs PR

»

-

1r s 1

FRENEEE, 51, E(EEE, STESE
18 E AR L EatR AR OE(E, hES
—(EESTI ST, MO MHRIRE 2 —

EST AR R, EESRIREga, X
EFBHHE (ASTRO) R, PEHMESNI BTSN SCEMEIEER B ISR
SSREEREEGNE, THCNES RSB . EEREASEEHNRS TR
FHBREER, THRFERERSRBERERIES ‘ Bt

GHEEAE. TEES2EA.

XREfET

EmATRAERAER
EZEH AT B EE
BEHAKNERE FE=E=R

[/]
g

BEFESISNIS, T8 1 \
SRS I L B TR R SR YN T i AL Ve

FISmEER/NEHR, SHaREREREER, TEmaAR
BRI AT 126, (ERERNEE 1878 R E R TR F T4,

B BEhEREBEESNTIEERESZE3. 4. 5. BEE, B
EENTEEREEETE]. 2. JEEXE. TENGIIEREMTE.
5. 6JEHRZ.

SUt: BEEEREHCIIMNERERET
BE. HFEAMGIRINGIMIEREE

=
=}
| Z8. THEMBZREEEREZETERE

[S13)
=

XH XM

- o

| CONFIDENTIAL AND PROPRIETARY 26



BNCTIREHSERH

&S hEs PR

EMEEE /.

& EONETEL

IS ENE, 31, F(TESET, THSTAEET

BN RR AR Y LA R i ZE R T A R X
BB ENRBELE/RPETHOEIARE, JbHEEPEEXR
B S e B E R B = R 2 B E A E R
IBZESRZ KA E I (Helmholtz-Zentrum Dresden-
Rossendorf, HZDR) Bf&iEEE L, SEERERIAZE

FAEEE 5y (UT Southwestern Medical Center at Dallas,

UTSW) B3R, (ESEERTIERBS/RZET6R
F. IFEREARNSZESSIFHIEEZIA.

| CONFIDENTIAL AND PROPRIETARY

BEHIE, sres, B, Eream
o EEABWEEEEEELKE, SI8E LHENEASLYRE TIRammey e mine e (5
o JLENEIMEHEFIEESTERE. TENSIERREERESE. SRS SRESE, S

20065 2 BRI RN RIS BEIRET IR TIF 0
2013-20195F#E{EDelaware County Hospital LA Alliance Oncology (16ZERRIRESE = KRB Z B RIS ErEEE

SSRGS, mt, o=, wochEm
8 B KB L B R P B

2003 SRS AR 2N B.1.D. B F B R
&, 20065, BEHEIREELS —FLE, 20074F
2NNERESKRTIEZY, 20165 FighRlinEs
—&H42, 2017 AE B REEEEETARE

B,

BRISEEIS, mt, e, wothEm

EE XM BEEFFL D ETOEE
FTEUESHERABERNGYE. WEISITa

&, 20 (FEPEESREER) . (TERERE
ZEpEZIA (MDT) Sx3t#) . (FEREREN

EhAEERIE) . (NCON MR RRIEE S
M) (FEEEEIHEMNERES.

27



&S hEs PR

1E fERERIThIS >

P B sk H & A A s Ak

TESEEN RS CARE R, BRIV IMREERES FATER

180
160

- TE4%,
l: | | | | 20207 ERHRFBMBRFET B FIRE, FAIRA; RAOESEE
Tk 1428, FET-7.58BA: ElRE.2E A, 48,

N R
A S '\-‘s“s”? "v\s'\'@o@""é“" Py .\9’5’6‘?%‘?

FoAAR: A miadgit s, RAERFLETHAR: M miaiands

ERE, sersrREERTERAEIES0004),

o MEISIE BB rrnmAsuoE, FrARSE. . EemEENSEEFEERS%.

o THISBERESEETERE% é aexn SEIEKZT3%~5%

o mnEEETET NEEEHSSE=, ERRAMNS, HuEs | sy
= N ‘ E20124E LIk, 2B E-AM 50“'55?
ZZBNCTIEE i @ BRMH LA @ >e5HEERE

o BT SSHE. EERNRES FRHIFELE 23.2F3w. P<5.50 17.8%

/ T ,_n_ E
BiIxxRs : @ 1. 1A, 1NIRE. IVERRYSSE T

| RERBIERORBFE S
‘{ HErEPE%r?ing_ ;&E’JHEr 44% %
ERPRIE: BB ERRE/20185E L 20 12 S IRE A RIEI R 94%
5%

232,000, FETHEHIERSS.00061, 425%  2.83%F 1425

@ FR{EFH
| CONFIDENTIAL AND PROPRIETARY 28



&S hEs PR

BNCTHIhiZFH K

o IREEHAELERRE, BA1EISABALLHE.SEBNCT:RE, BHERNI0E,;
o HEREAOBSFIEBETEK, RIEBKERMEN70E, EEEEANTHEHEES—EBNCT
ey,

AEEUE R ERIZKIRL Cyber Med [EHiHE%E]
| CONFIDENTIAL AND PROPRIETARY 29



&S hEA P R

AAiERIR

e RIRYR
BNCT#RIE
CAR-T#HREHR1E
EEHIRIE
ERERxX

ERES

| CONFIDENTIAL AND PROPRIETARY



AiEiak: BERIFREHRISEERH

&S YIRS

LiskEEEY) REFSE— R AIREMREREER, EEREEENN=ATITFE.

ExRmmBEER

2 4 i PR T gt Ve 3 0

% # £ CXSL2000315 #4455 2021LP00063
BRI A BUR IR ]

BE(FEARENEAREEERE) REANE, &%
%, 2020 4 11 A 04 HZEH LYOOT 4 E 5T R B 6 20 d i
MenE XEKR, BEFRELR/EIEHE CD20 fHlE B AR E
TaMmEHE (B-NHL), ®#EiRE A B % Eidk 2 & (DLBCL)
A B SR B8 (TFL) #vilE KiK.

| CONFIDENTIAL AND PROPRIETARY

B 2021518205 INDERESIENESHE]
CDE#bE;

m EEINRRFIEHINDEISE—SRCD2050
ERYCAR-TEMR.

= KIMFE

@ OX40LLF(SaE =

@ BRCAR-TIRHTEE

FHEIERSBIIMAXES

31



&S thm e R AR

B RRMRR

BRI E2REER
EERSCD20-CART-OX40I N 1 ==E5 252021 F1 B27HIEREEZRAS { Science Translational Medicine )

Science Translational Medicine  cosems - News - carcers «  soumals - A chimeric antigen receptor with antigen-independent

A0S Aingneates patert Anumo sy

Huihui Zhang"*3*, Fanlin Li"*3*, Jiang Cao®*, Xin Wang®, Hai Cheng®, Kunming Qi*, Gang Wang®,
SHARE  RESEARCH ARTICLE CANCER

Kailin Xu® Junnian Zheng®, Yang-Xin Fu’, Xuanming Yang"?3!
A chimeric antigen receptor with antigen-independent
0X40 signaling mediates potent antitumor activity

) Huihui Zhangm'g'*, Fanlin |_ﬂ,2,3,*‘ Jiang Candv*, Xin Wangs, Hai Cheng“, Kunming QiA, Gang Wang(’l Kailin
Xu4, Junnian Zhengﬁ, Yang-Xin Fu’ and ( Xuanming \I’angﬂ'zva'T

Science

. Although chimeric antigen receptor (CAR)-modified T cells have shown great success in the treatment of B cell
Translational

dici malignancies, this approach has limited efficacy in patients with solid tumors. Various modifications in CAR struc-
1 Medicine ture have been explored to improve this efficacy, including the incorporation of two costimulatory domains.
Vol 13, Issue 578 Because costimulatory signals are transduced together with T cell receptor signals during T cell activation, we

27 January 2021 . i 3 i 5 &
engineered a type of CAR-T cells with a costimulatory signal that was activated independently from the tumor

ebleotcantents antigen to recapitulate physiological stimulation. We screened 12 costimulatory receptors to identify OX40 as the

0060600

Sﬁgg;g;ﬁ;&gegﬁ;gfCe” Biology-and Immunology; School of Lite Stiences-and Blglechnology, Shanghai Jiao: Tong University, most effective CAR-T function enhancer. Our data indicated that these new CAR-T cells showed supetior proliferation
2 Joint International Research Laboratory of Metabolic and Developmental Sciences, Shanghai Jiao Tong University, Shanghai capablllty c.ompared to current.second—gene.ratlon CAR-T cells. OX40 Slgnaimg rEdl!ced CAR-T ce.ll apopt05|s ﬂ:' rol.!gh
200240, China. ARTICLETOOLS up-regulation of genes encoding Bcl-2 family members and enhanced proliferation through increased activation
iKsy Lalr)crsa}:ory t;)f Sé/(s]tuezrzg Béf,md’cme (Ministry of Education), Shanghai Center for Systems Biomedicine, Shanghai Jiao Tong =% Email & Download Powerg of the NF-kB (nuclear factor xB), MAPK (mitogen—activated protein kinase), and PI3K-AKT (phosphoinositide 3-kinase
e ¥ & Print © RequestPermissic 4 the kinase AKT) pathways. OX40 signaling not only enhanced the cytotoxicity of CAR-T cells but also reduced
4Deparrmem of Hematology, Affiliated Hospital of Xuzhou Medical University, Xuzhou 221002, China. « Alerts @ Citation tools 5 = 5 e : - SN < 3 i
Sshanghai Longyao Biotechnology Limited, Shanghai 201203, China. b s exhaustion markers, therfeby m.alntalr"ung their fu‘nctlon in immunosuppressive turn.or mlcroenwronn'!e:nts: In
6Cancer Institute, Xuzhou Medical University, Xuzhou 221002, China. mouse tumor models and in patients with metastatic lymphoma, these CAR-T cells exhibited robust amplification
7Department of Pathology, University of Texas Southwestern Medical Center, Dallas, TX 75390, USA and antitumor activity. Our findings provide an alternative option for CAR-T optimization with the potential to
aTcorresponding author. Email: xuanmingyang@sijtu.edu.cn MY SAVED FOLDERS overcome the challenge of treating solid tumors.
<* These authors contributed equally to this work. = save to my folders
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