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SRS BRSSOy EP, RLBRIRRERT  DRAEES SRR LSV B

12. 44 MEEEEZERoccludinlEHIF1ELEXF U IC K 2REMELZ /U CHilaEHEM ICHET S
OHrh B2, Al W B0 @2 (imEksye Koebe BRAigele SERZemIEE ey 4 =,
R Koebe BRAiibe feamst?)
13. Characterization of High Endothelial Venules (HEVs) in Oral Squamous Cell Carcinoma (OSCC)
O477ks Fuval, Y—vytk LYW B ¥, WA =, RHE 26, B bl
a— YU ¥y oAyl BEE 1! (Hokkaido University, Graduate School of Dentistry,
Department of Vascular Biology and Molecular Pathology!, Hokkaido University, Graduate School of
Dentistry, Department of Oral and Maxillofacial Surgery?, TFujita Health University, School of
Medicine, Department of Advanced Thoracic Surgery®, Hokkaido Cancer Center, National Hospital
Organization, Department of Clinical Oral Oncology*)
14. IBEREICH T BIDHIZER CEBREFREOKRET
OMpE &K, Bprn mipgzs, fUANPERERY, A HEZE, Eh AEL B 0L whd Sl
P OEGED B L PR &L KA B P I (DE R WHLERSERHID, G
WERYE AR, BINKY: SRR
15. EPAPABEGHIFRBEORERESE L TORHFMIEO M
O } SHY, KFIHPES, #nd 62 | RES, &% B, &k W FLIRERERY &
ES H AR - SHSEER SRR, ALIRIRFERSE  REAER A USRI Sy 1R oy B, AL
RRERZE R CIWES R RrEE)
tyiala (14:20~15:10) ERE Hb & (tBEXFXEREZHRRE ERR
BR#EEMRE> 2-)
16. {EFEEICERERFELLEHEBHEEEHA L LEFNEEICKY SEFGEBEHETE VST
ZIEBGISTD 141
OBl #i—, & ZZ, W ek o 8, bk E deskweke)
17. SEFRIHRFEREREIEIC & 3 B M/ RIE ORIEME B AT

OTH e, fm R, Ea &, (e W, JiaZi', hiEs 3P, Rl 30
N IB S RN S S T 11 O | 731 b/ N 1 e ol T W ey ey o (N
Yoy IR, AL R RPBER AT TIRRRE AR TIPESHER IR S R R, TR
MERRPR E R A S HE RPN B SR, L RS KeEBedetfigebe AR bs 8=
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18. #HERDW S A 7 O/ MERIRE (R A PKM1 SR 3 e i/ MNRIB I BT 3
O HHhiEEn>4, AR MW, feeREAT, w6 & ki, B B2, T8 00,
Bl (22 (RLBRERRERS:  WEESASS —ar!, FLIREERERS:  WROkE: - 7 L L% — ARSI, i
S LREOREE  REERSIOTRE, A IR RS ARH)
19. y-JIWEINII2RT7 27 —E10—EESE SERMRIICH T2 RAEMEBETFTHY. IL67 >
TN U TARSENETHEEREESRERICEA5T S
OF |31 N SN 11 0N = S b o 5S Tou i O 7315 e S P iy [ 1 A M e i SR
YU, ACHRE R AR BE  RAEIESERE AR R LA NP EBER?, B TREREA TSE G R
MR R EE T — A5, BRI o ARG IIZEER T, dLiE KT o
F USRI AR AT )
20. ZRMEEHECSVTDOTILHAERARREY JFHIVEBEEL. RRAMEOHREZEET S
OfE  —thl2 Juug FE&, Bnd AR Sl B, FRED B, AR RZYL R AP,
HEE IRIAY, P fRE, 8 i (PLBRERRERS: Bl Afbosamrl o 1AM B, AL
WELEFERY: PR NRFERE THILSRNRFET R, DA AT YT ) AFZEER, FLIR
EFERSE B B ARE  WEE A — 00, AT Nexth A7 17 5 4°)

A& (15:10~15: 20)

vy a5 (15:20~16:10) ERE AR BX WLREMXZEZE REFHBE &
BHE—HFF)
21. ClaspinZER & U 7-EBRE IS X § 2 Bia FRE T E DB
O¥d 7RV, MG RZ% L S, R R BE G LEE RS IR &SI R
P, FURERER AR EES D AR B s — oy 092, 0 AR Be i R #R FF)
22. 75 ZAE&ERNE U TCR-THIRREEIC K 2 Bz O /AEEEE DRET
O=u et A 7L AL HfEE, SHE G, AR ESE, BE O, EE R
CFLEE AR, ALIRZERIRY:  WERasmE  pRREs — 7 152
23. A Therapeutic Strategy Using Epigenetic Drugs Against Solid Tumors
O77~F 77=1 Hh 52 7v x4, Ay Py EH FEK, AME G128 (ki
R KRPRREARE e, JLEE Ry v o F VRIS, JLE Ry KRR
Fht ORI BES)
24, MHCY 2 Rl#&> 7 FH IV ALRER I Z AV lRGEEMTY D NBROFEERET S
Offe 2 KRR, AR M, B %, EE REZ GUREFERYE  WREEEE )
25. PAMREICH T BcGAMPMEEETR IC & 5 B A ZEEHEE OAFEH
Ol Kg—, @b & CLEE R EE(ZFWRIETZET o1 2E R 55 )

2

T
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1. KBy B 2 ARIDSA OB BT

OWE#esr, AW, HpFL, Ay, AWy, H i,
HIREZ (bR REPEBERAIIZER: B ais: A
W PR )

[Hr] et R s NS X 512, B I0E KIEHE Ok
BICEETHY ., FREEYA P A4 > DIL-6I3mOMERICES LT
WA ERWSPICH T WD, LA L. SIEZEWNE L ENE
DRFITEA TV RV, FHIIRIZB 2 RIEEY 4 A4 Y ORH
TS OMNE, RAEZEEM & L7272 0 B O B3t
DU REVEA D o SiEMNEIZ B W T, AT-rich interactive domain-
containing protein 5A (ARID5A) &\ 55 FHIL-6DFEBLFH i
FHELTOVDLIEDRGHoTwBHEY, FIEHINICE T 258 AH
THbo [Ji:] KGRI % M L T ARIDSA M 58 SURI T Ak
J OknockdownM gk 2V L 720 &FET v & 4 247w, Ml
RE. ZEAFEE. WELRE. RIMEE. WHINLRE ORI % 4T o 720 real-time
PCR#&®° Western Blot#:iZe &% v CTARIDSADFEHOZEALITHE S
Mo BAZ T DO RBIZALOME 217, ARIDSA O KA 3
J B HEBEE A L ze [REH] ARIDSADIEI LAV KB
g oMamGe. tEkk. BEEOREDRD 5z, ARIDSA
®Oknockdown IR AE, WL, spherelE O TFERL. 7
R —=Y AFEDOMRMENA SN2 F72ARIDSADOFEHIZ, YAPE
STAT3IZDOWT Z Y7L RIVTDHOYAP E STAT3D AL 2 1E
WZH LT wzo ARIDSA @knockdown THEIAR T3 % # {5 T-®
HIZHEIE X% W% Lz ARIDSAIZ 70 E— 7 =it &m0 5 2
L CTHETXORBZFHE L, YAPESTATIOIWNHALICHS$ 52
LhR LT [REEE] KBEALIC B v CARIDS A EIEF XD 5B
ZHEL, SHICX D) YAPESTATIO WAL Z## L. K
OB RE R AP RE 72 LI E R RIT L T B W REMEAVRIE S h
72

2. TR RRA S B S 7SRRI RS & 2 A B

O MR, KHEA, BRIk, REAFE, wimppge e
WK KB IEETERE AR AR BT R v ¥ -,
PR)\ PNV 78 S 2 DA )

[BRY) 25AMIKL (Cancer stem cell; CSC) 1%, HCHREE - 4
LR Vo 282 A § 2 AMBTH Y. BADKKHD—>
ELTEZLN TS, WHEDDVAMNL L i UCHBEIEZ b
DZENDLIEE - BROBMHNICRS EEZONLH, TOMELE
BEENTH T DI TH b, TD2DCSCEEEWN & LR
BT B2 B RERERED S S D TIHEETH 50 FA IZTHHMD
Makk (Original) FHVCHEAET B 1 O CSCREMIIL 2 i B | A
T HPBARE R S L. S OCSCRMTMEZ VT, FiBlbios
AFHIBTEZ HIET .

U] e KAl v & — CRBBDILEWM T4 75 ) — %L T
By, HRACLETShAbEW 2 MRS 24354 75 ) —%
VT B A3 A SWABOKINa#kOriginal & CSCRERIL IR D i %12k L T
HAEE % SRR AR S W Rl % 47 5 720

[R5 2] 3048 LA D ) B 73HE DAL G W ASCSCRERII KL
BN M FEYEZ R L7z 209 5, 10M0LEW AP dES T
Hotze E72. 162G WA Original I RN Ze Wi Pk 2 7R L
2o ZD5 B, ASHWOLEWHF 1 ¥ v F F— LRERRLNBEH
W GOIEMEEE Th - o %IZ. TS D/LEW oML
RSN R AHERERE T I TH B, F 7R 2 R B B s
Hbo

Original

BIRE N

CSC 4773 (%)

mE =]
EHY

Original £7F% (%)
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3. A novel therapeutic strategy for tumor-bearing brain.

OB 4Rrr, TiE 5, #8 alidk (iR EYk)

Glioblastoma (GBM) is a highly malignant brain tumor
characterized by rapid growth, high recurrence, and resistance to
conventional therapies. While current treatments focus on tumor
eradication, but fail to restore brain function lost in the tumor
region. Since GBM-initiating cells (GICs) have been revealed to
be cells-of-origin of tumorigenesis and recurrence, some promising
therapeutic methods targeting GICs have been developing.
However, there is no method that regenerate brain function lost by
the tumorigenesis. Given that GICs partially retain multipotency
like neural stem cells, GICs can be used for regenerating brain
function if properly reprogrammed. Among potential neurogenic
chemicals, we found that neuronal inducer 1 (NI1) strongly
induced GICs into functional neurons in culture. Using brain
tumor-bearing mice, we demonstrate that a combination of NI1
and DHODH inhibitor (DHODH-I) cannot only convert GICs into
functional neurons, which form synapses with host mouse neurons,
but also eliminate undifferentiated GICs, in vivo. We further found
that this combination restored neuronal activities where GICs
were injected. I present the detail data in my talk and discuss
about this strategy as a next generation of cancer therapy.

4. Modeling EMT-Associated Traits in Ovarian Clear Cell
Carcinoma Using a Double-Network Hydrogel System
OWu Yizhao!, Zhai Tianyue!, Wang Lei23, HIH iz, )34
(bifE#E K%Y K¥BE  RPWZERke  MEm AR, duiE
KF KB EEMZEk: MESHNa# =2, JbiERY WPI
AL BUS B AT ZEHL . (ICReDD)?®)

[Purpose] Ovarian clear cell carcinoma (CCC) is a chemoresistant
subtype of epithelial ovarian cancer that is more prevalent in
Asian populations and is frequently diagnosed at an early stage.
Despite early detection, CCC often shows poor prognosis due
to recurrence and limited response to standard chemotherapy.
However, a reliable in-vitro model to study EMT in CCC remains
lacking. This study aimed to establish an EMT-enhanced culture
system using a double-network (DN) hydrogel composed of
PAMPS and PDMAAm. [Methods] CCC cell lines (OVTOKO
and OVISE) were cultured on DN hydrogel or conventional
polystyrene (PS) substrates. Morphologic changes were
monitored microscopically. EMT- and stemness-related markers
were quantified by qPCR and Western blotting. A nude-mouse
peritoneal-injection model assessed metastatic potential after
culture. [Results] Cells on DN hydrogel formed spheroids
and showed significant up-regulation of SOX2, YAP, and TGF-
A1, indicating EMT-like activation. Protein levels of canonical
EMT markers (E-cadherin, N-cadherin, Snail) changed only
minimally or variably. In vivo, cervical lymph-node metastasis
was observed exclusively in the DN group. [Conclusion] The
DN hydrogel system induces EMT-associated phenotypes and
functional metastatic traits in CCC cells. This substrate-based
model offers a reproducible, practical platform for EMT research
and therapeutic-target discovery in CCC.



0. BHEMTEANA KUy v AHT 2 MR B A v T A4
% ¥ = NFAT — c-Mycifif 2 4i- U T B35 i i o 2 ot 5
%

OftmEAFFE 23, & a3, £ 425, 7 Y RIES, Wik
(At R Kpehaflbs v 7 by =g, i
R RAFPRebesenisebe  BESw a8, iRy b
FSOS AR FELE (ICReDD)?)

Glioblastoma has a poor prognosis and a markedly low five-year
survival rate. Glioma stem cells (GSCs) are regarded as a critical
factor in recurrence, but the molecular mechanisms of GSCs
generation in tumor microenvironment remain unclear. It has
been reported that glioblastoma tissue is rich in positive charges
due to the influence of the extracellular matrix and hypoxia.
We engineered charge-tunable synthetic hydrogels mimicking
glioblastoma’s cationic microenvironment, demonstrating that
cationic hydrogels maximally induce stemness, chemoresistance,
and EMT. Mechanistically, cationic charge activates calcium
channels, triggering nuclear translocation of NFATcl/c2 that
upregulates c-Myc to drive GSC reprogramming validated by
NFATcl/c-Myc knockdown abolishing stemness. Single-cell
sequencing and spatial transcriptomics revealed c-Myc-high GSCs
localize to perinecrotic and angiogenic niches. These findings
establish positively charged microenvironments as drivers of
glioblastoma malignancy via the calcium ion-NFAT-c-Myc axis,
revealing new therapeutic target.

6. iPSHINL RN 2 T 22 W3R A 8 7 L OB e
BRI O]

Omde—ak! 2, KAV, WoHL!, ARy, md i,
AL (bl kg R BE R A Je b MRl s, e
RNy e = 2 A T AR SR [ M R S A Y

[(F5 & Hio] W3R 2m 2/ R EEIES TH 0 . RIEM o
IFRAREIGER L TRAET L L EZ ONTW S, IFHEEDHK90%
TlX. p-cateninZ I — F$ACTNNBIIZZERBHD SN L —)
T, TOMDOBIZTERIFTH S, O Lhnd, TEF AR
WOMEGRITEERAEICBOTERETH S LML EIND D, 0
MR BEF RS IR o TRV, AR T, FHEDOSR
AR B L 72 PSRRI~ o s A5 T2 SOE A X 0 SRR S AR
EFNVEERL, SOEFNVEHCIFFEIEEICHED 2 BET
BB E O 2 HI8 L7z [iE] & MPSHIK B R IF 3/,
GHRICTNNBISYE, ¥4 ) D BN % & 72304 CTd 5 i
YAPSZA% Lentivirus T A L7z @15 T-E A10 H I 5 TR %
XL, real-time PCR#:& Western blotting#: % T, *fHEHE
LI L72mRNA, 7 Y 87 HORBEACEHI L. [HR] 5
T3 M 5B RS 745 5 2 IR~ & -k L 7= D13k L <.
CTNNBI®Y & YAPSZAD M % % 38 A L 72813 KA THERR
W DD B 9E 453 2 7R L72e £ 72CTNNBI & YAPWT M OEE
MEETOMRNAD AR LEFRLAZR L, SHICTEY ) L
£ FFICDNA X F IVARICE D 55T & L CDNMT3A.DNMT3B.
TETIOmRNAD A B 2583 LA % 58 720 RNA-seq® #% %,
CTNNBIS™ & YAPYADT % & BA L7zMa 0 A 05, 3o #
BRI =V LA LTz, [EE] EEICTNNBIS™Y L
THPER YA P22 D 3R~ OB A & ) IO E 2558 S
Nizo 58I1F. SOEFVEHWZE SR ALY, FFM%R
D BIETRAREOMPAZ LD S,
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7 . HCOMESM/NEREEZ 3513 2 DGKCHIBNG X 2 Sasie a4k
2 L 75 )

OB, SiARKE:, B, REME eiRe
LB REHET)

[#%5t] Diacylglycerol Kinase (DGK) (ZHIBBEIRE A 74 =— % —
WS & U CHINE P IS 2 2 A L M RE 2 A LT v B,
DGKL DB & 0 THINE R NG DG P L2585 S v, Buliigs s
PRI DIRIG % A L 72 PSR RS © & 50 ABIZE T
# (HCC) 12381 2 DGKEFEHAMNE % [l 5 L HCCHRIERIFIZEN 2
DGKZHIB O ERICOWTHRE Lzo [J78:] IR % Hid7 L 7=HCC
B0 OYIBRIFIHLAR G 55 - Fefial) B8 Y ~ 232k (Intrahepatic
lymphocytes : IHL) % v T, #HEMIZICB T 2DGKEHE 7
T—HA b A MY =Tl L7z RICVEERI< Y 2B X ODGKEE
{ZF %48 (DGKCKO) = ™ Z12= ™ A A A ANk Hepal-6% B A3
BIFIES TN 20k U NEE 2 Wl TR Uz R Y o8
HoBEEr 7a—H% 4 b X MY — (FCM) T L7, & 51ZDGK
(KO 7 A% SHERANTABHIRANE (cDC1) % Wil L. BReefii 35
X ONKHINE & D3R358 %2 4T > 720 [RHE] WUBRITHLEE Tl 8 & I
R Z I L. cDCUIB W TR CDCKHEBPAFIC LA LT
oo WM = 212 HRDGKLKO= 7 A TIEIFI T 0 I 55 B4 i AP
WX 7zo JEE NSRS 2NKHIE, cDClOE GBI L 7=,
DGKCKO= 7 275 Bl L 72cDCHIZIFN-. CD86. IL-127%8 15T
LAV THRBDS ERH LTV, L1213 % 87 L)L THhEInL T
W72, DGKECKO-cDC1 & D 3353812 & ) NKHINLOTFN-y 2 A A3 ik
L7zo [#%8] ¢ FIHL%Z 7285 TR 0 cDCLTDGK st
EHLTBY., DGR X 2 REMMBOBBIET ofpo—o2 L L
TcDCIOB G REE Nz X HIZDGKLKOY 7 A & Hw/zHCC
TV TORGET S ISR EIHIRD A 2 EE PR O cDC1oE]
AWML TW22Z 5 5. DGKCHIMIC X 2 HlEE e sEs s B
WTeDCIREETH LI EHREZONT. & 5IZDGKIKOT ™7 X
TR RIEICEE L SABIL-2AFHIC LA LTB Y, NKA
Ha oM e 3 M e % 1) L & 2 72,

8. HCCIZBF 5 Ct-OATPIB3D R BIHHT

O/MRIESE, ML e, MepEZee, i 2 gl K3
FEHHIAL, WSGEE, Ik B, RERE ek
Be PEEbFgek:  ALRRAVRFEREE 1, dbEE RS kD
WA s > & —2)

[#%4%] Organic Anion Transporting Polypeptide 1B3 (OATP1B3)
BB EBRICRBTA P Y AFE—F—TH Y., L TR
SLCOIB3#fEFIC & » Ta— F &N %, OATPIB3IFIEHIFISBL
3 5 Lt-OATPIB3 & KI5 R R i O B 2 & o RaHLR
de novo3t3l9 5 Ct-OATPIB3 & W 9 isoformA A SN TW5H, L
L7256, MR (HCC) 123813 5Ct-OATPIB3D R BLIC$ %
PR 1 F 227 K E ORI ERTRHTH S, [H
1] A8F5ED HIiZOATPIB3D #risoform DML R AE 2 Bt § %
& 312, HCCIZBIF 5 Ct-OATPIB3IDFEBLIRINE & iR Pay iy B
FEDOMEEMSEPICTHIETH D, [FFEIRFL & M
k2 MW T, RT-qPCR#:IZ & ) SLCO1B3%&isoform®mRNAJEHl
FME LA O NRRE D L IHOB%EYM P X ) OATP1B3
DOHMBNIREZFE L. & 512, OATP1B3&isoform® il F8 Bl
MR B L. FBRICHOERE G EC X D OATPIB3O ML R 1
ZIRNT U720 M2 UFCHCCICH L CIHRWIRASHEST S 1722450
B % 5t G S MLRR AL 2 Bt & AT L <L B O OATP1B3
HHLZ M L. lowht L high®BE L 12 L. WIRWHENE TR F
HLOMEER Lo [H] a1 Lt-SLCO1B3 mRNAZHuh-
7, JHH-AIZBW T DO ASEH %2 B0, Ct-SLCO1B3 mRNAZZ% £ DOff
R CHRBLLTH D, FFICJHHA, KYN2IZBWTEEBTH -
720 WOBTMIEYts TIZLt-OATPIB3EMNEIC, Ct-OATPIB3IZ M
N H % B 720 WRAT2: low i AS223%1 (91.0%) , high#E 232241
(9.0%) TH Y. EELE L MMUEICHBEAEZRD, MitheAFEiC
HEEZRDO Do 72h, 2EMERATFER T owhE54.3%. highff
31.8% (p=0.016) X high#t TH IS - 7o [KiFE] HCCIZHB Y
% Ct-OATPIB3DOFE M % Meid U 7zo ML E O OATPIB3Z B AT
WO TN~ — A — L B EEMEAVRIB S iz,



9. HCCOHEREIZBIF 25T v ~u ¥ Prefoldin subunit 200

HEMEHT
Ofkcie R, sz, M fzers, BIciE', Ahh 4,
HBGEE!, R, W KEE, BB, EREL,

AR AL RIE R A B RERE kA
Be BRORFZEE MMLESVRRESE 1) JARIEAL AL
WA AVRE GRS T
5—9)

[195] iz TICHCCHERMAZ Wiz 71 7 4 — A AT
T, HCCIR M LREIZ 5T ¥ v _ 1 » Prefoldin (PFDN) O 7 2= v
MPFDN2ASEHBLL T b 2 L 2 L7z, PFDN2id@%, fho
FTL=y FEEHITANRETERIELTWS2S, HE, ¥ 712y
M & PHCCZ LSRR BICHEG L Tw B Wi RBE s h
Tws. [H] PFDN2& HCCHEE & DRI OWTHETL, 2D
B 2 MW$ 5. [J71k] 2005-20104F 12 4 & THCCIZ 3 L# Il i
BIB: % 4T L 722656112 %) L Tissue microarray Z Em L7z. SeEil
ML gett %2 47T WPFDN2FE BLIR L & BRI E 5% - WAFIET- &
OB % 5 )7 B ER L 72, Huh78Kakk 2 H W CPFDN2 58 8L
# (PFDN2-OE) Z{EM L, scratch wound healing assay, #0660
$EYett (IF), Western blotting (WB) # #if7 L7z, [##] PFDN2
B (n=172) L E5HM (n=93) %ILiK$ % LPFDN2HSEH
BECICMERES; D E A (49.4% vs. 66.7%, p<0.01), WRE 4R 5 EE
BIOEGAEBITE o 72 (267% vs. 39.8%, p=0.038). SHEALEHR
(0S), SEMEFER (RFS) & HICPFDN2EFRBIRE THEIME W &
WA FERTH o 72 (5-year OS; 67.1% vs 54.8%, p=0.026, 5-year RFS;
26.9% vs. 19.7%, p=0.026) . In vitroTldscratch wound healing assay
TOEMRIZ TH EICHBROM /AR <, I[FTIROEMIC THRME
DIEEAITCHE L TV BHEIRTH - 72. WBTIZOEKTY ~#E{kRacl
DOFB LA DR TE . [£%] PFDN2-OE#TldRacl & & ik
B A U7 3R E DR ZEASBIE L T 2 W] 1M 25d 5. PFDN2E
FEBE, Mt EREZ A L CHCCO T HICM S 2 W HEME D RIE &
nr.

10. PRODIEFZBIC X 5 Col3al HHULT & IFIES O E1 AR ZLH
SERSE ORI
OBBIEE, ®WEAE, FAEEMR, W EKER, /IMREST?
PrepfiRe, VEIAERDS, i % OUNTERREREE SR ik
G355 B 22 B, W EERRR S be BRI - i s, i
NEFFRE: SR

[Trwiz] ERETI VB 7o) ¥ 20H 3 58 #Eproline
dehydrogenase (PRODH) ®3¢#lix. & MFHES CEB 2R3, T
JEFCBT S TaY) RHEEROBRE %S 729, PRODHO%E
HOKT 2D ~ 7 ZWEHE 7V ICProdhiifz -2 BA L, i
SN DML ORI % AT L7z [J7#:] Sleeping Beauty b 5 ¥ AR
JUVIATFRENL FOuF AL F Iy 2EAERZHASDE T Y A
DN IEEZ RAAHRAS, Mycl## {2 T %8 A3 % & . PRODHOFE
UK T % - 2 I A E S h b, 22 T, HRAS. Myciif=
T L JEICProdh  7213GFP () #5122 8A U FIES 2358 L
720 F72. RNA-seqff#HTIC & U W HIEHEE & Prodhal ) 5 BUEES O {5
THRHAZIEL 720 MycOFBANZ ¥ —1ZCol3al % #ilill 3~ % shRNA
B 2 M AAATET T A I P, € L CHRAS/GFP#ifaT-& &
$ IZMyc-shCol3al ¥ 721Myc-shControl (FtHE) X7 ¥ —%& <7 2
BRI B A U BN A A~ B 2 72, [RE] ProdhZ i
FRB SR~ 7 AT ERBEZUC & 2 BN I % & 723 ks
% B B, RNA-sedfiT OfE A 5. PRODHZ BRI S &
TR 7Ta) VEHFREDSL WY YN ETH AR S =7
> (COLII) # a— F¥ 5Col3alitfzT % &Hfilest~ by 2 24
FEE T OB T LTnize HAZCol3aliifszT- OFBLT
WCIEHL. 2 v 259 v RRAIE 2 A, COLIIZ Bl U 7= s
TIIWZYHE o L5 L fkkh o il o B 2sgigt sz [F
#i] Prodh% @BFEH L T 2 PSS T BBE & TIPS o
Col3al iz T-ORBAME T L THE Y. S hAMES N HE oNessit 2
726 L. WO HRMEARZFERL TR WL E 2 5hi,
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SL. 2B 25 ) ARERECETTI V7LD ?
OZEMEERL GERURS  ER2ARFSERT)

DWAMNBAEE N B 720120F, BEROT ) L REOERMIPILET,
KRB DBAEYT ) DENIIFETIZEE L TA~5MD K5 4 3—%
BRI > Twa EHEBERTWS, = THAMBIZIZET» 5
1 EREOERPEONL I D, FIAN—ZEREZMEHLT
WGBRATIE FEWICEOERITEZ Y, TOHFNE FI 43—
EREBEGL7270—UHFRRENTOHED Y PLETH L, &
ILAEZLDERIZ [FVF L] ITRILESRTVWSEA, )T
ek N - SFRPERENERFEEEZ L L, E2IZEMO520
Ny — U END, Ak B EDZEBRILFADIZEICE W TE RN
WMo SEEENCN Y — 2T 5 2 E THTONFALRT— 5 0
O [ERY7Z7AFY—] % [FH] Lizo s/ 7%
F % — 1. DNABBERE LB & vwo 22 RERE XM A
EDD RBAEREEREZRHOOT L HEELIEEE b, 2% 0,
DBACBITHERIE, ZORKIS L TT / & Lo &SI
[SVFLNRI>TWEEEZONSL, ZNTRZH Lzar T
A MRS NTZERNY =ik, FIAN—EROMEFICE)
W BB R ZTWADES 9 H ? BKNICIZIEE DR A BN
KXo TRIAN—ERPREEINLIDELIN? ZOKZ TR
TR SN TOROP, FIAN—ERO— TSI 2L RN
= VIio TVA I EDPHEIN TV D, FIZEHRAIZHPAL
BT, HIERIITAF X —DPRED FTAN—ERE—HL.
WD B L TwAZ L2 AL Twa (Nat Genet 2023), %
TERY ZAF v =1k, PAOHERBHIIE VT EEL#HEZ R
2% e AT ) AT = PR OoNERY 72 F ¥ —2 LR LH
DIEFI TS 5 21, B 5 MU R IEA A BERERICH
MWTH b, EBFILRNZEICSMNT 52 & T, FLIZHARANEMIEDS
ADT0WRRMOFEDRABR DAL TW5DH T & (Nature, 2024) %
HARANKEG A3 A D50% B AR E sk OB RE AR LTS Z L
(Nature, 2025) %W 592 L7z,

11, mesaboBmeik & b X TR HUAIC 313 5 Claudin- 1825881
VL ZO—HF

ORRERHN 2, HWIEMEZ, PR, L2 MW (L
WEEERE K BESEdh BRI MBI AE T, ALILEE
MR BEER SVRHEEE LRI

[#4] Claudin (CLDN) 182i3. {1LEASAICIT %A Y% i
EE LTHEH—ESR, Z20E 7 70 —F VPR TH 5 Zolbetuximab
AHRETHH S, ZOMONES TH R REBASETHTH 5, U
BRATERRE COMM 2 HE T 5 L. WRICEB 1 5 CLDNIS2F B,
HARBEAR & IREEAR T O —F K Z W S22 B LEDRH 5o [HiE]
BIAECLDN18 2k 14 & Tl & 11 % Clone 43-14A % 4l L. i 2k
Mo, P, FRRAICO VT, CLDNIS2FEHIK, Mk, FA—B%
WZBU 5 —FM: 25t U7z CLDNIS2D Btk a2 1 I35 5l Jiw Jlse
L OT75%Y LITHEED S REORBANPBE I N LA ITHEL L
72o DRG] MBeiHALSRIVE TR & 72211050 0 b BRI LK 133
BIOMHTEUS-FNABAR, 3B X O60BI 0T (2R, VIR, %
TIREERIN) 2T R E Lze §XRTOMAT, CLDN182D Fufhy
BRI S HMEA AR Sz, EMMk & YIBRMAR R » CLDN18.2B;
PR E O —FFIZ, 925%Th o720 LRI 1T 5 CLDN18 2k
PENESS DM RIS 1354.6% T d o 720 ROCHBIDOREFD S, Ak
RDOCLDNI182/ M 52 D FE IR DB 2 20%IC FIF 5 2 & TIRE
A100%IC G SN Fze Tz, EBRBIRO BN E D% BH OHER2
FIRRICEN S 2 & RIEIZ100%TH - 720 IERBIA, FIEBIKR O
CLDNI82DF Bl — K 13833% Th » 72 MR THFT B L.
JIFTESE & IR TR BIER DR A A Sz, [Ram] R
B H5CLDNI82H L AkE 2 & D701, A MMk o FEAN I LI BB
REFRRICEHMEIT 2 L IREPK T T 52 AW SRICh o7z, T2
PRI BV T b CLDNIB 2D J e BLIZ LB UAMERF S LT 7=,



12. 74 FESEHEoccludindHIF-1E 28 5 V12 & 2 %80
ZALZ A LRI R (2B 5 5
O 02, FWpae, AIE—2 (bl Key: Kkt R
Woeke RIEMBTEMEL v & =, bls ke Kek
BE2ERFSERE e B2

[# 5] Occludinix # 4 MEAICHAET 24 EEERE T, 5T
HNOTHHNC Y AT A ¥ (Cys) ZF2IEH. MBANEM F x4 ~
IZ2 ¥ FF YE3Y A —EITCHEMERN. (PPxY) 235 Z L0315
nTws, ThE TS B B @ #EIEOCysZ foccludin Tl
K E TOREEEAIAD S, BALRICEREIN S 2 Ok
1] & DRREZ FFo LN S Twb, LA L. Occludin®PPxY®
BENZ W TN E LTV v, 5 1EEPPxY 2%occludin® 22 & P
RHIABERENG- 2 5B a2 Hat Uiz [Ji#] © boccludin o #7478
B OHANARM A 4 Y PPxYDZERM 2 AT, ITCHE O
TEZAE. occludin DR @ AL & Mgt L7zo F 72 & bR ERIk
ZHHWT, A b a,59v M2 X AHIF-1a% E1LIRE TOPPxYZ Sy
occludin®ZZ @V & Ma) L7zo & SIS MIRBAITE O~ DRH % 1t
IV MLEL, MTT7 v &4 20T L. [FHR] 255
YE3Y #—EITCHIZPPxYZ ¥ Moccludin TG AP WA L. Hi
L2 23 )V N DFEAE T Toccludin® 2@ EABEM U7z F 72, Ky
FHPEWCRI LT, PPxYZ BloccludinZ8 31 F TIEEFAER X 0 vy
Btk % R L7228, 3 b 3 230 MLELZ X TPPx Y2 &loccludin¥é
BIMRIZ B AR X ) A Lize ShonZ e 5, occludin
Z ¥ FF VE3Y A—¥ITCHZ AL T, KEEIRE < oM R s
EMZAERBHHEEZONT, LEL. TDOXHZALRER
BAHT, LM LEEEZ LN,

13. Characterization of High Endothelial Venules (HEVs) in Oral
Squamous Cell Carcinoma (OSCC)

OA47gen ¥ I—xt L2 BH B, AL,

MBS, B B, 22— YL H Yy oAUl KBHECT!
(Hokkaido University, Graduate School of Dentistry,
Department of Vascular Biology and Molecular Pathology’,
Hokkaido University, Graduate School of Dentistry,
Department of Oral and Maxillofacial Surgery?, Fujita Health
University, School of Medicine, Department of Advanced
Thoracic Surgery®, Hokkaido Cancer Center, National
Hospital Organization, Department of Clinical Oral
Oncology*)

Tumor-associated high endothelial venules (TA-HEVs) increase
during oral squamous cell carcinoma (OSCC) progression in a
4-nitroquinoline 1-oxide (4NQO) mouse model.

Vascular density rises and pericyte coverage decreases from
dysplasia to carcinoma.

HEVs are more abundant in dysplastic and carcinoma tissues,
correlating with increased CD8* T-cell infiltration.

HEV morphology and location depend on tumor growth:
intra-tumoral in endophytic carcinomas, margin-localized in
exophytic types.

Margin HEVs recruit more T cells than intra-tumoral HEVs,
suggesting they help restrain invasion.

Future work will assess HEVs as components of tertiary
lymphoid structures in human OSCC.
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14, JRi#EsC B 5 IDH1Z 5 & G F o Bt
OHBIEARL?, FPLIEER?S, RNBECRER, AR, Hp AR,
BIEHR!, e,  REEhE,  EHRRE, PN E
ARTF—HE2, I B (eiigd K HALRAVRITY,  JbiE ok
2 EENER, BINKFE S PIERS)

[T55- Y] BEATHGER IS5, 0FERRB L O0EF 2 v 7
RA V MHESRE (ICD) 1IEHERBFRETH 5, IDHIZRIZIDHLRE
W CREFDAKRZE., AIERKR) OEKBEETTHSHA, —Th
SEIPHI S SR EBRBE 2 KT AW REE AR S CTwb, 22T
AWEZE Tl IDHIZBBEYEFEGI OAIRY 7V 7 — v FIZBUF 5 5 E
B L UIDHIZR - IDHI1BLEIE DB 5 2 M55 fe 2 5 0 £ b % fif
Wrl7zo [W5-JEE] BABET A VEBEEZZHR L. C-CATE &
T =& O KA N % 4 72 R 44530 R Uy B s T2 SR
EPD-L1L#E = T-FBLE %2 0T L7 in vitro%2 5% © IDH1Z 2k
v MEERRIEAE (RBE) OIDHIRIES (AGI20) 7= 134341
T TOIFNYISEYPD-L1Z Bl 2 7 0 —9 4 + & 1) — BTl
U720 [%52] IDHIBHSESE OIS & % 5IDH1 R132C/G/H/L/S% A
I HIEBNX304B] (7%) TH o720 RBINEIRED I D 5%
BiE, X IRV TH o 72 (FGFR2 fusion:2%. BRAF V600E:
1%. NTRK1/2/3 fusion: 0%, RET fusion:0%). IDH1% 55560
9 529081 (95%) (X HFPINHESE DFER T - 720 NHE NS BRIE 1
BT 5PD-LI#E 5B B IDH1Z B EEER Tl BYIER X b
B AL T LT W, in vitro Tk, RBERIIBEKIC BT BIFNyIS
BVEPD-LIZE R IZAGI20474E F T L L TAHE ML Tw
720 [F L] HEBEN L % 28I TEROP T, IDHIZR A
FBMERG BN THED R o TEBEEME LML Twiz, 20
72OIDHLIZ. 75 TEMNFLEO AL 53, 4% O JHEFICIHE Rk
B BNA F—h—, b WREEAVRIBE Lz,

15, Tdsa B A BIHRE S M O RIE & L C O 15 354 o> W
i

O® B, KMEEES, #id 2 EWRES, mEFE-
g It RLBEEERNRSE  BRZATR B SR - BUERA R4
AL, ALBEPERERASE PRAEER AR AbAE AR 51 A W 4 B
ALBEEERLRSE  BREil IPESVRL e

H s LR (tongue squamous cell carcinoma, TSCC) Df/NBR
BiCl, HEHESEAIIE (cancer-associated fibroblast, CAF) 2SE %
AW D CORBFEIAWTH 5, AFIETIE. HiZEMlu)s
TSCCOCAFDEIFE T % W Hetk 2 Wik U7zo  F 9 UH SA S R
K% T EATIFSE (Costa et al. Cancer Cell, 2018) @ 7 #E L
T.CAFD ¥~ —#» —Tad HFAP & CD29% flow cytometry CTHEMNT
L7z TORREEPAIMO FFEHEICILRXTCAF-SIRE 2 L —
v a v (FAPHEZB. CD29~FB) OHEN S o7z, Tz
T A5 A BRI 70> & BRI L 72 5 W HLi <o A0 2l 3 CAF-S1o
IRy =V RR L7z, RICH MR CAFE X O IEHMAESME %
T ASAMINaRE & 3DREE S A 7 A THEEE L, CAFO B~ — 7 —
THLIL6La-SMADFEBZ TRz ZORE. MLz &
FTNOMEME L. HHEROFINIIIL-67 LMY 4 A4 v
DFERAIITCHE L. TNITHCTe-SMADOFEH EH L, o2 h b
DOHNBIECAF-SIDN#Z RS 2 L0 h o7 &I, HNSCCO
single cell RNA-seq7— % (Puram et al. Cell, 2017) DN H 5
3. HNSCCHCAFIZIZIL-6L a-SMA DG AZ v 2 & 58]
bl lrolze TNOHDORED S M ANES B CCAFRL
R E i3 2 W e AR Sz,



16, Abopeihic w G e B & BRI BN % 0T L 72 4%
IR & O ZRIFER 2§ <& Tw 2+ 24 HGISTD1
B
OB #i—, BUgfz, Wlmsk, o, e & b
Fi)

HEBNE 7675 T Vo IR B I 5 2 2RIk B LRSI CUIBR T eI 2
TR & R & 9 % + 23R IEGIST (20mm) OBl L -
7o RN TEHE & BEOG LR MIBED B4l 2 B4 T O 1% Wit S- 1Rl bz
LR AT ICRORBIZ L Tz,

R #2142 H T+ 38 GISTO K (36mm) % iBd7, R4
WNDORANDZFANDEL | F 72D AM LTI D HHYLiti235 A
(JASPACO15RER) #EE A HZ Stk 2 B L Cgia v bu—
VHITA ~F=740mg/HZBIE L7z L2 LGrade2dd 5§84 - [
NEDOFERG OO, FHEGITHE L22REETdH - 72,
4 =F = 7RIS S 2 5 H TCTIZ TR K (38mm—44mm)
B, A=F=750mg/H (FHS D4%2K) ~EFT L7z, L
2 LGrade3D LINZIC X 0 iaHERkREC & 3°. #3 ATl LTt
WBIEEE LTz SDRERESA H D% (GISTIR#EBIMGA H 14502 H)
N3 DN AL S A IS LTA T~ M L7z, 2D,
T RN X AW AL IO 720 AB: L. I RZA S OIS
HifLo> 2 > b 1 — )b 730 23 e BRI 4 B IRAF B+ R 0
BeAli (BEZEERIRAR) & HGAT L7zo iRl RAFCBBEL 7225, &%
IR RIC X 285828 D ) . FRCTombeiingz % L7z, Modified
Fletcher% - CTldhigh risk T&H - 7225, WETHHEROBRN S [ < F
=TI A & 2R & AT 3 RR g & Lz,
L2 LI 14E CE BT R 2 o A=F=725mg/H (4#%2
) THEEG IS, BREERESRE: (HBO) & EEEMRRAHE (HT)
O L2220 2 BAG L7zo 30 A BICIZPRE 72 ) i) B TRk
L. Grade=30 A EHR % BOTHAMMBUEITB L1z AIE
BNIGISTIZH§ 2 LM HEHAZRY L EWHEEOBER G512 L
A ERL OB & B A HEZ R T A5z D 5. AR
TIEAETOXEMEZLEZBML THRET %,

17, SEFRAMCSIEREC & 2 W55 N SEBE O 903 BEARLIR 27 1 S BT

OT-mg, #m ¥, WAz, ks, Jia Zi', PR,

RIS, ANINIER 1, RERE—2, MMET (g Ry K
e 2 A R e REA Y M T e i
e R KEBeE A TEbE RN RS
VBB, B RO PR AR S I & MRS, il K
FORFBEENTEE RO LA B

[H] 33, DR OB 72 2 iEH & U CRERIMOG e # i
(NIR-PIT) A9KR# X N7 L ULNIRPITIC X 285D 5\ 3P
EHHBEDZAIZ O VT AI 2 A% L SN R~ D

2 i PR SA VIR D] L 72305 3R 22 e v 2 2 TAMZE TIENIR-
PITIZ & % WG MU NBREE D ZEAb % MRS 00 IRPT L. iR R ok
FEWS»MITAIE2HME L, [#] EGFREZ B b T
J P _E e RIS AS R T A~ 7 2 ORIz W (IR700) #54
EGFRYUAZ P55 LRy 6% WS U7z, IS R 1 V2 I35 % il
L, HEYen, Skl getts (IHC) % F2ht LIS /N BRBE D2
b2 SRR IIRAT L 72, D] NIR-PITH240E I LAPIIC 1L, NESS
R DMENE A SN d o 72A%, FREEEM V2 NE S 8 O BEAE SR O
K2 B 72 NIR-PITIC & ) 2SAMIN I HIIEOEGFRIEH D5
TREOMWNEL EOBBENZEALE R 72, F72NIR-PITIC X v il
955 LA T R 00 B <0 M 355 1 PO S D A 25 58D S 7z, & B ICNIR-
PITIC & DRI~ 707 7 — VPERT L LHARE N
7z, [liam] AHFZED & NIR-PIT i#E6 FUNCIE B /N BB 0 284k At
BB EHIREINT. SHIINIR-PITIC X ) M/ BB 22 1L
METZERZMIL, & 0 AR BHREOMBICBTTVwE L
Wy,
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18. Pz & 4 7 /NG L2 A5 B 7 PKM1 S B S92
BN BT 2

OWHHH I 24, ARBC, e AMEKL, HI HE, f1 fA72e,
WG RS, TR0, ERRERRE! GRLBRESRI K JBnsess—
AR ALBLEER K WPNRES 7LV — IR, B AR
TR BB, WM AR

W MR (SCLC) 13, Wi o#15% % 5 % Mk <7
BARZERLELTAMON TV, #EREFMSCLCOMMEIGEHFE LT
L L T = v 7 R4 ¥ FHESE ICIs) OPH#EI W
S5NTVABHPICIsO BB ZZ1F 5D TH ) ZEIZWEHTH
%o SCLCIFMAE, BB NTORIIRMICE 297 5 4 7H5H O
HRINT T F A4 T CREBMBIR T RIUDOERDBDH Y. A
GIEMNRBE SR 2 5, FohTHARNSWR (NE) SCLCE
nonNE-SCLCIZHHEEN LS T 7 4 TR TOER I HEINTVS
2 FOENIZ I bhroTuv, MEREEE LY VBFF—
EM (PKM) (ZI3HERIETER OPKMI, Sl 1% P LA O PKM2
LWV TODRATGA YUY TTAV T+ =B EL, KEOHA
HPKM2% IRAINCHEBLT 5, SCLCZ 13 U & 2 Ak Py 70 i i 5
TIZPKMIDOFEHAAHR I S & A3 S AU PN 53U 355 o i
BHE B AT E A ST wh, BF & SCLCE
WS - TR 2 VT 7 7 4 TR % v, Z L TPKMI.
NSE® 581 & CD8EG MEMIBwiZ . HLA-class 1207568l & o B#IZD
WTHIERM TV, M Lz B 754 708z TS L
MBNEZ £ FTHolzo NEZ A 7 Tld. nonNEZ A4 7L I LA E
IZCD8B ML A3 22 5 72 NE & 4 FI23H & 1L 5 R Mk
T b IEE N OPKMINSEZ Bl IZheterogeneityA3d ) PKMI1,NSE
DIFEBIERAL TIRCDSRVEMNEF B 23 T2 2o 720 5% MREDI 5
WA 0 Bk & 158 U453 % PKM1,NSEZS BLIZ S 0 CD8 K ki iz
14 & B L7z, PKMI1NSESRHLASCDSE MM Ha i 2 FH 5 2 #p
AW TH 5. PKMIZEBLUZREHNLIZ B L 20z E
ILE8ELT EZHEBENET LI EOAMNEIRIEEND,

19. y 77 IV IS5 Y27 25 —Flo—HiMS BRI
B2 RPN ETF CH ) IL6T7 ¥ 7 % A LT ARSI
ATVENRGS A R R A T B 55 B

OALARBIAER 5, WNIBEARE 2, A LIFRIS4S ey &
R A K1 0 S a1 43k == SO 27y == ==
FReEFgels  PIRME e AL S PR 2 k2, o TR B
T BT EGREMRIT T EET — A8, R
WA TR SRR R, ALiEE KT & F Vg
BRFSHLA A ARIS BHAT HB 5

y-INVEINET VAT 2T —¥1 (GGTI) &7 I/ Elike 7 v
¥ FF RBICHET A5 TH Y. ORI LA IO ENE
BOMITEMBT A LFME SR TVDE, . GGTIO—Hidk
%% (SNP) ZFUMEHBEOECEIERIICEE L, S8 & OBRY
RBENTWD, TAIZIHT T FFEOSNPA GBS
5STAT3 & NF-kBO RIRHEMEALIC X 0 S0 % Bl BIL67 >~ 7%
PRAE L, B IERBORIEICESETAI L 2 RS LTE . A
el WHLIEEM AT VRIS R e R IR (PEP) 1245 H L.
4257 ) N BHENT %2 8 U CGGTIA A B X OIL-67 > 7l
ST 2B EEFTHH I EZ2W S5 L, FRICGGTL
DSNPTH Ars5751901) 27 7 LV (C) &, PEPEFIZBWTIE
PEPHMRE D L AL, BT LIV A AT 2 BEEICE W TIL-6
7 v 7R IMET 2 BRI T L L CREE L. PEPORRIBIEK
ICHET BT EARENT, EHICGCTID ) v 7 % VIZIL6T v
TR L, RIEOMATEHIET 22 LR W SNnE R otz &
NSRS S, GGTIIL-67 ¥ ZTHlIIPEPO T4 T il R 1G5 11y
LB RER D D . S RIGEERUNREIC B 2 18 S R
HEE & O BEEOMH A SN 5,



20. 23V BT 3V CDOTILELE I R RIE Y 7 F L % Tk
L. SERMIEOMBEEZMIRT S
OfREB—W2 Julsdedl, BE 48, ILEEs, RS
JEEARG B2, SRS, HEEIERY, e, sk ' (LR
AR [ A bz 5T AW, ALBREFR
KF R WRHARE LS NRA 2, SANIZET
WATES ) AETEE, ALIRERI RS ESE e
TRHFE— I, BAMIENT NexthAMN 71 7 5 45)

VRif 41X, © 2 b YH3Y ¥ 79X FVAILEER TH ADOTILO
EXBAL vy —T7xzuy (IFN) E#ET (IRG) OFB LA ZY]
ERIL., HZAEEHE MM #EEZRTEEME LA, —
i BHEOMMOREH EHE L, S i 2 s & U2 A Bk
BTh Do AWZEIL. MMOIY V2425 4 v 7 BIET~NDKED
4K E DOTILO%E 2] 522 L. MMANZIZ B W TDOTILIH
ERARGIE Y ZFF VLT 2 FEEMNT2 E2HME L
720 Depmap7 — % OfFNH S5 MMIZZY YV = 27 4 v 7 BIZTD
HCDOTILICAFRIIZRE L TW B S E DB S E o T2 BIBD
MMAIfatkIZB T, DOTILHEIC X DIFN-a¥ 7 F vV H3ii kb3
LT EB A4 7aT VARH» RSNz, £2DOTILHEIC &
D MMAINEHO & QB (HLA) 2 5 2O LT 5
Zrm7u—%A bR MY —THERE L. & 5ICDOTILHEAMM
M OMKEDNAZ NS ®5 2 . ZLCSTING/ v 7 7% a8
DOTILR I & 2IRGHE & HPUMMAY R 2 #0 A Bl % & & »
5. DOTILBHEASTINGHRE B 2 16T L3 2 W Bt AVR S hizo I
#.12. DOTILKEIR, IRGD & 5% 58l LB X OMMD ¥ — ¥
ZFNVTHAIRFAMYCY 7 F VO E SR BT 24 LT, %
PR OPIMMAN R Z WS 2 2 L 2R L2 S DR ER
5. DOTILASMMICHES I 2 BHFEEINTH ) . ZOEH KR
STFNVEEML L., SIETM SO BRI R w0 L AR X
iz,

21. ClaspinZ B & U2 BEMERA (03 2 45 TS TR B 0
(A
Ot TIR"25, M REZE, Lk, BBEE:, BEGHE (t
Il KA R A IR 2 B, ALBEE R R 2 R 4ET Bl
G PR — W, W)V A B bR 2 )

[H9] B A R THEM205 AN EDSTET 50 HHEF O
25% IR CTH Y. ToOR PRI . EiRiEE A
I FEBI DSAEALFHRIZT-15% &Ko iAW F Bl cisplatin (CDDP)
bl L7ALR B ETH o 7205, £ S BB BitE 2R3, &
ML EF = v 7 KA MHESE (ICD) RhiksEm#iAAk (ADC)
ASEA S, ICIE ADCOBEIFED: S BRISH S Tw b, Claspin
(CLSPN) IIDNAHBRBEHEA L AICHET NS ¥ 37 Y
TH Y. RIS T3 L. CDDPIEMR TR LA55,
FAIZCLSPNZ & — 4 v b & L#iBliessdiik, JRICTCR-THED:
ORI HIE UZzo [J78:] CLSPNF B 70 i b P Tl e
a— (ye3) OTCRi#E(ETF #cloningl. codon optimize# {7 - 72
TCRI YA MT 7 b 2AEE, % APBMCIZEA L. TCR-THilL %
18, TFN-y ELISPOT assay & LDH cytotoxicity assay CHat: &
R Sk & MR U 720 [R5 R] 837 L 72 TCR-TIXIFN-y ELISPOT
assay TCLSPNAFS1H 72 B % 7R L 720 LDH cytotoxicity assay C
CLSPN~7'F RS T2MIBL IR 3 2w ilabE Bk 2 7R L. 451
codonik i b # 17> 72 TCR-TIRARICEH WA ESZ R L7z, &
512, TCR-TIZUM-UC-3% & —# v M2 L7284 b ik st %
iR L. $#ICCLSPNFEHLO 5\ W CDDPIFE#R 120 LA B0 5 ik b
EVEER L7ze [Ram] CLSPNARS W4 TCR-THINZIZ. CDDPIik
DA AKRIRE 3 2 Ml e 1 % 7R L 720 CLSPNZ& B[ & 3
% THINE#EH: OCDDP & O IZ A B TH b . CDDPIiPEAS A % 1
& Ltk R it HRE~NO T2 ) & %2 5,
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22. 25 2¢ &R E Lz TCR-TRINEREE S X 2 I 0 1B #R
W D Wit
OZiiFets, AT KLt MR, A
BRI, BRI RS ORLBGEARR, ALBLERIRS: Bl
MR B A — 43 HT)

[T 5] AL 2 I PR IR IR IS B 1) 2 K & il
Lo TWb, UBISEETRELEFIZBWTY AT 55 Vgt
DRIFAN—=4FELTZ S A Y (CLSPN) Z[ilE L7225, AHF
28 TIE. PERIN R 2 BEREIISHE L. etk 31 5 CLSPNJEBL
ZEHi$ 5 & & HIZ.CLSPNHRAR T F F& ¥ —%4 v b & L72TCR
THINL % W 72 S e i i D HE 5 % A 7o

[J53E] : BB Rk LT 7 5 5 F BANG R 2 /5 L. RT-
PCR. ELISPOT. Western blotf##7 % v "CCLSPNF B L XL % 5
BICEHG L7z 572 mid 232, CLSPNX Y F F/HLAMS
KRR &3 5 TCR THINL 2 351 - R L. DUMEEHG S X %4
PEIZOWT, ML XV Tl 24T - 72,

[ H] : 75 FF BAE RIS W T, CLSPNOFE B2 A L
720 ML 7-TCR THINEASCLSPN & ZHUBNEMNZIZ A Ly in vitro
DS RPN % iR L 72,

[#63m] - ASHFZ2IE. B 12331 B CLSPNSE S 2 S B Bl & 72
D5 EERBTHEEHIT, TCR THIEDS. Hriliaaemm e L
THIfFcE 2 W2 ST L7,

23. A Therapeutic Strategy Using Epigenetic Drugs Against
Solid Tumors
O7r7=F 77— W %2 7r 4L, Rv v
WEHIHORY, ARBA—123 (ILifE K KREERERE R hiEs:
HEL JLilERY 77 F CWEREERAE, JbiEERY K
FRRESE  REMAE RS

The major histocompatibility complex class I (MHC-I) pathway
is a critical defense mechanism against cancer cells. However,
cancer cells have evolved to evade the MHC-I-dependent immune
response through various mechanisms, commonly by epigenetic
transcriptional silencing of MHC-I pathway genes. HDACs
are well-known epigenetic and transcriptional regulators that
mediate transcriptional silencing by deacetylating histones and
other proteins. However, the effects of individual HDACs on the
transcriptional activity of MHC-I remain unclear. In this study,
we found that the gene expression of MHC-I and related genes
negatively correlated with multiple HDACs, specifically the
classical class I HDACs, by analyzing gene expression data of
different cancers from the Cancer Genome Atlas (TCGA). We
treated human and murine cancer cell lines with a selective
HDAC inhibitor (HDACI), alone or in combination with a
demethylating agent. The gene expression of MHC-I and related
genes, and the cell surface MHC-I were upregulated following the
treatment. Notably, the combination treatment with HDACi and
the demethylating agent had effectively increased the expression
of MHC-I and related genes by reversing the transcriptional
silencing. This highlights HDACs as promising therapeutic targets
and suggests that combination therapy of HDACi with other
epigenetic drugs may be an effective strategy against cancer by
enhancing the anti-tumor immune response through the induction
of MHC-I expression.



24. MHCZ 5 ATk Y 7 F MG THUESAHE % 1 7251 15
EPETY Y NBROFE 2R ET S
Offe & AR, APRBESC, AL, i 2 GLIREFRFRS: 9%
BB — )

(195] g F = v 7 B4 ¥ FHEH ORI EEH 272012
WCTL#HE, BMEARRMATHONLLEN DY, MREGEETY
VORERORFRIVR OBE B X OB BRI R PO R T 5%
YThBH. PURIBIZCTLRIEGE, FEMEIHEL, R oE
NRTF ROV AP, mRNABRFEB, DNABRFEHONMIZHR R
BEwE &b, Fzclass I trafficking signal (SP-MITD) ik %
PURICRINS %2 2 & CRUREEIZM L9 2 L Sh b, 4, Ko62Hii
RIS, Al & 2 23080 2 43 AHLA %8 A U722 A LPUEF R
(aAPC) ZH VB EROAREITREINTEBY, ZORRFHEI
O X ME L7z, [J51:] HLA-A*24:0280 0 PCMVLE, AKF9
P I — F L7728 5EBlaAPCE /B LAEH ACD3 THIIIZ X LT
CTLHH 2T 572, X7 F F28V A L SP-MITDR DA M L D
RIS EDLD LD, TIIT—ANMBIY, f vF =70y
ELIPSpotiZ X 0 kg L7z, [##] SP-MITDHEE % 473 5aAPClE
SP-MITD () #EBLIUOXRTF FARAVABIIH L THVWT FI<—
Bk 4 v & —7 za vk R, [iE]SP-MITDHEE 13
aAPCIZH 3 2DNABFI I L 0 A RICE WIUERORIEI S 5 2
LRSI N,

25, ASAKMINC B 5 cGAMPAMREEHEC & B B ARSI lalBERR
71

Offe ks —, W% bl K Es s Tmmaprser 514
PRI 55-8F)

Fa v bOERNITIEIEE OB ERHEMEDORAZBEL.
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