e N M ' -‘AWe‘Berleve tna*ro‘s‘Sbbll,ltles
Rty - o*a: DO)Z’NM @&MA@ '60)7’*&)!-.

° s - . ..
. . . »
5 . | 5 .

2024fF-34 H oy WS R

&ﬁuﬁﬁﬂAéﬂ ;

20245%5H
AT IIT 77—V KNSt Gr%1—r:4888)

xRtk LR =5

COPYRIGHT © STELLA PHARMA CORPORATION. ALL RIGHT RESERVED.



STELLA PHARMA

EXG x EREESOEAADTE &S
wiztiz. BNCT (Boron Neutron Capture Therapy ; wy&fhMFEiEER) ICAVD
MO RFEHIFEFERCEEIRFEICIRVBATOET,

BNCT &

TYRER(0B) & TR ERBADES | AR

<

|||||

»

TLit%

=3 15
» - AN - . > —
- { : -
. = P e ’
™ BEEES- - ;2 -_egfs™ 0 ) -
T, e
N
-
R
- //

ROT7352(10B) Rt IRETERIE

ZAFROZ VRS EE T BNCT & 25 /4 NeuCure®"
/N4 9000 mg/300 mL EREERTENRSH

2ATFS5T7—IhAEtt

COPYRIGHT © STELLA PHARMA CORPORATION. ALL RIGHT RESERVED. 1) R B T E R R SR — AR —Zhttps://www.shi.co jp/industrial/jp/product/medical/bnct/neucure.html (20218108 11H 71T X)



https://www.shi.co.jp/industrial/jp/product/medical/bnct/neucure.html

PIIT IS

1. 2024F3HE FEHIE
2. 2025F3AH FETE
3.
4. ZFER

I

NERHR=ETE 2027 (20255388~ 202 743 B4)

COPYRIGHT © STELLA PHARMA CORPORATION. ALL RIGHT RESERVED.



STELLA PHARMA

1. 2024 F3 AHEADFRIRE

COPYRIGHT © STELLA PHARMA CORPORATION. ALL RIGHT RESERVED.



2024438 KAV -
m So LBk 26988 GEERBEET 7. 6%1E) & SEEY DAR—2 THETS

B OAERIAD SHAELSE. AR SR CSEN A
—msn R ERRIR G-t KPItshzusnanszBiZx EO> TEH

m BNCT@?@'TE&:E\\%EE%E_%‘BD%l:ﬂ@“%ﬁi‘ﬂ'l‘il:F%?%Eﬁgb\tancers@%?ﬁ&l:?%%ﬁ
suwmEmEsEl 1 R o1 2 Anesicar. K <ghE

= ﬁ%ﬁ%ﬁ# i Eﬂﬁ$%€ﬁ9ﬁt L7=ERE T AR EET e B () T BT R T 2 =R T
AGEERES ICalT. T— YR ORRIC DU\ TEEIC A

(I BDERMEZD

m ETAEEARRAZLERL TV SBNCTIZONT, FIFBE
BNCTEINGE I tBEGREAERRLA

B ERSERFXADOEARMEICHT, FHREESFHOREZEE BRER UMD AFHRS Fen
BEODNETEMN2AXKRICTET . PEFRHEFKEF2024F2RITBRASEICEIE. 1V AM—)LEEHH

B KE-EURSADERICEIT, BhET SEFEEDIRPIRS, miBEHROIEZ X

COPYRIGHT © STELLA PHARMA CORPORATION. ALL RIGHT RESERVED.



ja2sstEE -

STELLA PHARMA

(BfI-/Ahaml)

2023F3RHA 2024F3RHA

(:EHA) (:EHA)

REFIERDIBIN

55 Bl - AR B 1,035 1,029 /\G | FEEEOHIEIC L DREEDEHR

(RS ) (374) (393) (19) | BEEHRICICHRDFMAEBIRBES DI

=E =L YN /\806 /\760 46

BEIEk(A) AN\T75 A\T760 15

WSS (A) AN\T78 /A\T763 15

COPYRIGHT © STELLA PHARMA CORPORATION. ALL RIGHT RESERVED.



I2sEtEE S

STELLA PHARMA

REFIEDIEMIC K VTR ESEBR ISERFREICRELVY—TT1 200 T4 —IHBRFEIKRFEE LG DD, ARRRREILEEDEEFHERNR
ZERIRUBDSBEIRMIZ T THIT. TDMDBREFTFHERZ I EHSTHEL. BERXELE,

(B - BAM)
300

100

A19 A\25

10 17

A100

A300

A\500

AT00 ANTTH5

A900
RSB @EHEKR %= EE o BERE DI MEEARADZE T=IFavI74— HEEFE EFEHEX

COPYRIGHT © STELLA PHARMA CORPORATION. ALL RIGHT RESERVED.



B IR -

STELLA PHARMA

(BAfi:®AAM)

2023F3HA 2024F3RHA

EES LGES
MENEREE 3,792 3,629 /A\163
(R RERUTER) (2,710) (2,052) (ABS7) | EEmESCHERRBESOXS
BElE&EE 536 191 AN344 | HREOKRS
BEQsT
/=L 421 455 34 | BEEZFDEM
ERE=lE 1,154 088 /AN\166 | REEASDFD

1,576 1,443 AN KCY)

HEEASt 2,752 2,377 AN\375 | IS5UMCL DG YEBMEEDET L

BfEMEESE 4,329 3,820 /A\508
HEERLLR 63.3% 62.0% N1.3%

COPYRIGHT © STELLA PHARMA CORPORATION. ALL RIGHT RESERVED.



Frva1-JO—EHE

2023 F3HHA

(:EHA)

2024F3 AR
(;EEHR)

=

STELLA PHARMA

(B /AM)

REK{RURERFNDEREE

RERUHRERFVOHETZRS

REMUBRERFVOEFHRES

/A\565
3,235
2,669

SR - L 2oy - T0— N827 A\876 A\49 gﬁiﬁgiﬁ”’ﬁ’*\*’“ﬁ”@*
BEEHICLBF YY1 T0O— AN\29 A9 20 | sHEEEEADBEEDRD
MESERIC LB Fryya1-J0— 291 228 /\B3 | M TR OHRI- & SRAH

COPYRIGHT © STELLA PHARMA CORPORATION. ALL RIGHT RESERVED.



STELLA PHARMA

Fryia-JO-E8EE =

FEFEENOHLAF OMEILICHAIT-HAREOEFEEXICESH S —F T, ERDEEHERRICES. HRERAAEEDL SHRELREIMH,
F v v a1 OERESIZ20/EMEA

3.500 (B : BAM)

3,000

3,235

2,500

2,000
1,500
1,000

500

291

228
/827 /29 /\876 A9

/500

/1,000

2022£E3R A E#CF ’&CF BA¥5CF 2023fE3R #A E#CF ’&CF BA¥5CF 202453 A

COPYRIGHT © STELLA PHARMA CORPORATION. ALL RIGHT RESERVED.



=

STELLA PHARMA

2. 2025F3AHDFHETE

10
COPYRIGHT © STELLA PHARMA CORPORATION. ALL RIGHT RESERVED.



2025E30H L@ETHE <

AAAAAAAAAAAA

(Bf-/AaMl)

20245 20255
3RHA(ER) 3AHA(FE)

5o LRIl IRE &

(fRZEFRFEE)

EXRIRKRA

EmER(A)

SERIRR(A)

11
COPYRIGHT © STELLA PHARMA CORPORATION. ALL RIGHT RESERVED.



20254301 SrEneETE o

STELLA PHARMA

EAICEVWTIE., —EZEOBNCTORMERLAEC D EEZ, ERGTLSREBRICHBIZLDLEZTEY XTI, £7-, 2025F3RHICH

WT., FEBEEAITICHAERAOMET EDETEZ RIAATEY £7, (B J/AM)
1600 1 528 1600
1400 ,’ 1400
1200 1200
1000 1000

800 800
600 600
400 329’ - 400
R2EELES - '7
200 100 o R - 200
i 2
0 0
20223 A BA 2023%F3A Ef 20243 A BA 202553 A Hi >

COPYRIGHT © STELLA PHARMA CORPORATION. ALL RIGHT RESERVED.



PRIZE=EETE2027

(20253 A ~2027F3A8)

& STELLA PHARMA

COPYRIGHT © STELLA PHARMA CORPORATION. ALL RIGHTS RESERVED.



a Agenda

L

=)

=B
":4

o B W=
H
il

&Ilh

5_
6. #i&

U'IU'I(IJ'IU'IU'I
ahLhwWN-

2027DHIETZE
20270DGoal
N E<ERE

R T DIZHDESR
BNCTDEERIE R L
BNCTO&ERILA
SAEMEERENDIS N
BN B
X MHIEER
RN DR{E

BiR

COPYRIGHT © STELLA PHARMA CORPORATION. ALL RIGHTS RESERVED.

14



O&EVDNMTBRZDZWEGEDTZHIC
AT I5IT7—NIIDNATEHEULEBERE D HIEIC
TR REDNERMIT DI CEEFEREUTVET

2020FICHHFR THISHTBNCTH ’f%nnd)ﬁ AR UIZERELUT
COMFH - BEREDGFEZILS . WKTERVEFEENR DD > TVRLVREIC
/\059“’]'L\:Jj I\Etk_ lJ‘[ﬁ‘%lEl’ﬁETiE{/\b%ﬁ:lj-%

COPYRIGHT © STELLA PHARMA CORPORATION. ALL RIGHTS RESERVED. 15



ad 2. PE12027DHIETE

BNCTEZEmDER T

OS2 —TChYITS

LtIFHA THIH TBNCTEEMDES AR =MFUR/INIMAT7HEEELT
BNCTZL<ENRIESHIC. RESHEUVUTREBEEE=ZZI1TL
EmBLEEMDZEMEETIZLARKZ—RUTLEET,

COPYRIGHT © STELLA PHARMA CORPORATION. ALL RIGHTS RESERVED.



g 3. H5t2027DGoal

| MESRETEERTS

202553 HH 20273 HEH

= - = 930 =5m 1,651 Epale
(E5M) =X B &R _252 [=EVals 129 [=EValE

2000

1651
1500
977
1000 930
500 206 100 229 269 159
. -681 mam 742 -807 -760 [ 252 -295 —

500 20215384 202243 8H] 202343 8H] 202453 8HA 20255384 20265384 2027438 HA

-1000 1512027 (35 £E)

=EXXER WL

clt
it

COPYRIGHT © STELLA PHARMA CORPORATION. ALL RIGHTS RESERVED.



d 4. FEZRDERE

SRS SRR TRE BB D

e foy SE I T AE R T g =
ERERS RADSU SEIEERE S L OB AT PRIRES IR AT D R
ﬁx*iﬁ/\o)n:u%urgb 1&L\ \EE@EﬁBEJUDJj WZ:’%BTE@%“

ARED L [5] =@ne 1= FIFEA SRS A E (DS
ORI AER e T~ AARDIEE AT
e il . LERE L
L\BDH HEFRIMNEFRI

—~—————

NS DFEICH IS U TR ERET DUENDH D

COPYRIGHT © STELLA PHARMA CORPORATION. ALL RIGHTS RESERVED.

18



a 5.

AR X BHR'Y D T H DR

DR+ RN IRERY

i I
{ M{
) gt

—~——

magat | [ asmx |
K =

v
X MHIEER

APREDEE EDEIETFIFEAN

J
A

BB

COPYRIGHT © STELLA PHARMA CORPORATION. ALL RIGHTS RESERVED.

SBEFEER MR

s o
s
[ manomt

O TREER EX DIE N

TRZABDES

BRI D5RAE

19



4 5.1. BNCTOR5Em_ L

COPYRIGHT © STELLA PHARMA CORPORATION. ALL RIGHTS RESERVED.

20



d 5-1. BNCTORMER L

KD S DENH

HHDIRERFE(EIC L DEBHER L

P L
-“35
E“n‘ﬁ}i%i%
mERAFZBE %

HHEEREGREDR YT —2E
| B | + | N |
I . .
Ere]

@ BNCTEREEREENMEEITD
EEiRY =0 %% FRAUE
TIF—ADZE %

EHQBhERRDRY NI —I &R

ERS s BRI

@ EFRMEEX—N—EDEE
@ HEENRETIRVET—OD
R F

TET2RNHBE

s X1t =» HTESAOANDPRHZEBIET

B

HAE SIRMZAEREAER

ARFRRHR

Cancers(&FhR)

International

journal of

radiation oncology

BREAEMEE DRI/ — R R P EFAieRE—

Safety of Boron Neutron Capture Therapy with Borofalan(10B)
and Its Efficacy on Recurrent Head and Neck Cancer: Real-
World Outcomes from Nationwide Post-Marketing Surveillance

Clinical Results and Prognostic Factors in Boron Neutron
Capture Therapy for Recurrent Squamous Cell Carcinoma of
the Head and Neck Under the Japan National Health Insurance
System: A Retrospective Study of the Initial 47 Patients
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2 cancers
Foper cces e

Safety of Boron Neutron Capture Therapy with Borofalan(10B) and Its
Efficacy on Recurrent Head and Neck Cancer: Real-World Outcomes
from Nationwide Post-Marketing Surveillance

[ Submit to this Journal ]

[ Review for this Journal ]

by Mariko Sato 1.2 & Katsumi Hirose 1.2" &%, satoshi Takeno 3.4 & Teruhito Aihara 3.5 &,
Keiji Nihei 34 B2 Yoshihiro Takai 2 &, Toshimitsu Hayashi © & Kosuke Bando ¢ & Hitomi Kimura 5 &,
Keisuke Tsurumi 7 & and Koji Ono & &

Article Menu

Table 6. Response rate in patients with SCCHN and NSCCHN.

1< Order Article Reprints

SCCHN (n = 137) NSCCHN (n=17)

ORR, % (95% CI)
Best overall response

72.3 (64.0-79.6) 64.7 (38.3-85.8)

CR, # (%) 63 (46.0) 8 (47.1)
PR, n (%) 36 (26.3) 3(17.7)
SD, 1 (%) 31(22.6) 5 (29.4)
PD, n (%) 6 (4.4) 0

NE, 1 (%) 1(0.7) 1(5.9)

Abbreviations: SCCHN, squamous cell carcinoma of the head and neck; NSCCHN, non-squamous cell carcinoma
of the head and neck; ORR, overall response rate; Cl, confidence interval; CR, complete response; partial response;

5D, stable disease; PD, progressive disease; NE, not evaluated.
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ADVERTISEMENT FEATURE

JAPAN PIONEERS A NEW CANCER

RADIATION TREATMENT

BORON NEUTRON CAPTURE THERAPY is being used in Japan to target and treat head and neck tumours.
Many other countries are now building facilities.

In 2020, Japan became the
first country to approve boron
neutron capture therapy
(BNCT), 2 new highly targeted
radiotherapy for cancer.

Like many other radiotherapy
cpticns, BNCT di

damage to tissue onits way

to the target tumour cdlls. To
do this, patients are givena
beron-contairing drug designed
to accumudate in tumcur cdls.
Shertly after, doctoes release 3

of radisticninto the bedy to kill
cancer cells. But BNCT — which
e less intense bearrs than
traditional radiotherapy — makes
e of a targeted interaction
between boron n the tumaur
and newtrons in the beam that
redeases a strong radiation
lccaly, minimizing damage to
healthy tissus.

InJapan, BNCT has been
approved for the trastment
of unresectable sdvanced
or recurrent head and neck
tumours, explains Kcji Ono,
director of the Kansai BNCT
Medical Center at Osaka
Medical and Pharmaceutical
University. Standard treatments
such as chematherapy, ather

streamn of k gy

using a compact particle
accelertor, iradiating the now
bomn-huvy tumaur tissue.

pazs through. The cancerillng  and neck can be treated with
effects of BNCT arisesfromthe  BNCT, sy Oro. But when
destructive alpha and ithium tumcurs sit in deep crgans,
particles that are produced such az the pancreas and fver,
strikeanstomnof  it's ing to deliver the
boeon. So, by ermuring the borcn  neutrors to the site of the cancer.
is akeady inside tumcur cells, The problem sayz Ono, is that
the cal-kiling alpha and ithium  the neutrons uzed for BNCT are 3
particles can be more easily relatively wesk foem of radiaticn

restricted to tumour tissue and
Ty 5 Z

k gy neutrens

carry o electrical charge, they
doelt darnage the cells they

o y
The hope is that cancers
beyond thaze of the head

and carit be applied deepin the
body at therapeutic levels. Head
and neck cancers are usually
near the surface and 50 are
relatively accessible.

HIGHER CONCENTRATION
One potertial way to treat
desper tumoursis to delivera
higher concentraticn of boron

to cancer tissues. That way,

even a weak beam of neutrons
can have  therapeutic efact.
Existing drugs can make borcn
preferentially accumudatein
tumeur cells, compared with
normal cells, with a ratio of about
3510 10! " we find 3 new boron

radictherapies or targeted compeound that can reach aratio
pharmaceuticals, are stil the of 10t 1, then many other types
First cheice for head and neck of cancer coud be treated with
cancer. However, BNCT iz now BNCT," Ono says
avaiable for more intractable One reszarcher trying to make
cases, Ono explains. drugs that can boast the boron
Across Japan, more than uptake of cancer cells is Koki
500 patients with head and Uehara, Presidentand COO at
neck cancers have baen treated Stella Pharma Corpin Osaka.
wsing the technelogy so far, and He knows all about boron
the numbers of patients are carrying agents,  Stella
increasing each year. produces the crly ane approved
in Japan for BNCT. "We are the
STRIKING EFFECT | anly company in the woeld that
Traditional rad Py uses e P p laratce system (picturad), vroudesa drug for this purpase
beams of powerful inizing 1o producs 3 straam of nautroms that and grade”
radiation, such 2= X-rays or P tumeur tiezua. Ueharanys
carbon ions, to directly kil 2 Apatint s for which ks baing. Several feats of engineering
tumaur cels. BNCT, however, \sadin. were required to create this
ez 3 method that does less EVY agent. Natural bercn comes as

Advartiser ratains xcle respasaibility far contant

s JID5E{E

For along tima tha caly visbla.
sowca of neutrons was 3 nuckar
reactor. Today, neutrons are

produced from the tips (plctured)
of compactpartick accaketors.

amix of two types, but caly cne
of theze isatopes — boron 10 —
absorbs neutrons. Some 80% of
natural bercn s the other typs,
baran 11, Stella Chemita Corp,
whichis associsted with Stella
Pharma, iz the crly Japanese
company that has 3 way to
enrich the beren 10 content of
its agents to levels acceptable
for BNCT trestment in Japan.

In addition, Stella Pharma
Corp has created a structure for
the agent that clasely resembles
phenylalanine, a basic cell
metabolite. As pherylalanine is
required by tumour celsin large
amcunts — because of their
rapid growth and proferation —
this ensures preferential takeup
by cancer calls compared with
healthy cells.

However, beron-containing.
drugzare nct very soluble
in water, which makes them
difficult to administer into the
bloodstraam in large quantities.
For the neutron therspy to
destroy cancer calls, tumcurs
must accumulate more than
20 parts per million of boron,
s0 patients must receive a high
intravencus dose of about
500 mg per kilogram of
bodyweight, or 30 g of the drug.
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fora 60 kg parson.? Yet, the drug

raised in 1936, just four years
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available or under construction,

has 3 solubilityin water of just ~ sHer neutrons were discovered.  in countries from the Urited
0.6g/litre, meaning the patient But for decades, the cly Kingdem to Thailand.
woudhave tobe dripfedmore visble source of newtrons was Researchers in Japan are
than 50 lires of sclution. Toget 2 nuclear reactar. alza explering whether BNCT
around that, Uehara says the That's changed in recent can help treat cther types
company expers i years, with th f  ofcancer. gaki has been
aciditives, eventually d H based gating the use of BNCT
amix that mads ther agent BNCT system Accelerstorsuse  to treata vanety of cancers,
almast 100 bimes more sciuble.  electromagnetic fields arradio including 3 study of patients
That's the key breakthrough that  frequency dectric fiddstopropel  with scalp angiosarcomas?,
has made 3 clinical application of  charged particles to very igh which are cancers of the blocd
BNCT poasible, he sayz. speadz and energies. Through  and lymph vessels. He says the
acjusting the sccalerstion energy  cutcomes give him scme hape
THERE ARE of their systemn, this process can for wider use. @
NOW 33 BNCT  row be usedto produce a stable
xox"deEE supply of neutros, says lgski.  REFERENCES
1. Seneviratne, D. of of. Concers
OR UNDER  comeact TECHNOLOGY 3009 (2022).
CONSTRUCTION, injspon,=n g 2 Atomic Agancy.
INC ‘I’ﬁﬁ BNCT system developed by v b o
Sumitomc Heavy Industries, Lbd, 710 Vinma 2023.
UNITED  reccivadreguistory soprove 3. Iga, H. atal Cho. Tiamet, Omcal

Ancther innovation that
has beenimpertant to BNCT
iz the way the neutrons are
made, says Hirazhi Igaki, hesd
of the Department of Radistion
Oncology at the National Cancer
Center Hospital in Tokyo. The
theory that BNCT could be used
to treat cancer cells was first

in 2020. Other similar devices
developed by CICS, Inc. are
undergoing crical frils st

the National Cancer Center
Hospital. While ztil complex and
expensive, this technology cffers
2 more convenient scurce of
neutrons, says Igaki.

Other courkries are catching
ca According to the Intarrational
Atoenic Energy Agency, there
are now 32 BNCT facilities

128-133 (2022)
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