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Introduction: Pancreatic islet transplantation (PITx) is a promising treatment option for
patients with type 1 diabetes mellitus. Controlling the innate immune response is essential
not only to prevent the rapid destruction of transplanted islets, but also for the long-term
acceptance of allogeneic islet grafts. We have previously demonstrated that the adoptive
transfer of donor antigen-specific immunomodulatory cells (IMCs) could induce tolerance
in recipient patients after living-donor liver transplantation. We hypothesize that the same
beneficial effects could be applied to PITx.

Methods: Based on our clinical trial, IMCs were generated by co-culturing C57BL/6 (H-
2° mouse splenocytes with irradiated BALB/c (H-2% splenocytes in the presence of
anti-CD80/86 monoclonal antibodies (mAbs) . The phenotypes of IMCs were assessed
by flow cytometry. The immunosuppressive effect was evaluated by mixed lymphocyte
reaction (MLR) . C57BL/6 splenocytes were stained with CellTrace Violet (CTV) and
stimulated with irradiated donor (BALB/c) or 3rd party (C3H/Hed, H-2k) splenocytes,
and the proliferation of CTV-labelled cells was measured by flow cytometry. To study
the effect of IMCs over macrophage polarization, RAW264 cells (0.5x106 cells/well)
were cultured with IMCs (1x10° cells/well) and stimulated with lipopolysaccharide (LPS,
100 ng/mL) . The cells and supernatant were collected after 6 hours of stimulation, and
the expressions of M1 and M2 markers were assessed by flow cytometry. The mRNA
expression of pro-inflammatory cytokines was assessed by gPCR. Nitric oxide production
by LPS-stimulated macrophages was also measured as a marker of macrophage
activation using the Griess assay. Isolated pancreatic islets from BALB/c mice (50 islets)
were cultured together with macrophages with or without IMCs, and LPS was added
to the culture to evaluate the IMCs islet-protective effects. Islet count was performed
at 12 hours after culture, and cells were collected to measure the mRNA expression of
pro-inflammatory cytokines. Finally, a separate co-culture model was used to study the
mechanisms behind IMCs anti-inflammatory effects. Transwell inserts with 0.4 um porous
membrane were placed into 12 well-plates. Macrophages were seeded in the lower
chamber, and IMCs were added to the upper chamber. M1 and M2 markers were assessed
by flow cytometry after 6 hours of LPS-stimulation.

Results: During the generation of IMCs, the cell number decreased from 80x106 to
8.8+2.8x10° (mean+SD, n=8) . CD4" and CD8" T cells were increased after culture.
IMCs effectively impeded the proliferative response of C57BL/6 mouse splenocytes
against BALB/c antigen in an IMCs-dose-dependent fashion. The treatment of RAW264
cells with IMCs at the time of LPS stimulation suppressed the expression of M1 marker
CD86. and M2 marker CD163 was increased. M1/M2 ratio was lower in the treatment
group compared to controls. Treatment groups showed a trend toward reduced mRNA
expression of pro-inflammatory cytokines TNF-a and IL-13, but IL-10 expression was not
increased. The addition of IMCs reduced nitric oxide production compared to control
groups. The islet counts in groups treated with IMCs was higher than untreated controls.
CD86 expression was suppressed in the separate culture model, but CD163 was not
increased.

Conclusion: IMCs showed both immunosuppressive and anti-inflammatory properties in
vitro, and islet-protective effects were also observed. The strategy using IMCs may be a
promising therapeutic approach to improve the outcome of PITx
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[HeRfeiEIC BT 2IERERN R — B DBIEE. AR1EB
ERBEOERREZFRL TS, 2023FEIFHERDKRER
£ (MD) H L. IRARBRKIIZNEERICAT CEFHTHD

(Sakamoto 2023 JCM), HHBEIIEHIED T ~IFE
®AERBW TN L7 (Shibata 2023 JCM), BEMEED
BEFEAN. BEOBFEN/NEIMATEIE. BROKGE. X%
BRL TS,

2022FEETMR L TOVEREOHRNEEFZFEL. 8
EROMGILREICR >/, 2023FED S ZRIELTRIED
AHERDER SN /ZAEEFICITRRIRSERMNERO
4FE. R2AREE. LRI TFOFREMRDIEE ZREIN.
[EERRTZDIN VitrofiR O TH S D /=,

2023FEF5| = Zx. 1) BBKEBRICKDmarginal ff
J27 NOEBEEORFE. 2) 777 MEied KUBEDFA
N—H—FR. 3) IRILF—RKBEEFS T FILOFIHEE.
4) EIRFET I, B) BIFOASRFRIEERRIER. =
a7z,

SHRSP5-DmecrZ v MimEpima L A>0—JL (HFC)
BZfaE L. 2BTNASHOEREDELSN. EBIIFFOREZ
MRITH)ETE 7= (Fukai 2023 Transplant Proc)., # A3
7 LRMSEMIEIC L2 ARTFET Y MNFOFHImA. ERR - BT
HE A RO — LBRT. FRIAABRMEE & UV AR DKD
BRROTGENL. T~ U BEMEEZ AR RO RN,
FFUV U > BEEDLC-MS/MSEZE D 728 DHEED E#E L.
FxRIRFICED. BERROANR
TR,

R
5 MR

- ERE

- B
nEOMBRE
R ]

AH ER (2023%%)

fgZ2 S REF—ERICHE T D EBEpHDIRE

SEEDPOMRICHBILTEVNVTEIEY, ART—Y
F[HBRSRTEERICHTE2EHEHOMEET] TY, BIEN
FT—ARBICEDBEFEFOBELXCDOEIEE LT DMF
1E - BERART R EDIEKE#E N F— (ECD : Expanded Criteria
Donor) OFADEFONET, EROBHSR?E (CS: Cold
Storage) TIFECDDORELFIBHEEE R /= HEMERMP
Machine Perfusion) (C X2 FR1TF - BEISHFIATH
%7, EEBFER (HOPE : Hypothermic Oxygenated
Machine Perfusion) (3G, ZEEMRE. pHERR T
FILF—REiE. FSRBICKVEBREEREZBIET AT,
LD, EET COBRKRFHRIFININUTEE. NEEAN
LA, BILARNLAZ N U CHERESEERET BB EOH Y. HR
FHRR &R PR DA OEBHRE T, UHETIE.
BliEROBERRMU/-HEp > v NFZER (IPRL : Isolated
Perfused Rat Liven) E7/IL BV HTRERERT - ERA.
ERPEERFORE S L (X E . FATAER TR
IPRLICEZ7 COE®EEFRpHDP RB N E L7z (Sakamoto
et al. 2023 JCM), AEAE TIE. (EERERICBITDEBEER
pHEZ v MNEFRER (RL-34). Zv hEflifakk RIT) RE%E
RV CIREEL . BRI OpHD IFHRfRIC S A 8%
BEOMICLTVEEZVNERNEY, /e, BEFEERPHT TOH
BB K2 REDRDIBRT DD EDZRITFE T,
BENERETHRDS TEDIEICRH L. FHEEDTIEE
DOF. B—FBRO>TOEZWERNET,

REBIE

- HRakK : RL-34 (5w MITREHERE), RI-T (5w MTEMEE)

- BEEF 1 37 °C, 5% CO:

- 454s : DEMEM, FBS10% , pis(+)

- {RIFEAF 1 7°C, 21% O, 12240

- B : BRI CBEE3RR (WR3N) OATPE, FEMIE, viability

L ™ T e

RI-T 7°C 12h {ERERETIL in PBS

L




i (RFRRER) 0 —7

R HME (201 44%)

FFBA#EICH 1+ B Diacylglycerol kinase®
HEEERRIT

/ -

HEE T (20156%)

FrlREERICE TS F> v XOPFDNAE
EORY T 1y NORFEEKREDRENT

PONEELYMRICHBSETEVTHYEY, FUK
ERESOEMRBEETHYET M. M2 (post
hepatectomy liver failure, PHLF) %4 UCEIEA#ZB% LD
ZEDDHY. HIFRSEVES TIEFRERER - FFRLB%k
OFECEHPBREICE\dataDH £, FDLHBE TR
REICEDIFIBRTIT) X LDBED DI, FEICKOTIEFIAR
ERAT. ALPPSHICKERFRBAZRDUENDH)ET, &
DEDICHBEZRRE LIREPERLTEH Y. FFBEEED
A RRISEELRE CHDEEAETY, SEFATHER
ELORREXT I —2—TCh'). FFBMHESORIE - ERED
BB DI SN T L BDiacylglycerol (DAG) (ZZEBL. BF
BEECOREMRICDOVNTOME ZFHRE L £ L7z, miceT70%
FF9IBR (PH) EF)L%&HIZL. DGK knock out (KO) mice
ZRVWSRERBINZTOTHYET, FHERICIEIDEGKY 741~
D55, DGKa (FILT7 7). DGKZ (T—%) DHEERMICKIR
LTHYETH. REETIEDGKa KO miceldBFERT T
ICE LTI E RSB RICE L. PHERHRICARERESR
DOLER. ZRALEMLEZOMRZRD. DGKaP70%PHE
O BEICEWVTEERREE - ez B LTV SREDEZS
hE L. DGKOEEERERE D /-
. BEPBEINDHAT—NK-
Z 895 F Zwestern blotting*®
PCR%. BRI EE TR
T OTCHVET,

TOMFSIRETL £FNT5 21—l |

‘ - wild
- - DGK a2 KO

100

EFE (%)

[£FEHDCKaKOIZLYET |

0
O+

012345867
EFBEHE)

HCCOE NRIRMAZEZR W =T OF7 A —LBITIC K.
HCCE 2 1L Bf I B Ly TPrefoldin subunit2 (PFDN2) A&
FHKRLTWBZEPREEZN (Orimo T et al. Hepatology.
2008), PFDNIF1998FICHO TR ESINER/NTBEDH
EHREHMEMTZDFvXOYTHY, 1-60DFTI1=Zy N
WohBRERELTHEEL TS (Vainberg |E, et al. Cell.
1998). ITE. PFDNORLDY 71w "D FILYNA X —
RP2BMERR. £EICHLTE/~—ELTRELTY
BDEVWOHENPBREENS (Mo SH, et al. Cancer Manag.
Res. 2020). The Human Protein Atlas (https://www.
proteinatlas.org/) %ZFFALFEICDOUVTPFDN 1-6% 4D
HIREFRETMLI=ETA. PFDNI1-6FNEFNTPFDNFIR
ENZVEITTFERR CHIERPAONIZ, PFDNTF 71y
MISHCCISH LTS D TRS L TW S RIBEE D RR Sz,

AHFE Tld. HCCIZH1FBPFONY 71 = M D4 EAVIERE
DRPZBL T FRBEZ—T Y NN FX—D—E7%RD
AIEEMEERT DI EZBMET D, FITMFR CHCCER DL EE
ICBEVWTEREIRBIN/ZPFDN2%Z R/ & LT PFDND£&
HII 2y MIDUTHIRESRER IS K BIn vitrofi#ff. HCCHIRR&
H205067Z 5t HRE LERRIRT — & - RREEREROBEZITD.

Tissue microarrayzRW\TRZERBURIKT — X Z ML
Jjz&ZA. PFDN2E R CIRERE. BEoMLEBEOEED
BEIIEL. OS-RFSEBICEERIELFEARTH . In
Vitro CIEPFON2&E R IRHUNT# ClEERE DM EL TS AT EE
HEHY, BRRROHE TELRDRITZFEL TS,

TMA PFON2%uf3,  EF{fi13 Intensity Score,
+3

i " A +Z""‘T \1# )
r B 2w

semmaE’ D' 0 [TMARBORR, EET-4L0
269% vs19.7%  p=0.0255 HEASEEDS Y 25 fassay &
0, InvitoTHREL TUC.
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R BT (20156%F%F)

FrfffEIC (T HEB1 EOATP1B3M
DRI BIE M DR

LEETIHINETTHMARE (IF. HCO) IC80WWT. M
NEBEAR > /NTBEDI1DTHBHEnd-binding proteint (L4
T. EB1) P, FERROBEFANAAY—HD—ELTER
ThdIEmBELTEE LR, £, FHEMBEGD S1EX
L 72EB1KOfifatk £ EB1HBE ARKIC K BHRNA microarray
analysisDfE R D SEB1 D F IR & EE L TOrganic Anion
Transporting Polypeptide 1B3 (IF. OATP1B3) IR D1
BT DEVWDERPEITHRDPSESNE Lz, OATP1B3
A DOREME. HEENEDOMBANDOERVAAZITOT
W2DENEATH Y. FHERICIERMICKR L TOWET. Flx
&, HCCOBE THEMICITONDEIERIEE Ch2EOB-MRI
THEAINBHGadoxetate sodiumid & DEREXADEE T .
OATP1B3Misoform®—D2T & HCt-OATP1B3Id. f&i5.
Hfﬁ PR E. BEOATPIBIAFEE L TULVAR VRO EiE

ICHEWTRBEIPERINTVWET, £/, IE/NIRRETO
M3 H 5Ct-OATP1BID FKIR ARl D1ETERE. BEEREIC
BELTWBZEPRELAER>TEY. BORE ERE &
BICBELTWAIZERPEZONTVWET., LDPLARDS.
HCCIZCH W TIECt-OATPIB3ICEA L T. FORIRCKEES
HLWTERFLEZELDDP>THYELEA,

A TIFEB1 EOATP1B3DEEM Z A <. B
MR Z AUV RIRART & MEIEAZ AU\ 2Rzt
SREBAEEDTCH U ET. £/ OATP1B3 Knockdown
vector. Ct-OATP1B3 Expression vectorDfEEIC &) . BF
JEfmparkE AL\ =Ct-OATP 1 B3D#BERET BT o TH I £ T,

i A
i)

i
'w

T B (20165%)

B3 ICE 1T HHBVEURZ O ERKREVE D#ZER

FHAREDORE IR T A I AMFREERETIEDON
A¥EED TP, METEHBEFLTIILA (HBVY) I
ST BEE T F O TR DIREP. CBFLTIILA (HCV)
ICX g BEEERRERTVAILAFOERSICKY. T1ILAME
fFRzERET DHRREOESIEIRD LTS, —HFT7IL

O—I)UHERFREERIET7 L O — LRI MR A (nonalcoholic
steatohepatitis : NASH) 7% EAREA & 74 % IEBIECE AT
B2 #& (non-B non-C hepatocellular carcinoma : NBNC-
HCC) DE&FEIML TLBD. FOEREFM. BRERFAREF
B TAEBAINTOERN, HRITOFIBRAICENTS
NBNC-HCCOE| &ML TH Y METIEHHU EE H
BEIBER DTS, NBNC-HCCOERRRIZZAAFS# A ITIE
TBHIEE. SERISICHEM LTS ANBNC-HCCOREHKR
PERERICHES I DD HY) . EELFETDHB.

W ZNBNCIEHBSHURBE S A DHCVHUARE S DRES] &
EEINTWDD. ZORITIFHBVICKRREZRDH O 6 BERAE
DEDELREL TS, FFIC. HBVBEREZE (HBcAbRGM)
DPREICHEESZADEEDPMONTNDH. FOFEMA
ADZXLIFREEDITE > TR, &it. NAFLD (GE7IL
J—IUMBERSERTER) ERICH 1T DHCCHEICHBCALGE
PEEL TWBS I EPREZINTHY (Am J Gastroenterol
2020). NBNC-HCCTHHBVAEKR L TWBIEADH B Z
EMFEEIN TS, HBVODIEIES KOBEMEIMOA HZX
L, BIBICEABHEERAOPICTDIEITEECH D,

ZZ . NBNC-HCC - HBcAb BFIEEFI DR IC (ZHBY
TAINABGEFPRBAINATE Y. ML AN THREEICE
DO TWBZEZROMICTHIEEZBHET B,

NBNCELOHBcH i I DA, 5
DNAZFH L. HBVONA®D 7 5 A ¥ —EdJI TPCR% jiafT
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BIIEDt (20155 %)

HLBDAICKTSHDCK { ZiFR & L7z
MEREEZEDRFEMF

AHZE TldDiacylglycerol kinase (DGK) %#iZH& L7
FHRPARBAEEORARS SFOX DX LBHZEMEL
TWEY., DCKIFMEE EDREEX 71 T2 — %R 2
TETHEEREEHBLET. ThETOERITHITDGKa
ZBRET S I EICLDTERENIRS KOTHEZ T L 2%z
EPRENE Lz, £7/2—AT. DGKa EEBRICTHERTH
RIBEINBDCGKCICEAL TOMESEH. DGKZI ./ vy
77 MIELBDTIEBRICINA. DGKa KV BAOLTESS
RISEERT ZEPDODPYE L. PAREICEIFBDGKD
ANZALIEDWTRELZRBAREZIABE L. TDOREH
ICRYBEE I ETSHROBENRERDIREN DOV ET.
REFR CDCGK I DI RMRERIIFEL Y. SEDA M.
G LA TDODGK ¢ OWEED RS KUTIHAEDRE
IC&2 T PAHRE XOREESHMBEONANERL. £
DRI DAREDOFERICDOLED DEIEEDH D EE
A MBEZEO—DTHBSIRNAIGEE LMEET > TLE
T, EEMBICNA. ERRICH DA M. SEELM
fBEEYE LEDGK ISIRNAIC K DIBEEX D= X L. RiE
PSR ORICHEEZRIAT 2 EENE LTVET,

AEDIB KV LBHFARE L TV BT HIERFT T e it
PHEOINFHIREDRIIHE. BBHAR T THEL
THRZIT>THEVET. BELSBEONHRLET.

Effects of DGKC inhibition for anti-tumor

DGK{ inhibition

activation of immune cells

Dendritic cells
a

Cancer cells
IFN-a N
IFN-B //'
L

NK cells . Anti-tumor
immune response
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AR WH (20135%5)
BFHEITERREICE T B X MRILI VICK B RER

BORCOERALBBEDRICEET 5N\1F Y —
H—DR%k

BRDPAGMEBIBREDERBPA IR L THEERTTE
DRNZEDS. BT LOBRROUENEZEL SN
TWEY., AR TEB T DX MR I ik, 2BBERKEDRF
AR FEE L TARSFHBINTOET N, fE. FBHA
OREFETCRRTROYEICHERET 2 EOHRENRINT
WET. —AT. . YXTABEPAETINZFER MRS
BWT. A MRILI D OEBREICKY EEBRTTOCDIE T
REDIENT 574 . BEREMROBEICKSTBEDRZ
TR BARREDLREINTVET ., KBPAICENTEH, X
NRILIVEEICHREEI 7 1/ — THRZFEIZET
BERBREZERIDIENIRREINTVETH. T71Y
2— THRZFEICE L TR P~ -/ 07 7 — 2R EOHR
AR, H2WEI IO FRIAOHEEERIED X H = XL
ICDWTIEREZBBEINTOWEEA. £ MIPATBES K
OHMEHRBSEHATICHETD X MRV > ORBREEEICD
WTHEHRIZIHLOMICE > TOWEEA. AMETIE. X MRV
IV DERRMRAENREMEL T 5 EEEHI. KB AICHL
TA MRV UBREICEZBEOTESE LY 7 2 —faIC R
BIERSIRDVWTHEEL. REREZN LENBESIREZ
DDFADZALEREOMICT D E. X NRILI > EREHE
B 55 W EMAARIFREEDEENRS LOTEEEEN
DFFB%IET DI ET. BRPAICBITD2BERS LUERO
FBh - ABEEDHIICE T ARENIE T ADEREZ B E
LTWET,

R ARSI E B AMRIL S OAEBRET I

R -
. KL

RE A (20145%)

AEEDIESE - BRICH T B AridSaDtEReRzRT

KB CIIREMRBERICERT 2BOAR ST . MFEKXEG
BICBWTHORIES VT IRBEDBORECERICES T2
EPFRBNTWD, Y1 MhA > OEALNILOREEED—
D& LT, RNA#ESEEHB (RNA-binding protein, RBP) @
—DT#HAAT-rich interactive domain-containing protein
5A (Aridba) p&miifE. Ficxra7 7—IicHNWTIL-6
BREDREMY A MHA > OREMEERARBCEEE RS
TNTEE, BHMREBICEWNT., REMEDSOXREEY
A NAA VD EMEEICE < paracrinefEB 71T Tldi <. 7
BNEET D2REMY 1 NH > DI < autocrinefE
BArH2ZEPHAO>TND, REMABICHTArdSaldEs
FEMT A NOA UHBRBAHICEE CH DD, EEMABRICHITD
AridbaDIEEEEMITIFITHN TRV, FAIEKBEOERIC
BN, ArdibaldEHRRD #7453 KRN THEER
BRFCHhDEEZEA. EBEZTO> TS, BT, KiFEMREK
ICH W TAridbanBE FIR Pknockdownz 7> Z & T, K
PRRROEIBICE TS EZRANDERZIT O TS, BRRE
TTC. Aridba® BRI FIR ICHVRAZIEIERE. TEEREDTTES
RBOTH Y. F/zknockdown (L, BEFERERWEERE. AR
HTFROETMERERD TS, £ AridoadFIRICHE.
YAPRSTATIDE ML ZROTE Y BIBREXETFREICHE
EEZTWBZEPRBENZ. AridbasYAPXRSTATIDE
MICHEEEZ DA D ZXLOEMZED TV FETH D,

MERT—< : KIBEDIEIE - B2 H (T DAridSa D HEREARAT
BILAESEOWT, KRBV TEETHY, T
RIS A DA DIL-6ITHEDERIC - L
FELTVBLARHTINS. = .

RIS E D RIS A MM ORBRBERBORAIL,
S ELT=# =755 BEETHD

- REMRIZH L TAidSat LS FAIL-6DFARISF 5L TSI LA
HhoTLSA, ERMRISETHREIEFHTHS.

=t (23514 % Arid5aDEE = DN THEE

Proliferation assay Apoptosis assa y

AvidSa knockdown

-

— e U—

Aridsa knockdown THlfR 4 FHEAYE T L 72

T THE S hi
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KBRICE T DDA DER EEEXFOREICEH
12 R RRE

MAFFE (20165%)

EmBHRGREICH T DREEVRICED
RIRERLETRICET DR

BICHITHBAHEIE. ERMRIC URAEILTHEY. £
RIFNF—RELTIILA-AEZFEBLTVET., b MIH
VT 2 ¥EENXRAA IS EICGLUT (Glucose Transporter). SGLT

(Sodium-Glucose coTransporter). SWEET (Sugars
Will Eventually be Exported Transporter) O =% &
HEINTVWETH. EEEBODH AL B TIEIIL
O—AERROEINDERD S BIRHSEINT DIEHEAOERE
& L TIE GLUTT. GLUT3. SGLT1. SGLT2p& 5N T
WET, XKBRICHIT2BEEAORIICE L TIREICZL
<o IS DYERIEADH/ZRBEE —7 Y NORJEEMED & V)
F9. TITHLIE. KBEICE T DEREAORIR S EOE
BEOBEHLVICDWT., RElREMRE 2T KIBRICE
T BHERPEAOREIVIN R ZBAS NI L. BEEERAOREIIRLE
BOEITERREIRTIER EDOHBBICDWTHLONICTEZE
T, KIBRBICBTDHIRBEX—T Y NERD TR ZER
LE7d.

AMETIE, AR TEERICKBEOFMEITL. FEL
TWBHIB0OERIDTissue bankD b MNABSEME#HERNT.
WA A ZRBEEE L. TN ETNORIIRAZ AT R %R
HBFPTR BT LE T, £/2. KBROMBEGZRL
T ERREEADAFOBRE T ICH T DHEENEADOFIR O
BV IAHBED LEBARET 24T U\ FURHI DM & HEENE A D B R
ZHRAEL CTWVEE Y, £/ MISGLT2EEEDIAAFIED
HRMROGEEL TOWFETT,

e _;ﬂ}“‘l.". =Tl
ERVEAVERL. MYLERREEYEL.

- .

SW480 SGLT2
BHG HLG WL-OHP50uM

RIBETIESCLT2ORBEHEMT 2EHIH 5 B

ABEICEWTESZZEY > /3K (TIL) . EREEY Y
A7 7—> (TAM) #EE/NRE (TME) . RigmH
>NER/BEREE (LMR) R ERMEIMNA X —H—EFRED
BEDPRESNTVET, —HTAT—VIVEIBRTRERIGREIC
BIIBRRBYBRDPLESTRICEADHFEIC DN TIIERZENT
HBHH. FATHIZE (B017-0004) [VIBRTEEGRE M RIGREIC
BB REREYIROEEICET 2RRVRARMIT] Tl JRFE
BUBRIC KV ERFRPERT DECADFEL. RERIBRIC
KOULMROMEIENN T BAEF LB T BRI K W FRPRO
F2RLTVWET, ZOHRT. LMREMGI TIEHD G B L
CD8+Y > /\3k/CD163+~ o 07 7 —IH/NEL TMED
ELDPJREMEREL TLET,

SENE NS0 U T = LBEFICK Y TMEDORNAKIR &
ZHETRAYICEET T 2 & T TMEDQ KV EHRRE 217D 2 &
ZEMELTVWET, BIAIE NS> ATUT h—L@fZzRN
TEBDABEGHEBOTMEC RN A —H—D1DTHS
FRABMEFRIR/ ) >/ BREE(NLR) E OB HRE SN TOET,
LDL. KBEICEITDLMRETMEE OREICDWNTIFHRE
D2l FROMEDPFONDFIREEDH Y T,

VIR REE R ARG RO RARFEEIBRMTET O R MLMR
BIEFI CARER. H2 ONIMTRTER TLMRAIEINT HIEF] i
TAERZLHE L. REEERICHITZTMEORZEFHNER
TRT2HEZEELET.
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A —& (2013%%)

MM FEREET IV ZRVAFREREICED
BIET ) LREFEA DAL DR

b NPSHiBEERSEDO AT & AWV R FBRRETT I
DREIEE. FFEREICEODIECTERR/OT771ILELD
IS LAREDORBE T —XICHARESH= (RE—RIE)
ICTHIRZIT O TCWEY, FFEFEIE. RIREMRD 5 FFliaA
DOAMEDBIRD S B, FFapilifiah S FFEFEMAE & TOREF O
ICASDPDIITFINPABIETRETDEZAONTVE
Y. FHFBEIIEGTFEERIBO TORVEE TTH. FOKRED
A TRcatennBEREZRDDIEND. FFEREDHF LR
DEETFEREDHINTOET. LA LEBEIC. Bcatenin
EROATIEBHPEELRNWCEEAOHERO>THY . T
B AREOEEDIEBEINTWEY., £ TAMFETIE.
IPSESRATZMARIC BeateninDFEHIEEDEA L, TEYS
J LBREEE T RBTHDYAPOEMAERA BN THIRE
2. FFBRRETTINOAIBZEELE L. /28507 M
faaEmultiomicsf#ti g 52 & T FFEFERERDOEBGTHRIR Y
O771). TES ) LREERESMICL. KEFPRITERE
FEX D = X LORR & FFEFRERBRADRKRIGA Z B U Tt
EFHEFTO>CVNET ., SEEIIHB-like cellshERTE/LDT.
H > T IR L Tmultiomicsf#ti & FIL<ATWeWVT T,
7z B L TO SR EREAORIY THRRZH L/
WEEXTVET,

R FEET L2 AV FFEREICEDL S

BEFEBE /0T 7 ANLETES /) LESDER

Aldt —6
@ FHEmELEET L oMY @ RNA-seqlz £ 2 BEFERTA7 74U ¥ 7

@ FEmssTs LR @ e LRBORE F=a



KA R (2013F%)

AlBHEAET IR IC K B ERECRMBEIE > AT
LOBEA VI ARRESR FSIRIEBYIBRMICH T DF
B - R BEYRECFNERAEEORERTVE
B ET IV OMEL

AlZBWT. 2ROMEZTO>TVET, FIEREREICENT
PZEFOMRE®RD S N1 UAIFRZRZE L THRNaROMNE
HEHRT DA AT LAOBEEZEMIC. /31Oy MARE LT,
CRMBM & BEHIE T DAIET I DBEEIT O TONET ., EREE
B1241&7 /57— 3> L. CRMBHEOBER. iz E2aF
T BDAIEMTLTVETY . BEHASEE (f1-score) iF. Tumor 0.637,
Mesorectum 0.7997C. CRMEM M D +EE130.831. CRMA M
|$RFF THRIZY 2 £0.605TCT—3 L. CRMEEBEDERZEIFHRME I mm
EVWSHERT. RERHEFRTY. BEFAAARBNRES
BT ERBRICIRE SN =SIRIERZTIBRETE D 5. £2SD (IRERZE)
A DERRECREREE. 2D OINE L ZHIIREREGILT
DIEREBIIERI D38 T FHiTEnE Z I8 (D) 5. &R (E) B,
FrEEsn (1) BREICKRIL T, SERTENS DRBOE(LDEE
et Uk U7z, DESEIDEICIMEL . FORECIFFPRAEDZ
EPOPYE Lz, TEDEENYIVEDLZRHGBE TG U TR
DLET., OICHFRHBET N L. BELAEZDENCE#T DAIE
FILOEA TEEFHIAEER I EZAOMICLE Lz, BEMTHE
BHRFMFHFHMO—F 5L LT, BEREERTTT .

ATEHRERITIHNIC & 3 ERECRMEZEIZIRS 257 LADHBE

DOEIREHT : &2 4B (dice)
= Tumor 0.64
= Mesorectum 0.80

= Background 0.99

DOEZ5H : (slice’s, accuracy)
u CRMIS %5 0.83
® 49 Gt 4.6mm, AI 3.9mm
#i: Tumor # : Mesorectum B 75EARE +18 0.68

MRS TSRS UIRRITIC S| S RE - MBH - MAISRI & FHTEME & OBSERUBBHHHET )LOWMIL
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2023.6.3-6.7 American Transplant Congress

(San Diego,USA)
Watanabe M, Shimamura T, Goto R, Koshizuka Y, Kawamura
N, Ota T, Taketomi A.
Serostatus Following Live-attenuated Vaccination For
Children After Living Donor Liver Transplantation.
Poster

2023.6.21-6.24 the European Association for the Study
of the Liver (EASL) Congress 2023 (Vienna, Austria)
Sakata T, Yoshio S, Mino M, Yamazoe T, Mori T, Kakazu E,
Taketomi A, Kanto T.

ILT2 as a biomarker of impaired natural killer cells
expressing excess lipid peroxidation in patients with
hepatocellular carcinoma.

Poster

2023.8.21-8.23 The 36th Congress of the Pan-Pacific
Surgical Association-Japan Chapter (Honolulu, USA)
Ara M, Kawakita I, Kondo T, Okumura K, Kawahara |,
Honda S, Taketomi A.

Evaluation of levator ani muscle and its relationship to
defecation score by manometry and MRI after anorectal
malformation.

Oral

2023.10.26-10.27 International pancreas & islet
transplant association (IPITA)-IXA-CTRMS 2023 Joint
Congress (San Diego, USA)

Forgioni A, Watanabe M, Goto R, Harada T, Ota T,
Taketomi A.

Efficacy of ex-vivo generated donor antigen-specific
immunomodulatory cells on pancreatic islet transplantation.
Oral

IPITA Scientific Congress Award

2023.11.1 International Association of Surgeons,
Gastroenterologists and Oncologists (IASGO)- Continuing
Medical Education (CME) (Kobe, Japan)

Imaizumi K, Homma S, Shibata K, Fujiyoshi S, Ichikawa N,
Yoshida T, Taketomi A.

Incidence and Factors Associated with Portomesenteric
Venous Thrombosis in Patients Undergoing Total
Colectomy : A Retrospective Observational Study.

Poster

Shichi S, Wakizaka K, Aiyama T, Nagatsu A, Orimo T,
Kakisaka T, TaketomiA.

A case of conversion surgery for intrahepatic
cholangiocarcinoma with lymph node metastasis.

Poster
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(original article)
Fujiyoshi S, Homma S, Yoshida T, Ichikawa N, Shibata K,
Matsui H, Taketomi A.
A Study of risk factors of postoperative ileus after
laparoscopic colorectal resection.
Ann Gastroenterol Surg. 2023 ; 7 : 949-954.

Fujiyoshi S, Honda S, Ara M, Kondo T, Kobayashi N,
Taketomi A.

SGLT2 is upregulated to acquire cisplatin resistance
and SGLT2 inhibition reduces cisplatin resistance in
hepatoblastoma.

J Hepato-Biliary-Pancreatic Sci. 2023 Nov 5 ; Online
ahead of print.

Fukai M, Sakamoto S, Bochimoto H, Zin NKM, Shibata
K, Ishikawa T, Shimada S, Kawamura N, Fujiyoshi M,
Fujiyoshi S, Nakamura K, Shimamura T, Taketomi A.
Hypothermic Machine Perfusion with Hydrogen Gas
Reduces Focal Injury in Rat Livers but Fails to Restore
QOrgan Function.

Transplant Proc. 2023 : 55 (4) : 1016-1020.

Fukai M, Sakamoto S, Shibata K, Fujiyoshi M, Fujiyoshi
S, Bochimoto H, Ishikawa T, Shimada S, Nakamura K,
Kawamura N, Shimamura T, Taketomi A.

Combination of Cold Storage in a Heavy Water-
Containing Solution and Post-Reperfusion Hydrogen Gas
Treatment Reduces Ischemia-Reperfusion Injury in Rat
Livers.

Transplant Proc. 2023 : 55 (4) : 1027-1031.

Fukai M, Sugimori H, Sakamoto S, Shibata K, Kameda H,
Ishikawa T, Kawamura N, Fujiyoshi M, Fujiyoshi S, Kudo
K, Shimamura T, Taketomi A.

Rapid and Reliable Steatosis Rat Model Shrsp5-Dmcr for
Cold Storage Experiment.

Transplant Proc. 2023 ; 55 (4) : 1032-1035.

Goto R, Kawamura N, Watanabe M, Ganchiku Y, Nagatsu
A, Okada K, Ito Y, Kamiyama T, Shimamura T, Taketomi A.
Long-term risk of a fatty liver in liver donors.
Ann Gastroenterol Surg. 2023 ; 7 : 645-653.

Goto R, Fukasaku Y, Ganchiku Y, Kawamura N, Watanabe
M, Ota T, Hatanaka K, Shimamura T, Taketomi A.
Post-transplant donor-specific anti-HLA antibodies with
a higher mean fluorescence intensity are associated
with graft fibrosis in pediatric living donor liver
transplantation.

Front pediatr. 2023 : 11 : 1-9.

Sano S, Akiyoshi T, Yamamoto N, Hiyoshi Y, Mukai T,
Yamaguchi T, Nagasaki T, Taketomi A, Fukunaga V,
Kawachi H.

Intratumoral Budding and CD8-Positive T-cell Density
in Pretreatmet Biopsies as a Predictor of Response to
Neoadjuvant Chemoradiotherapy in Advanced Rectal
Cancer. Clin Colorectal Cancer.

2023 Dec : 22 (4) : 411-420.el.
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Ichimura K, Imaizumi K, Sato A, Tsuruga Y, Nakanishi K.
Chemical Bowel Preparation Exerts an Independent
Preventive Effect Against Surgical Site Infection
Following Elective Laparoscopic Colorectal Surgery.
Surg Laparosc Endosc Percutan Tech. 2023 ; 1:33
(3) : 266-264.

Imaizumi K, Ichikawa N, Homma S, Yamamoto K, Ishizuka
C, Takahashi R, Fukasawa T, Hamada T, Hamada K,
Matsui H, Miyaoka Y, Yoshida T, Taketomi A.

Effect of Continuous Box-trainer Training on Laparoscopic
Skills of Surgical Residents : A Prospective, Observational
Study.

In vivo. 2023 ; 37 : 476-482.

Imaizumi K, Kasajima H, Ito K, Fukasawa T, Odagiri
M, Yamana D, Tsuruga Y, Umehara M, Kurushima M,
Munakata S, Shimoyama N, Nakanishi K.

Hybrid robot-assisted abdominoperineal resection
supported by simultaneous trans-perineal approach for
anal gland adenocarcinoma with vaginal invasion : a
case report.

J Surg Case Rep. 2023 : 6 : rjad334.

Sakamoto S, Bochimoto H, Shibata K, Zin NKM, Fukai
M, Nakamura K, Ishikawa T, Fujiyoshi M, Shimamura T,
Taketomi A.

Exploration of Optimal pH in Hypothermic Machine
Perfusion for Rat Liver Grafts Retrieved after Circulatory
Death.

J Clin Med. 2023 ; 12 (11) : 3845.

Sawada A, Ohira M, Hatanaka KC, Matsui H, Ichikawa N,
Yoshida T, Fukai M, Matsuno Y, Homma S, Hatanaka Y,
Taketomi A.

Expression Analysis of Early Metastatic Seeding of
Colorectal Cancer.

Ann Surg Oncol. 2023 Dec 8 ; Epub ahead of print.

Shibata, K, Hayasaka, T. Sakamoto S, Hashimoto, S.
Shimada, S. Kawamura,N. Fujiyoshi, M. Kimura, T. Fukai,
M. Shimamura, T. Fukai, M. Taketomi, A.

Warm Ischemia Induces Spatiotemporal Changes in
Lysophosphatidylinositol That Affect Post-Reperfusion
Injury in Normal and Steatotic Rat Livers.

J Clin Med. 2023 : 12 (9) : 3163.

Wakizaka K, Kamiyama T, Kakisaka T, Orimo T, Nagatsu
A, Aiyama T, Shichi S, Taketomi A.

Expression of Wntba and ROR2, Components of the
Noncanonical Wnt-Signaling Pathway, is Associated with
Tumor Differentiation in Hepatocellular Carcinoma.

Ann Surg Oncol. 2023 Oct 9 ; Online ahead of print.

Yoshida T, Homma S, Ichikawa N, Ohno Y, Miyaoka V,
Matsui H, Imaizumi K, Ishizu H, Funakoshi T, Koike M,
Kon H, Kamiizumi Y, Tani Y, Ito YM, Okada K, Taketomi A.
Preoperative mechanical bowel preparation using
conventional versus hyperosmolar polyethylene glycol-
electrolyte lavage solution before laparoscopic resection
for colorectal cancer (TLUMP test) : a phase Ill,
multicenter randomized controlled non-inferiority trial.

J Gastroenterol. 2023 : 58 (9) : 883-893.

Yoshida T, Homma S, Ichikawa N, Fujiyoshi S, Shibata K,
Imaizumi K, Taketomi A.

Feasibility of Laparoscopic and Robotic Total
Proctocolectomy for Ulcerative Colitis-related Colorectal
Cancer.

Anticancer Res. 2023 ; 43 (11) : 5245-5252.

(Case report)
Mikuni Y, Tani M, Ichikawa N, Matsui H, Emoto S, Yoshida
T, Otsuka T, Homma S, Norihiko T, Taketomi A.
Early-stage sigmoid colon cancer resection followed by
liver metastasis recurrence 1 year later and mesenteric
recurrence more than 5 years later : a case report.
Surg Case Rep. 2023 :9 (1) : 151,

Suzuki R, Konishi Y, Makino K, Wakui Y, Mino K, Kawamura
H, Morita R, Kakisaka T, Abo D, Taketomi A.

Treatment of delayed pancreatic fistula associated with
anastomosis breakdown after pancreaticoduodenectomy
using percutaneous interventions.

Clin J Gastroenterol. 2023 Dec 18 ; Epub ahead of print.

Tsuzaka S, Aiyama T, Kamachi H, Kakisaka T, Orimo T,
Nagatsu A, Asahi Y, Maeda T, Kamiyama T, Taketomi A.
Lymphaticovenous anastomosis for treatment of
refractory chylous ascites : A case report.
Microsurgery. 2023 ; 43 (6) : 606-610.
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(Studies on cancer-associated fibroblasts that
constitute the tumor microenvironment in hepatocellular
carcinoma)

Kato K, Fukai M, Hatanaka KC, Takasawa A, Aoyama
T, Hayasaka T, Matsuno Y, Kamiyama T, Hatanaka YV,
Taketomi A. Versican secreted by cancer-associated
fibroblasts is a poor prognostic factor in hepatocellular
carcinoma. Ann Surg Oncol. 2022 Oct 29 (11) : 7135-
7146.
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(Study on the novel risk stratification model based
on DNA-methylation analysis for Hepatoblastoma)

EREERY

Kondo T, Honda S, Suzuki H, Ito M Y, Kawakita I, Okmura K,
Ara M, Minato M, Kitagawa N, Tanaka Y, Tanaka M, Shinkai
M, Hishiki T, Watanabe K, Ida K, Takatori A, Hiyama E,
Taketomi A. A novel risk stratification model based on the
Children's Hepatic Tumours International Collaboration-
Hepatoblastoma Stratification and deoxyribonucleic
acid methylation analysis for hepatoblastoma. European
Journal of Cancer. 2022 Sep; 172 : 311-322.
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