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53 B, PHAEEIMEERERE. FFanPRED SOKEZZII22, Phche)DFS
MO ZOREOBEMRIETH Tz BRIENMAR IR FERZEH NI e E R, whik
S HIAET LB PR P C IR B E A D ZFEMIR R MEAE LT, BV PRI 1375 <, 2hic
592 AR DE T IR A >z, PGEIL ARV Z A7, {FHHE-BE T —
R 7"k CUE AR R IMEE 13.9cm/F), PR EIS R K0.931TH -7z, NPTAR k
HY, R BEIRIRICK S B RERRIIEDZH, PEICBIT 2R EE L, mE SRR
HIEE. NPT TH 270, BIRTI B2+t 3 R IDMFAE T B L FIlT LTz,
(5] HSFE « FAREMNICHB VTR I ATV IS A LS 15— RSB A A
THO, A AER MR IERE I NS, RIS DOWTIX, FREEEHCLICERL, RIE&H
ke Rl e UEEICEAEZERK T2 28D ETH S,
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BERERE E O DI FNE R E TH D YBEOIERI D> BRISHI N ZNE R E Th 5, FLhEE DR
J%ﬂm%miﬁwmﬁb%—gmkﬁéb\M%%%mﬁbfﬁbﬁl%hﬁbﬁﬁ/hu
VI EITITENIEEICERETH S, LH Lah S M Cld ik ® TNds BE N A > 2—2y
ST UFPDESILESE AL BITEA LTV A —ANE L, EHEAEEEGEEE LTV 5,
HHEBICIZEDE 7)) =y ZINELNL LT OB, YD IRERRO MRS RED FH M E Tld 7
Wr—A% H L BEY) R EDIGR A IR TE TV BRI TH S, THUIEDIRFEZ W RERF!
TRZUF BITIIMAERZEILODEH CTN—RIVDE W ENREREEEbN S, DLUTELOESE
THEY)IRiE B2 SRICZ T TV el iedic s A T Ay —e UTORHIFIERICKZ
W 20204E6 H E T YR Tl L 2 W LIBW 21T 72 1332I DWW TS RE E D A
RIEFIT DV TR U M BE DEDIAFENDHD AT DN THKR T B,

Fhe, RLIFENSEEEOERELINL TV, BNGHHEZERZREORRE RS20
TR — =L DRI DFRE LR D, FKOTEIMNY DA S DO REY) 75~ A 2 —
N—=2ayTHo, horov ) T2 GZdlBEEEBICEWVBEENOTERIBEDEETH S,
BT HEN SR i L S LI e LTz 23 DFEER & A > 22— Foy I OSNSZ i o 72 JE PN SRS
fe 2 DB SHEENC DWW TRET 5,
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# FHEESS NEBIRERAEIR, HHEREE G EZRERZ 2L, Ml EOQOLZE LK FE
5o WE, IEIERSEEICE 3 2EEEMNE 2 TE TS M, POPHUFFET B itk Ok
TEICRIL T MERRIESIEIR 75 £ OPOPBIEE IR E LR U CREBIC M2 213 A SFH LA
S5MTIERV, Slal, FAIE YR CPOPRBIE TN 25213 Tz 4 1IN D E i DA TEIC D E
MRIC KA HEREZI T oD THRZME L, WY ANIcDEERT S,

T 51320194E 1 A 5202046 H £ T Y RHTIB WV CPOPRIHE Fili #5321 72414 CEE4E
W7 1%, 53 ~ 867%) . AN ADNFRIZLSC = 1361, TVM : 21, FEEASEH : 2661, finl
BIS— M —BRUOMRBOERBRUOHE (EPABUEFICELTEA—I)Vy IR GE
DREFERICOWVTERE) KOV TIHBZ 1T LTz,

LSC, TVMTARERFI O FEILERR13651% (53 ~ 735 & BASHATAE B O I LERRIX T 47%
(62 ~ 867%) TLSC. TVMTHHERIZ A EICHEETH > (p<0.05), LSC, TVMTAHER]
W11 (73%) 13— —DFEEL. ERABUERITE 1461 (53%) 1T/ 8— M F—MWFE
Lizo UL, BTMCHEAZ 21T 5> TOIDIELSC, TVMIERITIE 26, JERASERI Tl 3%IE
YECH T, hiEERH F—F Ay 7 A% &) 1BLSC. TVMAERIC 1D TH -7z,

POPE AN DU F 755 b, WRIC KB IEREC S A0V J I EMEN AR DOWjIF &7
% TEM BT OBRBE THARBOHZIEHNEZ 7m0 LA L, EIRICIB W TIEFRICHER M
ZITOT —AEDIRVENBIFIES 572, FEABICH S b 5L a2 EE 2 Vi
PEPERSRERT M Z fE AT, 4 DIERNIC IR S E LI fOIRICS3 DB R ETH S,
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A% (Erectile dysfunction: ED) DFEYAHRICEH VT, PDE SPHEHEAVE —##RE L
TILKHWENT WS, PDESHHEEDANZRIZT0 ~ 80% &\ AN, HERNIEHIE 85 T2
TIRIBEMROENT VS, T, EEICKDBRO AN S, PDESFHHFHICK
%on demandZH AL TR AL, RiaEEZ B LIS ZaRE LTEHZED TH 5,
WRERFCE, JRESRAICB O TRRE IR O ENTOR D, 10770 1 BEO iR
RS E B GHE (Low-intensity extracorporeal shockwave therapy: LILEESWT) &, 9 CIc
I PR R 72 SIS U TR IRIS I &4, 20104RICIELI-ESWTIC X 2 EDIAIE DA S M
SNz, ESICPDESIHEFIIEINIERNCH L TE, 54 ~60% DAEMRZ/RIRE, mOIBER)
RPMEENTED, EANRKZETEDHZH. EAUAA FTA NIV TIE, PDESFH 3RS
BRUOMFL N RO —BERICERHEN TS, LIEESWTIC K BEDIED A = X LIE, &
BIC K Dshear stress (3705 1) AIME N EHIFUCIA SN, eNOSPVECFAEEE 1,
MEFEBXCMTREEDMEET DA =X LTHAT, Bl Tlds 2T Alifais & Ok
AL BRI OV BTV U R L OGS R E . HEFRICH U 2188 R 2 E A
%, TEEFRBRNDSOIGFEAN Z X LWIGEEN TS, JRERAIRBEICIB O TEEDIES]
IS0 UCLI-ESWT DR IRIFZE 2170 EHICHNZIRERHERNICH LTREZEINEY ZHNEL
Teo FilcE7 b a— KB RIRZ 2 AT L. i tiireDtsz s Lic, SR A
TeEORBREBE AT, LIESWTZ HW/CEDIAROBUREFZE, SHICIEFROBEFICDONT
B9 %,
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WAOXRFRZREFRARE B IRER FHEE

BHEAREN KIS T O THERAEREDNRRTH 27 — AUIEAEIMERICH S, ®REZWV
JRRE LT MhtdkE® (ED) | LU THIEESNZTENZ VD, [ENEHERESD.ORNC RS
BEHEDDEES D > TOBIEFIN K TH 5, FlEHEHIM R EZHREL TR
kb2 LB %, PDESIHEAIDIERDOHTLTHEH, JRENZE THOIBERICKEHN 15
Te&h, YAZ—N—2 g KB PR TR RS AR (TESE) K2RV ic N T4
W2 (IVE) /BEMERAE (ICSD M ThbN2TENZ W, FFRER LTz FERDRER] 2
FORL. ZTORELIRIBICO VW TE Z BB NIFENVTDH S,

1) 355% (F295). MHREREEDOHR I AR ARIORRMEE (JRE : 3500/7/ml, #H#)
K 160%) TIREFZLEZHIINED, FIREIZ0.6 ml (Rre2 iR E % E zIdemission
less)

2) 485K (F32/%). FHERIMSENMAR NS HHEIEE KD, A7 BEDEE >z (R
=)o

3)38i% (F345%). 2 NIZHRUHE TH -7 3 AHIZDOWTIZEDE 740 H i OS5
W RAFHER MR TS R b E o MRS RS ) o

4) 35% (F33), YAX—_X— a0 ZL CR7ERES),

5) 525% (F365%). HIRMERN ORI LE Ix\, PDESIHEAIE T 2 & MM E 55
NEHEREHED D, FIRATRIER, MiERT A NRA712:219 ng/dl Ta~x2—EHESIDA
T3> TeLOHSEMERE D28 A EHERID .

IS DWTIE AR RS, SMESROR2EE. FlRA., N 2R (LH, FSH,7 A
FRATHY TZANSIA—)b, TusoF ), BHEEERERED—KNEEDTHD, &
PHEEIEIER « HPEZ T2 RARA 2 b e LT MRS RERE & O R RZ I & @ U] Ria i 2 fe it Lzl
NS0,
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JEE © Al MR (USRI AR R b S AT S R e R 200 B )
I B ONBEPRRP AR A R aa b

HRRS B ISR 2 3R, V1 A1 VR D 50 TAEIRMRAE D ZE DD, Z LT
2016 DI HIET v I RA Y MHERENES L, BRAIRIGREGERD ATREIC R 572, &5
IC2018FITIE =RV T EAEY LT OHFHFRED, 20190513 50EF =y 7K A > b
FHEFRE FOy v+ F—CHEFRO AL RRIGREN., £50LDH LWV T2 —XIC
ADTce E A%, TORE, WREBALNGD >Tem W0 EREME (CR) IR DR
(durable response) MMFHN, EM TEDORKEESENERLTEEEIITE o7, THUTHE
W, HEEMSKCCY A7 3 BICHE DWW T WGBS B & A B 5 > TIMDCY A 77
FUCHELDSWTURENTED, TONAEIHUETRESZ L TE L, LB INLZSBEIC
LS HEBR TIEEEIRZ1ToTWADTHEMN, U7 IV T—)L R TIEERIE S JER]
HIAZI RO Z LDWEBIMWN DI S TIEAE L, 2T LIRICE > TII R FHROIRETH %,
Fio, BB A A EFSICEZQ0LDK FEREE 55, HRIEREICHT S
HYREE T, BRI Om F2EIELDD, AFHRZOY Ma—) VL, RIS
ZIFTT AN ETHD, — /. NEREEDOHEHIBZLLDDH S, k. &R EFDK
IICEEfR TN T 7zCytoreductive NephrectomylZ CARMENAGKER*>SURTIMEGAERIC KD, Z
DR AA IV T HHBEEINDXITIE>TET, o, BB RYIFRICBI L TEIEREER D> X
A IV IR EHHIEREFRICB I 2 LT E T U ADRDEN TV S,

SEDOVYRITLTIE, TNHDTV =)V« FZAFIVIHLUT 5 ADVYRI A D
FENSZNTNDIGTERNIT L, AT VRI Y LI EEG O BURIR IR
VDORWEARTHD, CHUBECTEHRROBRZESICEDZ LM TENEENTH S,
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Cytoreductive nephrectomy®DiEfis & 24 =5

[T {1 VR L
BERFAZREREZZMRBLRENFZDHF

HEFT MR/ MR B I A& IS L, cytoreductive nephrectomy (CN) (&, TNETET E &
TREBFHEIREE LTEALNTE e, TN, T A ALV EERRICTTDbNIz2DD
randomized controlled trial (RCT) ICHBWT, A2 —TJzayHREibE > 2—T7 0
Y BGHNCCNZ it T U7 s WA RIS R BB OIERME S NSRS RICHE DO TS, ZTD
%, AT/ B O 28R E LT, vascular endothelial growth factor tyrosine
kinase inhibitor (VEGFR-TKD) “°mTORFIHFHAID 7T FARHSEEAE A SN, Y1 b A LK
DE EWERRE B AR O RN REN T, 73 FRESERFRIC R > CTECNIGFEHENA
BELT TN, WD D% T HINEBIZMITIC BT, CNAFEf TEN T BFICBIF 508
DIEENRE SNz, LA L, TNHOBTHRINIIZETIE, CNHET TR & CNIFETTREO IR
BE RS ORENKELEIZ>TVEEWVSEN DD, 20T 7V —T N Cid,
FHABRRTHLZVEHETIE., CNOBEEN RN TEEREN, DD, 77 FREISERY
ICBITBCNDEEZHNRSB DI, 2DDRCTHTTH NIz, CARMENA trialid, BEIRFCN+ A
ZF TR AT T BORE R LU U TR T, A F S HR L L L LT, B
CNOEREFFEHE NG o7z, L L, TORERTIE. poor riskf8#HE P 2EF RO KE VR
HRE, AR THNIAECNZ REDE RO H L EENZITETN TV EAIE
RELTEFENTWS, SURTIME trial (&, HIRFCNEFFHEMICNZ LR U7 ABR T, 1FH%
CNZZ I T B E DOSH BIF CH-TeTe D, FFEINCND BRI R ENTA, BFEIE R
BOVD e RFICITEREDRETH S, TNHD2DDORCTOFERICEKD, CNDBEIGR XA I
FETA A VEHERRDSZLLTE TV S, ill, ET /BRI L, %
FEF 2w 7 RA Y SAFER OO HFED —TIERE U TR TE AR SN, KOARH RS
VigtE N EA SN e T, AT/ R BRI IS0 T A CND IR E XA 22713 EBIC
ZEL TN TREN S,
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2R AR PERES. B GBS A R
b —EE, BIYY Bl JE¥F shz. REE ST, HER R
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LR E A (mRCC) IS0 BEsB YR, performance statush® RA4f T ks ]
MOEL, FERUIRDATEER, TGERENIHEFICH L TIZAEFROm LICEILY %
ENTEI, L LZDOEAMICDOVWTE T VX MU BEABRICHEE D W TRENTZZE TV A
PEERT, VAT T4 7L a—8BAMEMADERTH D, Do, Hak HYIERIH
DAV e RUTiRETE, BB RYIBRNZ 11795 L ic k> TP U LIERIE
T RAFIEBNCHRRE YRR 72 i T L72IER], BXTZ N DOHRNZZIEGIEEL TV
2LEZBN, RMETIERIE TDRAIV T 72 A2 e NHETH S, HRRYIRTO T
BARK T LTTNE T, T3 L, Fuhrman grade3LL F. Afisbisfe, MERGIARD 1250 H L
T, 2R, MR, CRPEEZEDEANNDLOHRESNTE I, LML, TH0->ein
FTOMERL L 2—1F, EHEEDNBEIZERNTERM 70 A A VRO iz £
CEATVS, THUSH L, BUEREEOFEENEE, EF oy 7RV MEEHENT T
SEMABDE LY A 72 DEAICE ZmRCCICH T 2 IBHEIEIE B X UZ D TR A EL
ZMELTHD., BRI OEIGICOVWTEHE Mz B 5L BbNnd, HATEHBHE
ZYIBR U 7a S COEYIREEN 225309 DIERIZ KRR 9 2 e MHA TS — /1T FYE D 7
Tcomplete response (CR) MFENZIERFNIIBREN TS, mRCCICHTT 2RO ERNRES
(FIRRa NIREL T 5721, RBIEBEOER ) T4 N AR UIZBHEICE O TERED, R
Dfifigs, A X, B L CEZDOREIREREICHEDINT, SIHERILRICYIBREENE
SM2ER L DD, B HYIBRITT & WS EHRN I 2 5 ISR E O TR R ENH B,
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#
(k

R PE R ORI, IOIBHE. ISICZNLDOIHRIEDBIHIC KD, KELELT
ETCWVB, RITDBHARTA T, BB O 10 1. IMDC Intermediate-
Poor risk#HTIBWVT, @I0+10, @TKIHIONSDFERMHERIN TV D, TNESDIEREORE
HEHTARE U, REEDTKIHAITIE A SN 5 T2CROFEFIN DI ETHEET ST e, Z
LTTAIVT T =L MHEIN 2 BRI GEGI D FET 2L Th b, TNHDPALIL,
R HE L 1sto A Y TUNMER TE RV, IIKGOMHEEZRLENES, R TRVR
DIFFEIRTARE LK LITEZ TN S,

TlE. OIO+I0E@TKHIOZ EDXINHEN DT EZRETH AN, BIRKFTIE, TEY
ZEENOMRHE) & TUREEIROAHE THBIL TV, £9. IMDCU A7/ HIE, L EETKI
BT — 2R LIS FHENTZEDOTHH, 10+H10ICBVTIE, YRAVEFETENRDCRERI
FENIRNEDHEN DB, — /T TTKUCHE VT, VAV THZLEENDIZETHRARTH
%o HE-TC, High riskBETIE, TKINEEN TRV, [0+10%H—EIRE LT\ 5, XKiC, il
FCKOUBET BRI D 5. HEWIFIERHEN FRIENS551E (KRWOPDHZ /RS TKI-
I0Z AL, FEEHEROELEZ L LT,

[0+101% D — RIEFE D FKAFEIR I DUV TIE, 20204FASCO-GUT H & TN ZAFTER 1-0
StudylC 3BT, I0+I07E# % O TKIO BAF R HUEE R R L Z 2D RENTED, FARMIC
TKIC K BB EIR LT3, BREEHATKIOENZFEIRTRXENITOWVTIE, FdED
W, BWERR 2=V A LT W F TR BREMA LTS, hRY Y F =T ff
HWREL 72> THD. SBEEERRD 1 DEEZ TS,

K VRITLTIE, YBREEGIE B E 2T, BESRYPHEIC B 1T B10-I0DME DT,
BRUBTFGEICOWTHNE R E T D THETT %,
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ICIEF I BV B SRDOmMRCCEFFER

KIERER]ER
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LR DTARRIE . B RE T B L TE 2, 20004 L E TRV A bAoA VHIHRT
HoTeM. ZHRIF10-15%L LW ERE Th > Tz, T D% TARRBRORHE R0, Frv
VFF—LHEEE (TKD ZHLE LIiEEEDNR L LTSN, TOMR., HEOFEHNCX
BB IIEHN—RANTIZ D, AT TOAEGFNREIC IR Tz, EOITEETE L F v 7R
AV MHEFSE ICD MEIEHL, BETIRICION A, ICHTKIFENREHESIE N HiaRE L
TRRAENB izl

ICIOFHHE LT, 52255 (CR) WMISNAAMREMEE, BRI T 5 nlREMEN T
5N %, ICIHfH (nivolumab+ipilimumab) DWW Tk, CREDFIT1%ICDIFH, REF
M ETHI4F L, TKIFANC K 216802 ElHl2 e EN T3, iz, ICI+TKI
FHEIC O W TR BB E N E DD, CREIFHIS8.8%. EAAFIARNIZ F 72 rh il RF
THb. VT NOBEFENEK st line THEREE N T U Fzsunitinibld i ULEBIMEDVRENTED,
AICI7Z st line& LT T 2 T &IEIAHHENE I3 38R0 IRE R > TV 5,

— 77, ICIK RISV TE, REHBOIEWNZIECRTH BT, IGRRNRDNHENELTZB L
2nd lineNiE3s Tl &75%, HEk, st linek UCTKIZ ML TW kel 135750, ICIZ e 7L
TR LA, 2nd lineDEIRDBIBOTETKIC x5 LB NS, TORRFICEIL T Ist
lineDFERFNHEINZEDEEZENS,

MRS BT B PEE A AR g B iR RHEIg & LTI, ipilimumab?i1st line TOfEH
LI TEHRNTE, 2nd lineDi#ERNG, CRZHIEITHES D, FINCKOMEFITTERIN R 21T
BRNENDHBIMEIM, EVoTc ez R E LT VWS, ATV RITLTIE, TNETITR
SN BT VAN LDD, URITOMH SR X IR 2 X5 TETH S,
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I-O comboBFADERFZEEMIREICEH 1T B RIGFLE
DEYNER~ TKIDIE D~

R 3T
ABRKRZEZ IR REFF

FIEF v 7 RA Y MEER (Immuno-oncology drug (I-0 drug)) DK DA M R
HIREE OVEFRII K E RGN Z TV D, TNETH FRENSEMN — BB LTHER SN T
E7=hY, Checkmate?2 1455, IMDC risk classification CIntermediate X 7zl Poor risk#f
I FB W Clpilimumab, Nivolumabfif FHFZEMHESREE N TV %, THICJAVELIN Renal 1013
B, KEYNOTE 4267 5 1C 35 U C. Avelumab. Pembrolizumab& Axitinib® ff Fi % i A%
Sunitinibé DL TH M MEZRL. A TEMEHEEE K> TV 5, EHICCabozantinib® i
MAREL 72D, B MEB IR ORI K ELLEDDDDH S, BifE, —XKiGHE LTIEIL-0
drug&TKI, I-O drug®combination S HEFEE N TS Y, -0 comboRHR D —Rin LUK D
AU DOV TOHMER LY TV AR, EAUAA RS A 2 Tld—Riakt&e LTL-0 drug
MMEHE NI EBFICB O TN EN TR O TKID AL L THERRE N TV E D, &
DFHNZFEIRTEMICOVTIEERENTWIRV, £lo, AFOBEHRZHEA A FT12019
7y T T—=MZBWTEI0 d r ugfBDHEFEREAICDOVTIEE MEN TV, Grahambld
-0 drugf&DifE L L TmTORM #H AL O & VEGFR-TKIDPFS TOEN A /RL TV A A,
TRIGE LU DFANEIRZ L DXL TOLDONIFHEICIZEENTWVRY, AKFEELTIZT-O
combofHRICE 1T % “IiERLIEDTKIZ X UH & T %77 TAEREE DR E| & DT DOV T
BET B,
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T XAy Tay i R (EERAREAT WIREFED
r i CRBRBEIRENEE bR aaRh)
A AR (PSR ARSI asFD

20204 FES HEIE, HAWIRIFIERICB 2 MR EIRT.8% % Hod, HiHASEEI
BUIZLMEMOE A E2H AT Uz, IRERFHF— LIEREZ IO BRI F 421
U, MEEEIDEEN B H 0, MEERID RIS LVED TR0 DDHNET,

CORSBERROFAUTIA ST, 2002FICFE L LT MEMIRERHE D 1d, 20 14FICFE IR
I L. B EESEEESDHHICRE., 2019FICE A A N— TR B SN H
PRzl L COIEE 2 ki LTV E T, ARBESTRIEHOUEDELT, BXMBHRBITHBL
T. RESEDITEEDLE, HEMOZZIEICOWVTRG L. B ADFr) 7
TREATO, FRORBICHRT 2 2HNE LT 0T I L REEMLTEE L,

SROTTT T LTE, BERK AT R > 2 —BE OSaNEFeAc TietkEE
Mz S, RO E TN LEUTT#EEEROE Uiz, 8 Eid. EoEE D
HETHY, WARHEESE TR OZF = TV 5oL VET, FERARIBEEAT
BAarOFRECEMEZEEZHDNS—)7, MHRERMSZEEMBEICBOTE, BB
PEEE A SHABICHOATERENTVET, SADBTEA (Fd/NVEE) ZBETICEDDD
KFBIE R BOLHEfDE, EAKRA—IS—T—V THAINEGRHEZTLENETH,
TR TS L FRICHRIETHD, TN T CTHERBUIRZ R SFREE R BHbB T,
Z WS ERAIEE O TREEZ IGIC 3B OISRI AN MATT 4 Ay ayzfrnE Lz,

EERE, BRERLIEINZ T OEHETIEHOEE A, LML, KIETOBERDMNH#EL
W T = DRI, RIELMEERNEIEL TR T BHFE T, EiOME 5k
EHEEN LTS, Tk ERiZ L 0 FGERBEICHZ M52 E T, 2 TOEROR Y IR %
BELTWVL] EWHRMCZ, T ORERHNTHEEEZTT, HT T I LE2Z2D
ZEOEMEY LT TEELELEVTT,
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RERAFHERE BAESFEYE—

<PPRRIR IR AR 2O ERAITR = T O LM PRRI S % >

THRBIR R A & MR AR & CACME R RIS R DTGB Z2 056 BERZ 108R1C75 5, i, Bl
DLPEERNZ, MOEMISERZ DT RNKIIE 2N 5 e MEEALETH> T, K
ISR AR WAL RRI DI L TN DD, RRIDVI R FIER 2 D750 it
B THZHTEND, HEPA L I—)INTHIGTERWE RO A — ArTE LT
BENTWEN DTz, TDTHZ IOLNEERMD, Kl EICKOBILZ NS 52157
Molze LINUEMSTORMAMT, RO <EREIZHREIRLAEEL, EIR - BYIA
M D HASP IR 21755 C DIEIR A E D Z K DR TRIREL HD DD H B,
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Effects of orally novel drug for renal anemia, Roxadustat
on renal fibrogenic potential in mouse unilateral ureteral
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Introduction: Post-transplant anemia is known to affect
graft survival and patient outcome in renal transplant
patients. Roxadustat, new orally hypoxia-inducible
factor (HIF) prolyl hydroxylase inhibitors that stabilize
HIF protein and stimulate the production of
erythropoietin, was approved in Japan for the treatment
of renal anemia in August 2019. Hypoxia inducible
factors (HIFs) are transcription factors and mediate
cellular adaptation to hypoxia by regulating gene
expression of various proteins that mediate glycolysis,
angiogenesis, erythropoiesis and cell survival (C.J.
Schofield, et al. Nat Rev Mol Cell Biol. 2004).
Activation of HIF is proved to be effective in reducing
tubulointerstitial injury in rat remnant kidney, an animal
model of chronic kidney disease. However, excessive
activation of HIF-dependent gene expression may
increase renal fibrogenic potential. We have shown that
HIF-1 dependent gene expression of profibrogenic
molecules, PAI-1 and CTGF was observed in mouse
unilateral ureteral obstruction (UUO), an animal model
of renal fibrosis (Kabei et al. J Pharmacol Sci. 2018).
Therefore, it should be tested whether the therapeutic
dose of Roxadustat affect renal fibrogenesis. For this
sake, we evaluated the renal fibrogenic potential of
Roxadustat in mouse UUO model in the present study.
Method and Result: Male C57BL/6J mice orally given
Roxadustat (low dose 12.5mg/kg/day and high dose 50
mg/kg/day) or vehicle were subjected to UUO. At 3 days
after UUO, the high dose of Roxadustat potentiated the
increased mRNA expression of PAI-1 and CTGF in the
obstructed kidneys but such potentiation disappeared at 7
days after UUO. Neither the high dose nor the low dose
of Roxadustat affected the increased mRNA expression
of collagen I, collagen IIT and TGFB1 observed in the
obstructed kidneys. Renal cortical collagen III positive
stained area were not affected by Roxadustat either at 3
days or 7 days after UUO. Conclusion: It is suggested

that Roxadustat had little effects on renal fibrosis even
though high dose of Roxadustat transiently potentiated
gene expression of PAI-1 and CTGF in the UUO kidney.
In summary, daily oral dose of Roxadustat at 12.5 mg/kg
and 50 mg/kg had no effects on renal fibrosis in a mouse
model of renal fibrosis. These dosing regimens are more
frequent and pharmacokinetically comparable or 4 times
higher than the anticipated maximal dose used to renal
anemia patients. The absence of fibrosis-promoting
effects observed with such large dose of Roxadustat
provide a valuable information to the safety concerns on
the profibrogenic potential of Roxadustat in kidney

transplant patients.
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YU 2 The novel in vivo imaging techniques for visualizing
= neutrophil infiltration following renal ischemia/reperfusion
which was reduced by tadalafil.
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Background.

Neutrophils play a critical role in ischemia/reperfusion
(IRI) in renal transplantation and acute kidney injury
(AKI). However, it has deen difficult to observe changes
in neutrophil dynamics over time in living mice kidney.
We investigate neutrophil dynamics in IRI in mice using
novel in vivo multiphoton microscope imaging
techniques and characterize the renal-protective effects
of a selective phosphodiesterase (PDE) 5 inhibitor,
tadalafil.

Methods.

Wild-type(WT) and eNOS knockout (eNOS-KO) mice
were used to establish in vivo real-time imaging in living
mouse kidneys. Neutrophils were labeled green with Ly-
6G monoclonal antibody, and plasma flow was labeled
red with bovine serum albumin. Tadalafil was
administered orally 1 h before surgery. Both kidney
pedicles were reperfused after 37 degree Celsius warm
ischemia for 45 min.

Results.

Our novel technique revealed that neutrophils were
trapped in glomerulus within a few minutes after IRI.
They gradually increased and flowed out into the tubules
over time. The neutrophils were clearly visualized
rolling on peritubular capillary plexus at 3 micrometre/
min. The administration of tadalafil reduced neutrophil
influx into the glomerulus and outflow to the tubules in
both WT and eNOS-KO mice. Reduced neutrophil
infiltration in tadalafil groups, which was confirmed by
flow cytometry, resulted in histopathologically decreased
tubular injury.

Conclusions.

Use of a novel technique contributed to elucidation of
neutrophil dynamics after reperfusion. Tadalafil has a
potential for renal-protective effects in renal IRI.
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Microtubule-associated protein tau (MAPT) is a promising
independent prognostic marker and tumor suppressive
protein in clear cell renal cell carcinoma
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Introduction Microtubule-associated protein tau (MAPT)
overexpression has been linked to poor prognosis in
several cancers. MAPT-ASI is a long non-coding RNA
existing at the anti-sense strand of the MAPT promoter
region. The clinical significance of MAPT and MAPT-
AS-1 in clear cell renal cell carcinoma (ccRCC) is
unknown. This study aimed to assess the expression and
function of MAPT and MAPT-AS1 in ¢ccRCC.Methods
The expression of MAPT was determined using
immunohistochemistry in ccRCC. The effects of MAPT
knockdown on cell growth and invasion were evaluated
and the interaction between MAPT and MAPT-ASI
were analyzed. The expression of MAPT-ASI was
determined using qRT-PCR in ccRCC tissues. We
investigated the effect of MAPT-AS1 knockdown on cell
growth and invasion. We analyzed the role of P53 on the
regulation of MAPT and MAPT-AS1. Results We
performed immunohistochemistry to analyze the
expression of MAPT in 135 ¢ccRCC tissue samples.
Weak or no staining of MAPT was observed in the non-
neoplastic kidney, whereas stronger and more extensive
staining was observed in ccRCC tissue. Staining of
MAPT was mainly detected in the cell membrane and
cytoplasm of ccRCC tissue. In total, 83 of the 135
ccRCC cases were positive for MAPT. The expression of
MAPT was associated with low nuclear grade and low T
and M stages. A Kaplan-Meier analysis revealed that
overall survival in MAPT-positive ccRCC cases
compared with MAPT-negative ccRCC cases which was
consistent with the results from TCGA database.
Furthermore, we performed univariate and multivariate
Cox proportional hazard analyses to evaluate the
potential use of MAPT expression as a prognostic factor.
In the multivariate model, low MAPT expression was
independently associated with poor overall survival as
well as pT, pN, and pM stages. To determine the
functional significance of MAPT in ccRCC, we used
siRNA targeting MAPT. Knockdown of MAPT
enhanced cell growth and invasion. To determine the
clinical significance of MAPT-ASI in ccRCC, we
studied the expression of MAPT-ASI in 41 ccRCC
tissues and their corresponding normal kidney tissues by
gqRT-PCR. The expression of MAPT-ASI was higher in
ccRCC tissue than in non-neoplastic kidney tissue.

EXBFEHAER 2FREF

Kaplan-Meier analysis showed that the low expression
of MAPT-AS1 was associated with poor overall survival
after nephrectomy by TCGA database. To determine the
functional significance of MAPT-ASI in ccRCC, we
used siRNA targeting MAPT-AS1. MAPT-AS1
knockdown promoted cell growth and invasion activity.
To examine the interaction between MAPT and MAPT-
AS1 in ccRCC, we analyzed the expression of MAPT
and MAPT-AS1 in 41 ccRCC tissues by qRT-PCR.
There was a significantly positive correlation between
MAPT and MAPT-ASI in ccRCC, which was consistent
with the findings from the TCGA-KIRC database. To
verify this interaction, we analyzed the effect of MAPT-
AS1 knockdown on the expression of MAPT. Western
blotting showed that knockdown of MAPT-ASI
suppressed the expression of MAPT in 786-0O cells.
What is more, qRT-PCR showed that knockdown of
MAPT suppressed the expression of MAPT-AS1 in 786-
O cells. These results suggest that there was a reciprocal
regulation between MAPT and MAPT-AS1. To
investigate whether MAPT-AS1 and MAPT may form
RNA duplex, we performed qRT-PCR assays using RNA
polymerase inhibitor a-amanitin. qRT-PCR revealed that
knockdown of MAPT-AS1 decreased the stability of
MAPT mRNA, indicating that MAPT-AS1 and MAPT
might form RNA duplex. To analyze the regulation of
MAPT and MAPT-AS1 in ccRCC, we focused on p53.
We generated p53 knockout cells using a CRISPR-P53
vector. Western blotting showed that p53 expression was
not detected in 786-O cells transfected with a
CRISPR-P53 vector. Western blotting demonstrated that
p53 knockout suppressed the expression of MAPT. qRT-
PCR revealed that p53 knockout decreased the
expression of MAPT-ASI1. These results indicate that
p53 may regulate the expression of MAPT and MAPT-
AST in ¢ccRCC. Conclusion Our study revealed that low
expression of MAPT and MAPT-AS1 was associated
with poor prognosis in ccRCC. We also found a positive
correlation between MAPT and MAPT-ASI.
Knockdown of MAPT and MAPT-AS1 enhanced cell
growth and invasion in 786-O cells. MAPT and MAPT-
AS1 may play tumor-suppressive roles and serve as
promising potential biomarkers of prognosis after
nephrectomy in ccRCC.
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Immune checkpoint blockade (ICB), including PD-1
blockade, has been approved to treat various cancers,
such as malignant melanoma, non-small cell lung cancer
(NSCLC), renal cell carcinoma (RCC) and urothelial
carcinoma, leading to a paradigm shift in cancer therapy.
However, as the clinical efficacy is limited, more
effective therapies and predictive biomarkers stratifying
responders from non-responders are urgently needed.
Tumors employ the PD-1 pathway to evade antitumor
immunity, particularly CD8+ T cells against tumor
antigens. PD-1 is mainly expressed by activated T cells
and binds to its ligands, PD-L1 and PD-L2, resulting in
immunosuppression. PD-L1 is expressed by both
antigen-presenting cells (APCs) and tumor cells. PD-1
signal blockade unleashes antitumor T-cell responses by
augmenting signals from the T-cell receptor (TCR) and
CD28, an essential co-stimulatory molecule. Consistent
with the importance of the PD-1/PD-L1 interaction,
several studies revealed favorable clinical courses using
treatment with anti-PD-1/PD-L1 monoclonal antibodies
(mAbs) in patients harboring PD-L1-expressing tumors.
However, some patients harboring PD-L1-expressing
tumors do not respond to PD-1 signal blockade
treatment. In addition, patients with PD-L1-negative
tumors occasionally experience clinical efficacy. In large
phase 3 trials, the clinical benefit from anti-PD-1 mAbs
appears to be independent of PD-L1 expression in some
cancers, such as RCC and lung squamous cell carcinoma
(LUSC). Furthermore, in recent clinical trials, anti-
PD-L1 mAb monotherapy was ineffective against RCC
and seemed less valuable against LUSC compared with
lung adenocarcinoma (LUAD).The expression of another
PD-1 ligand, PD-L2, was initially thought to be
restricted in APCs. Recently, several studies showed that
PD-L2 is expressed by both various immune cells and
tumor cells, depending on microenvironmental stimuli.
PD-L2 expression in tumor cells is a predictive factor for
the clinical efficacy of anti-PD-1 mAb in some studies.
In this study, we showed that PD-L2 played an important
role in evading antitumor immunity in our animal
models. In addition, we revealed that PD-L2 was
dominantly correlated with antitumor immune responses
in the TME rather than PD-L1 in RCC and LUSC using
TCGA datasets and clinical samples. In preclinical
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Immune suppression by PD-L2 against spontaneous and
treatment-related antitumor immunity
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animal models, anti-PD-1 mADb was effective against the
PD-L2-expressing tumors, whereas PD-L2-expressing
tumors were resistant to anti-PD-L1 mAb alone. This
limitation of anti-PD-L1 mAb was overcome by
combined treatment with anti-PD-L2 mAb. In addition,
we found that PDCD1LG2 expression was more strongly
correlated with immune-related gene expression than
CD274 expression, especially in RCC and LUSC, using
TCGA datasets. Our cohort by immunohistochemistry
also revealed that PD-L2 expression in tumor cells was
correlated with CD8+ T-cell infiltration rather than PD-
L1 expression in RCC and LUSC, suggesting that PD-L2
expression can be a more dominant immunosuppressive
mechanism than PD-L1 in these cancer types. To our
knowledge, this is the first report to directly show the
importance of PD-L2 as a mechanism for evading
antitumor immunity using preclinical animal models and
clinical samples.While little attention has been paid to
PD-L2 expression in animal models and clinical settings,
mainly due to the lack of appropriate cell lines and
examination methods for PD-L2 expression,
respectively, PD-L2 clearly contributes to evading
antitumor immunity, suggesting that the PD-1/PD-L2
interaction should be blocked when treating PD-L2-
expressing tumors. Currently, both anti-PD-1 mAb and
anti-PD-L1 mAb are clinically available, although the
differences between these reagents is unclear. Anti-PD-1
mAb may be clinically effective against broader types of
cancer expressing either PD-L1 or PD-L2, however, it is
difficult to conclude that anti-PD-1 mAb is more useful
in any types of cancer. Furthermore, since anti-PD-L1
mADb does not inhibit PD-L2, the frequencies of
immune-related adverse events (irAEs), such as
endocrine system disorders and pneumonitis, are
reported to be lower in patients treated with anti-PD-L1
mAD than in those treated with anti-PD-1 mAb. Thus,
considering the proper use of PD-1 signal blockade
treatment with reflective PD-L2 and PD-L1 expression
in addition to minimizing irAEs is an important issue for
optimal cancer immunotherapy and our findings help
clinicians to select optimal immunotherapy.
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Introduction and objectives: Bladder Cancer (BC)
often acquires resistance to cisplatin, rendering it
difficult to treat with this agent. However, molecular
mechanisms of resistance to cisplatin in BC are still
unclear. Therefore, elucidation of cisplatin resistance
mechanism and effective treatment strategies are needed
to improve outcomes in patients with BC. MicroRNAs
(miRNAs) are endogenous small non-coding RNA
molecules (19~22 bases in length) that regulate the
expression of protein-coding/protein non-coding genes.
Previous our studies have clarified manifold roles of
miRNAs in cancer cell initiation, progression, and
metastasis. Whereas it has reported miRNAs other
function, involvement in cisplatin resistance in other
cancers such as lung, gastric, colon, and ovarian cancers.
The aim of this study was to investigate the antitumor
effects and involvement to cisplatin sensitivity of
miRNAs, and to determine their regulatory targets in
BC.

Materials and Methods: In order to elucidate the
mechanism of cisplatin resistance, we established
cisplatin resistant BC cell lines. Human BC cell lines
(BOY, T24) were cultured continuously for 6 months in
cisplatin containing culture medium, and increase its
concentration from 0.01 to 2.0 pg/ml gradually.
Xenograft assay with cisplatin was performed to validate
cisplatin resistance in vivo by using established cisplatin
resistant BC cell lines (CDDP-R-BOY, CDDP-R-T24).
RNA sequence analysis was performed with the parent
and resistant cell lines to search for the miRNA
associated with cisplatin-resistance. The candidate
miRNA was transduced into cisplatin-resistant cell lines
for functional analysis. To search for target genes of the
candidate miRNA, RNA sequence analysis was
performed. Loss of function study for its target gene was
examined.

Results: CDDP-R-BOY and CDDP-R-T24 cell lines
showed cisplatin resistance compared to the parent cell
line both in vitro and in vivo. Half maximal inhibitory

MicroRNA-486-5p overcome cisplatin resistance by
requlating EHHADH in bladder cancer
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concentration (IC50) of cisplatin in CDDP-R-BOY and
CDDP-R-T24 showed five and two times higher than
that in each parent cell respectively. According to RNA
sequence analysis, 28 miRNAs were listed as candidates
which downregulated in both CDDP-R-BOY and
CDDP-R-T24, and 7 miRNAs of them were
downregulated in BC cells compared with Normal
bladder cells. Among them, miR-486-5p showed the
strongest growth inhibitory effect in proliferation assays
in cisplatin-resistant cell lines. Among the bladder
urothelial carcinoma (BLCA) cohort in TCGA, there was
a negative correlation between the expression levels of
miR-486-5p and any of the clinicopathological
parameters. Gain-of-function studies showed that miR-
486-5p also inhibited cell migration and invasion, and
restored the cisplatin sensitivity. As a target of miR-486-
5p, we focused on enoyl-CoA, hydratase/3-hydroxyacyl
CoA dehydrogenase (EHHADH ) which was involved in
degradation of long-chain fatty acids and peroxidation of
fatty acids in peroxisomes. EHHADH significantly
downregulated after transfected miR-486-5p, dual
luciferase reporter assays and western blotting showed
that EHHADH was directly regulated by miR-486-5p.
Loss-of-function study revealed that cell proliferation,
migration and invasion activity were significantly
inhibited in si-EHHADH transfectants in comparison
with that in mock or si-control transfected. In addition,
cell proliferation was further inhibited treated with a
combination of both si-EHHADH and cisplatin
administration.

Conclusions: The expression of miR-486-5p was
decreased in cisplatin-resistant BC cell lines, and miR-
486-5p overexpression restored sensitivity to cisplatin.
Identifying EHHADH, as a target of miR-486-5p, may
lead to a better understanding of the cisplatin resistance
mechanism in BC cells and the development of new
therapeutic strategies to treat this disease.
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TUBB3 is associated with PTEN and bicalutamide
resistance in prostate cancer
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Objective B3-tubulin encoded by the TUBB3 gene is a
microtubule protein. Previous studies have shown that
the expression of TUBB3 is upregulated in castration-
resistant prostate cancer (CRPC) and is involved in
taxane resistance. However, the precise biological
mechanism how TUBB3 is involved in progression to
CRPC is not fully elucidated. This study aimed to
analyze the expression of TUBB3, the association with
PTEN and the involvement in bicalutamide resistance in
prostate cancer (PCa).Methods The expression of
TUBB3 and PTEN was determined using
immunohistochemistry in localized and metastatic PCa
specimens. We analyzed the effects of TUBB3
modulation on PTEN expression and bicalutamide
resistance in PCa cell lines. We validated the findings of
this study by in silico analysis using TCGA and GEO
database.Resutlts We performed immunohistochemistry
of TUBB3 in 155 cases of localized PCa and found that
5 (3.2%) of the PCa cases were positive for TUBB3. The
staining of TUBB3 was mainly detected in the cell
membrane and cytoplasm of PCa tissue. Weak or no
staining of TUBB3 was observed in the non-neoplastic
prostate, whereas stronger and more extensive staining
was observed in PCa tissue. High TUBB3 expression
was significantly correlated with loss of PTEN
expression. A Kaplan-Meier analysis showed that the
high expression of TUBB3 was associated with poor
PSA recurrence free survival after radical prostatectomy.
The data from TCGA cohort showed that high TUBB3
expression was correlated with loss of PTEN and PSA
recurrence free survival. To further analyze the
relationship between TUBB3 and PTEN in PCa cell
lines, we established TUBB3 overexpression model in
PCa cell lines using TUBB3 expression vector.
Overexpression of TUBB3 suppressed the expression of
PTEN. Moreover, knockdown of TUBB3 increased the
expression of PTEN. Furthermore, we established PTEN
knockout cells using CRISPR cas9 system in PCa cell
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lines. Knockout of PTEN increased the expression of
TUBB3 in PCa cell lines. TUBB3 overexpression
promoted bicalutamide resistance. Knockout of PTEN
also increased bicalutamide resistance. Notely,
knockdown of TUBB3 reversed bicalutamide resistance
in PTEN knockout PCa cell lines. These results suggest
that TUBB3 is involved in bicalutamide resistance. We
performed immunohistochemistry of TUBB3 in 57
metastatic PCa and found that 14 (25%) of the PCa cases
were positive for TUBB3. The expression of TUBB3
was higher in metastatic PCa than in localized PCa,
which was consistent with the results from GSE21032
dataset. The high expression of TUBB3 was correlated
with the loss of PTEN expression. The high expression
of TUBB3 was significantly associated with poor overall
survival in metastatic PCa treated with androgen
deprivation therapy (ADT) including bicalutamide. The
date from GSE35988 dataset showed that high TUBB3
expression was also associated with poor overall survival
from ADT treatment, and the expression of TUBB3 was
higher in CRPC than in localized PCa.Conclusion The
present study revealed that high TUBB3 expression was
associated with poor prognosis in PCa after radical
prostatectomy. Immunohistochemirty and western
blotting demonstrated that there was an inverse
correlation between TUBB3 and PTEN in localized and
metastatic PCa. TUBB3 was involved in bicalutamide
resistance partly through PTEN. These current findings
were validated by in silico analysis. These findings may
help to explain how TUBB3 contributes to CRPC
progression. The data presented here highlight the great
potential of TUBB3 as a biomarker and therapeutic
target in PCa.
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Pathological analysis focused on the early phase
bladder dysfunction following partial bladder outlet
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Introduction and Objectives:

Early phase bladder dysfunction represented by
overactive bladder following partial bladder outlet
obstruction (PBOO) is caused by bladder ischemia.
However, the etiology of early phase bladder
dysfunction caused by bladder ischemia following
PBOO is still controversial. In previous research, it was
reported that inflammatory changes were involved in
tissue dysfunction associated with tissue ischemia. We
hypothesized that inflammatory changes play a key role
in early phase bladder dysfunction following PBOO. We
investigated the role of inflammatory changes in the
early phase bladder dysfunction following PBOO using
surgical PBOO model mice.

Materials and Methods:

Ten to fifteen weeks old, C57BL/6J male mice were used
through the study. Surgical PBOO model mice were
created by urethral ligation using 5-0 nylon suture. Sham
operation mice were set as control. Bladder function was
investigated using cystometry up to week4 every week.
Bladders excluding it used for cystometory were
removed up to week4 every week. Inflammatory,
ischemic, and oxidative stress changes in the bladders
were investigated using histological, biochemical and
immunohistochemical analysis. Series of these
experiments were duplicated at least. The research is
approved by The Animal Research Committee of
Kawasaki Medical School (Approval No.19-048).
Results:

Functional analysis in the bladders using cystometry
showed increased maximum detrusor pressure and non-
voiding constructions (NVC) in PBOO model mice
compared with control mice from weekl. Increased
bladder capacity was showed in PBOO model mice from
week3. Histological analysis using Hematoxylin Eosin
(HE) and Masson Trichrome (MT) staining showed
invasion of inflammatory cells and fibrotic changes in

the interstitial tissue in PBOO model mice from week?2.
Ischemic analysis using biochemical assay and
immunofluorescent staining showed increased
expression of HIF-1 alpha in PBOO model mice during
the entire observation period. Inflammatory analysis
using proteome assay and immunofluorescent stain
showed increased expression of Granulocyte
Macrophage colony-stimulating Factor (GM-CSF),
Granulocyte CSF (G-CSF), and Macrophage CSF
(M-CSF) in PBOO model mice compared with control
mice from week1. Subsequently, increased expression of
IL-2, IL-3 IL-17A, IL-23, Matrix metalloproteinase 3
(MMP-3), MMP-9, and Periostin / Osteoblast-Specific
Factor 2 (TRIF52) were showed in PBOO model mice
from week2-4. Oxidative stress analysis using
biochemical assay and immunofluorescent staining
showed increased expression of 8-OHdG and ROS in
PBOO model mice compared with control mice from
week?2.

Conclusions:

Early phase inflammatory changes represented by GM-
CSF, G-CSF, and M-CSF were preceded to downstream
inflammatory changes and oxidative stress. There were
induced in the early phase bladder dysfunction caused by
bladder ischemia and might be a novel regulatory factor
for early phase bladder dysfunction following partial
bladder outlet obstruction.
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Oxidative Stress Induces Detrusor Underactivity and
Urethral Dysfunction in Aging Rats
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Introduction and objectives;Age —related symptoms,
such as urinary retention and a poor urinary stream have
been attributed to detrusor underactivity. Our recent
studies showed that by simultaneously recording
intravesical pressure and urethral perfusion pressure
(UPP), urethral relaxation during bladder contractions
was diminished in aged rats. Nevertheless, L—arginine (a
substrate of nitric oxide (NO) synthase) could not restore
a diminished urethral relaxation. Thus, we hypothesized
that age-associated oxidative stress would impair NO/
soluble guanylyl cyclase (sGC) system which induces
urethral relaxation. This hypothesis was tested by
measuring an oxidative stress marker in the bladder and
also by simultaneously recording intravesical pressure
and UPP using BAY 41-2272 as a novel NO—
independent stimulator of sGC. Methods;Female
Sprague Dawley rats (young rats aged 3 months and old
rats aged 12—15 months) were used. 1) Oxidative stress
marker staining for 8~hydroxy —2'—deoxyguanosine (8—
OHdG) and malondialdehyde (MDA) in the bladder was
performed in both groups. 2) Urethral activity was
evaluated by simultaneously recording the intravesical
pressure under isovolumetric conditions and UPP under
urethane anesthesia. 3) BAY 41 — 2272 (1 mg/kg) was
administered intravenously in both groups under
isovolumetric conditions Results:1) Oxidative marker
staining revealed that 8-OHdG and MDA levels were
higher in aging rats than those in young rats. 2) UPP
change during urethral relaxation was significantly
higher in young rats than in aging rats (p<0.05). The
mean rate of high frequency oscillation (HFO) of the
urethral striated muscle was also significantly lower in
aging rats than in normal rats (p<0.05). 3) BAY 41-2272
increased urethral relaxation in young rats while
restoring impaired urethral relaxation in aged rats.
Conclusion;These results indicate that aging induces a
dysfunction in urethral relaxation during voiding, as
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evidenced by a decrease in HFO activity of the urethral
striated muscle as well as NO mediated urethral
relaxation of the urethral smooth muscle. Because NO-
independent stimulator could restore impaired urethral
relaxation in the aged bladder, age—associated oxidative
stress in the NO/sGC system might be correlated with an
age associated impairment in bladder and urethral
coordination. This novel study coupled with
physiological and morphological changes in the aged
bladder would contribute to elucidating the process of
aging in bladders.
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Introduction: Nocturia is one of the most common urological
symptoms deteriorating quality of life (QOL). Nocturia is
caused by several factors, including overactive bladder,
benign prostatic hypertrophy, and nocturnal polyuria. All of
these factors are associated with aging, therefore nocturia
severity worsens with age. Obstructive sleep apnea syndrome
(OSAS) which also increases with age is characterized by
repetitive functional obstruction of the upper airway during
sleep, resulting in frequent arousals and nocturnal hypoxemia,
and has demonstrated a strong association with an increased
risk of cardiovascular events and even sudden death.
Although the major symptom associated with OSAS is
daytime sleepiness, OSAS is also a contributor to lower
urinary tract symptoms (LUTS) including nocturia. A
putative mechanism causing nocturia in patients with OSAS
is due to nocturnal polyuria associated with increased
natriuretic peptide secretion. Although continuous positive
airway pressure (CPAP) treatment is the one of the effective
treatments for OSAS, underlying mechanism by which CPAP
treatment improves night time frequency in OSAS patients
have not yet been fully understood. It is needed to uncover
how much OSAS influences on voiding QOL and how much
CPAP treatment contributes to the improvement of voiding
QOL in OSAS patients.Objectives: To investigate the LUTS
related QOL in patients with OSAS focused on the impact of
age and to evaluate the effect of CPAP treatment on nocturnal
urine volume, night time urine frequency and LUTS related
QOL.Methods: One hundred participants with suspicious
diagnosis of OSAS were prospectively enrolled in this study.
Prior to polysomnography, measurement of the International
Prostate Symptom Score-QOL score (IPSS-QOL), the
Overactive Bladder Symptom Score (OABSS), the
International Consultation on Incontinence Modular
Questionnaire-Nocturia Quality of Life (ICIQ-Nqol) were
carried out to evaluate LUTS. During polysomnography,
nocturnal urine volume and night time urine frequency were
recorded and electrolytes concentrations in urine were
determined. Ultimately, 90 patients were analyzed and
divided into groups according to OSAS severity determined
using apnea-hypopnea index (AHI) scores. Moreover,
patients were divided into two groups based on age according
to World Health Organization definition of the elderly to
investigate causative factors which affect nocturia. A multiple
linear regression with multiple imputations was performed to
examine the association of night-time frequency with
demographic, polysomnographic, and clinical characteristics.
Sixty-three patients who were subjected to CPAP treatment
underwent polysomnography under CPAP for titration
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Obstructive sleep apnea syndrome as a potential cause
of nocturia; impact on lower urinary tract symptom
related quality of life and effect of the continuous
positive airway pressure treatment
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following CPAP treatment at home for 1 month. At the night
of a CPAP titration, urinary specimens were taken again and
follow-up questionnaires were recorded. For patients who did
not undergo CPAP titration, only LUTS related QOL were
assessed with the same 3 questionnaires. Changes of
variables before and after CPAP treatment were evaluated
using Wilcoxon signed-rank test.Results: Of the 90 patients
with and without missing baseline data, 22 were in the none-
to-mild OSAS group (17 young and five elderly patients), 26
were in the moderate OSAS group (16 young and 10 elderly
patients), and 42 were in the severe OSAS group (32 young
and 10 elderly patients). In overall patients, urinary sodium
content significantly increased according to the severity of
OSAS (P = 0.002). A multiple linear regression with multiple
imputations showed night-time frequency was significantly
associated with nocturnal urine volume and total IPSS score
for all patients. In 65 young patients, night-time frequency
and urinary sodium content significantly increased (P = 0.007
and 0.004, respectively) with OSAS severity, and AHI,
nocturnal urine volume, and total IPSS score were significant
predictors of night-time frequency. Alternatively in elderly
patients, no significant difference was observed in OSAS
severity with respect to these parameters. And also night-time
frequency was not associated with demographic and
polysomnographic characteristics. CPAP treatment
significantly improved night time frequency (P = 0.003),
which resulted in improvement of total IPSS and QOL scores
(P=0.031 and 0.003, respectively). The night time frequency
questionnaire in OABSS similarly decreased (P = 0.005),
although total OABSS scores were not significantly
improved. ICIQ-Nqol showed no significant changes after
CPAP treatment. In addition to the night time frequency,
nocturnal urine volume and urinary sodium contents
significantly decreased following CPAP treatment (P =0.014,
0.005 and 0.004, respectively).Conclusion: Nocturia due to
natriuresis was prominent depending on the severity of OSAS
and associated with deterioration of LUTS related QOL.
OSAS is a strong candidate of causative factor for nocturia in
younger individuals, alternatively nocturia in the elderly may
be ascribed to several causes of nocturnal urination
disturbance. When a younger patient complains nocturia
without any urological disorders, OSAS should be kept in
mind as a potential cause of nocturia. In addition, CPAP
treatment improves LUTS related QOL through reduction of
night time urine frequency, which can be ascribed to
reduction of nocturnal urine volume and urinary electrolyte
excretion at night.
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Three-dimensional ultrastructural analysis of PDGFR a
-positive interstitial cells in the mammalian vas deferens
by FIB/SEM tomography
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PDGFRa-positive interstitial cells (ICs) exist in various
organs and have been implicated in correlating well with
intercellular signaling; they might be responsible for the
integration of signals from numerous systems such as
nervous, vascular and immune, regulation of tissue
homeostasis and long-distance communication including
bioelectrical signaling. In the present study, we aimed to
investigate distribution and ultrastructures of PDGFRa-
positive ICs in mammalian vas deferens for the first time
by an integrated morphological approach.

Firstly, we performed two-dimensional morphological
analysis of adult murine vas deferens using
immunofluorescence, transmission electron microscopy
(TEM) and immuno-electron microscopy (immno-EM).
In immunofluorescence, we used antibodies of PDGFRa,
CD34, vimentin and c-Kit. PDGFRa-positive ICs were
distributed widely in the lamina propria, smooth muscle
layers and serosal layers. Although most of PDGFRa-
positive ICs expressed CD34 and vimentin, PDGFRa-
positive ICs in subepithelial layers did not expressed
CD34. In addition, PDGFRa-positive ICs were close to
not only each other but also surrounding cells and
tissues. TEM observation and immno-EM observation
revealed that PDGFRa-positive ICs frequently
established close physical contacts with adjacent ICs,
nerves, smooth muscle cells, macrophages as well as
blood vessels. Extracellular vesicle-like structures were
also frequently detected arround PDGFRa-positive ICs.
From the two-dimentional morphological analysis, we
speculated that PDGFRa-positive ICs of murine vas
deferens may have several subpopulations and may have
an important role in intercellular signaling via direct
contacts of the IC network and via extracellular vesicles.
However, PDGFRa-positive ICs are very elongated, and
cell processes are multi-branched, making it very
difficult to estimate cell morphology from two-
dimentional observation of sections and we thought that
three-dimensional observation was essential for more
accurate cell morphology evaluation of PDGFRa-
positive ICs.

Secondly, we performed three-dimensional
morphological analysis of the PDGFRa-positive ICs in
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the smooth muscle layer of murine vas deferens using
two-photon excitation microscope and FIB/SEM
(Focused ion beam / scanning electron microscopy).
FIB/SEM tomography allows three-dimensional imaging
at the subcellular level and is considered a breakthrough
for ultrastructural volume reconstruction. As a result of
analysis using two-photon excitation microscope and
FIB/SEM, PDGFRa-positive ICs in the smooth muscle
layer of murine vas deferens had two-types of three-
dimensional structures. One had a straight, sheet-like
structure and the other had a curved, sheet-like structure.
PDGFRa-positive ICs were oriented strictly parallel to
smooth muscle bundles, like a partition and most of
nerves always elongated alongside PDGFRa-positive
1Cs. PDGFRa-positive ICs had multiple contacts with
surrounding tissues in several ways and they formed a
complex three-dimensional network. Multiple
extracellular vesicles-like oval structures were also
distributed around the entire cell and it may imply that
PDGFRa-positive ICs exchanges extracellular vesicles
with surrounding tissues, in various parts of the cell.

In conclusion, PDGFRa-positive ICs, nerves and smooth
muscle cells may transmit information between each
other via direct contacts and extracellular vesicles. The
sheet-like structure of PDGFRa-positive ICs in the
smooth muscle layer of murine vas deferens is
reasonable structure with respect to intercellular
communication via extracellular vesicles. Furthermore,
the spatial relationships among PDGFRa-positive ICs,
nerves and smooth muscle cells may be reasonable if
PDGFRa-positive ICs in the smooth muscle layer
assume that prevent the diffusion of unnecessary
information transmitting substances from nerves to
control for each muscle bundle. Three-dimensional
ultrastructure analyses at high resolution are needed to
understand more detailed cell morphology of PDGFRa-
positive ICs and cell-cell interactions. Three-
dimensional morphological analysis of PDGFRa-
positive ICs in the lamina propria of murine vas deferens
is on-going, and the result will be included at the time of
conference presentation.
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Anti-inflammatory effect of indoleamine
2,3-dioxygenase 1 inhibition for lipopolysaccharide
induced acute inflammation in the prostate
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Introduction and Objectives

Even though antimicrobial therapy is received, about 5%
of patients with acute inflammation in the prostate is led
to refractory condition. Innovative therap focused on the
infalmmatory changes in the prostate is needed.
Indoleamine 2,3-dioxgenase 1(IDO1) catalyzes the firast
and rate-limiting step of tryptophan catabolism through
the kynurenine pathway and plays a key role in immune
response. In a previous research, it was reported that
IDO1 inhibition contribute to protective effect for
systemic inflammation. Furthermore, IDO1 expression is
the highest in male genitalia in mammalian systemic
organs. We hypothesized that IDO1 inhibition contribute
t innobative therapy for acute inflammation in the
prostate. We investigated preventive and therapeutic
effect of IDO1 inhibition for acute inflammation in the
prostate.

Materials and Methods

(1)Preventive effect of IDO1 inhibition: Ten to fifteen
weeks old, C57BL/6J IDO1 knock-out (Ido™) mice were
used through the research.

Lipopolysaccharide (LPS, Ecoli O antigen26) 100ng/
pure water100ul was injected transurethrally to Idol1™
mice. Wild type (Ido1"") mice were set as control. After
modeling, prostates were removed in a time-dependent
manner. Inflammatory changes in the prostate were
investigated using histological, biochemical and
immunohistochemical analysis. (2) Therapeutic effect
of IDO1 inhibition: Ten to fifteen weeks old, C57BL/6]
Ido1™ mice were used through the research. After
modeling, IDO1 inhibitor (1-methyltryptophan:1-
MT100pg/PBS100pnl/day) was administrated
percutaneouslly. 1-MT(-) / PBS100ul/day administrated
mice were set as control. After 1-MT administration,
inflammatory changes in the prostate were investigated
using the same analysis.The research is approved by the
Safety Committee for DNA Experiments and the Animal

Research Committee of Kawasaki Medical School
(Approval No.19-51, 20-024).

Results

(1)Preventive effect of IDO1 inhibition:Histological
analysis using Hematoxylin Eosin (HE) and Masson
Trichrome (MT) staining showed invasion of
inflammatory cells and fibrocystic changes in the
interstitial tissue in Idol”" mice compared with Ido1™
mice. Biochemical analysis using proteome assay
showed decreased expression of colony-stimulating
factor (CSF) family, INF-gamma, IL-5, IL-6, CXCLI,
and CXCL11in Ido1” mice compared with Ido”" mice.
Same results were obtained from immunohistochemical
analysis using immunofluorescent staining.(2)
Therapeutic effect of IOD1 inhibition: Histological
analaysis showed the therapeutic effect of inflammatory
and fibrocystic changes in 1-MT(+) mice compared with
1-MT(-) mice. Biochemical assay using ELISA method
showed decreased expression of CSF family, INF-
gamma, IL-5, IL-6, CXCL1, and CXCLI11 in 1-MT(+)
mice. Same results were obtained from
immunohistochemical analysis.

Conclusions

Indoleamine 2,3-dioxygenase 1 is involved in prostatic
acute inflammation via cytokines. Indoleamine
2,3-dioxygenase 1| inhibition contributes to anti-
inflammatory effect for acute inflammation in the
prostate. Indoleamine 2,3-dioxygenase 1 inhibition
might be an innovative therapy for acute inflammation in

the prostate.
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Early Effects of Adipose-Derived Stem Cell Sheet on a
Rat Detrusor Underactivity Model Due to cryoinjury.

fifR> . ARk A,

2) ERAZEARZREZRARE HEBLEENZER BCTFBEERFHEE BLEE

B ERFT

-Introduction and Objective-

It has been highlighted that lower urinary tract
dysfunction greatly reduces the quality of life (QOL).
Detrusor underactivity (DU) is a urodynamic diagnosis
defined by the International Continence Society as "a
contraction of reduced strength and/or duration, resulting
in prolonged bladder emptying and/or failure to achieve
complete bladder emptying within a normal time span".
However, it is difficult to diagnose and treat DU, and
sufficient basic and clinical research has not been
conducted. In fact, intermittent deurination and
pharmacotherapy can be considered for treatment of DU,
but there is no pharmacotherapy with sufficient evidence.
In recent years, cell-based therapy using adipose-derived
stem cells (ASCs) has emerged as a novel therapeutic
approach to treat DU. We investigated the early effects of
ASC sheet on a rat DU model due to cryoinjury.
-Materials and Methods-

The Animal Ethics Committee of our Institution
approved the experimental protocol. ASCs were isolated
from subcutaneous inguinal adipose tissue of Lewis rats.
And ASCs were cultured and cell sheets were prepared.
Female Lewis rats were divided into four groups: normal
control group (n==8), sham operation group (n=8),
cryoinjury group (n=8), cryoinjury + ASC sheet group
(n=8). Under isoflurane anesthesia, a low midline
incision was made and a cryoinjury of detrusor was
induced by placing chilled aluminum rod. The lower
abdomen was incised again and ASC sheet was attached
on Day3 after cryoinjury. We performed
Cystometrogram (CMG) on Dayl10 after cryoinjury.
Under isoflurane anesthesia, a polyethylene catheter
(PE60, Nippon Becton Dickinson, Tokyo, Japan) was
inserted into the bladder lumen for bladder pressure
measurements. The bladder end of the PE tube was
heated to form a collar and then passed through a small
incision at the apex of the bladder dome, and the tube
was secured with a purse-string suture. A polyethylene
catheter (PE10) was then placed in the internal jugular
vein for the purpose of administering the urethane
transvenously. After the surgery, isoflurane anesthesia
was turned off and replaced with urethane anesthesia
(0.75 g/kg subcutaneously, Sigma Chemical Co., St.
Louis, MO), and additional doses of anesthetic (0.1 g/kg/
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injection) were administered as required to obtain the
sufficient level of anesthesia, which was confirmed by
negative responses to the test for a pinch reflex. Rats
were placed in a supine position for the experiments.
Physiological saline was continuously infused at room
temperature into the bladder for approximately 2 hours at
a rate of 0.04 mL/min to record CMG. After the CMG
was completed, the rats were euthanized and the bladder
was removed. Real-time polymerase chain reaction (RT-
PCR) and histopathology studies were performed on the
removed bladder.

-Results-

On CMG, there was no significant difference in urinary
bladder pressure in each group (control:
30.3+6.1cmH,0, sham; 29.4+5.7cmH,0, cryoinjury:
25.7£4.7cmH,0, cryoinjury + ASC sheet:
29.7+6.7cmH,0). Furthermore, there was no significant
difference in water injection volume(control:
143.0£51.6ul, sham: 144.5+£26.5ul, cryoinjury:
251.1£129.1ul, cryoinjury + ASC sheet: 143.1£24.9ul).
On the other hand, there was a significant difference in
residual urine volume(p<;0.001)(control: 24.7+16.5ul,
sham: 13.5+8.3ul, cryoinjury: 103.8+72.4ul, cryoinjury
+ ASC sheet: 22.046.0ul). Furthermore, urine overflow
during CMG in the cruoinjury group was improved by
the application of ASC sheets(p=0.01). RT-PCR testing
showed a statistically significant increase in Vascular
Endothelial Growth Factor(VEGF) gene (p<;0.01) and
Hepatocyte Growth Factor (HGF) gene (p<;0.05) in
cryoijury + ASC sheet group compared to other three
groups. Moreover, no significant difference was found
for Fibroblast Growth Factor(FGF) gene among any of
the groups. Histopathologically, the cryoinjury group
showed severe inflammation and necrosis with
neutrophil aggregation at the site of cryoinjury. On the
contrary, the cryoinjury + ASC sheet group showed a
reduction in inflammation and necrosis findings.
-Conclusion-

According to our findings, the cryoinjury of rat detrusor
models myogenic DU, was partially reversed by the
application of ASC sheet. ASC sheet may be a potential
therapeutic option to promote tissue regeneration and
improve urinary function during myogenic DU.
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[Background] The treatment for metastatic renal cell
carcinoma has dramatically changed in this decade,
mainly due to the induction of immune checkpoint
blockade therapies. However, there still remain
approximately 70% of patients who do not receive the
therapeutic benefits of immuno-oncology drugs, so the
development of novel therapies is in great demand.
Chimeric antigen receptor (CAR)-T cell is one of the
most anticipated immunotherapies, which has brought a
breakthrough to the treatment for hematological cancer.
Most CAR-T cell therapies, however, have failed to
show the therapeutic effects against solid cancers in
clinical trials because of the hurdles such as the obstacles
in migrating CAR-T cells into solid tumors which are
rigidly surrounded by stroma, and the difficulties in
maintaining CAR-T cells functional in the immuno-
suppressive tumor microenvironment. To address these
problems, we recently reported that mouse CAR-T cells
modified to produce interleukin- (IL)-7 and CCL19
(7x19 CAR-T cells) significantly enhance the therapeutic
efficacy against solid tumors. 7x19 CAR-T cells
demonstrated a potent therapeutic efficacy in various
solid tumors, by recruiting not only administered CAR-T
cells but also endogenous T cells and dendritic cells into
tumors, and induced long-term anti-tumor memory
responses. Another hurdle of CAR-T cell therapy is its
toxicity. For example, in a clinical trial of anti-CAIX
CAR-T cell treatment for renal cancer, bile duct injury
which was considered to be on-target off-tumor toxicity
was observed. Thus, the selection of proper target
antigen is extremely important in treating cancer with
CAR-T cells. In this regard, mesothelin is a membrane
protein that is frequently expressed on pancreas cancer
and malignant mesothelioma, and is recognized one of
the most investigated targets in CAR-T cell clinical
trials. Interestingly, it is reported that overexpression of
mesothelin mRNA is confirmed in 10% of human renal
cell carcinoma, although the histopathological and
clinical features of mesothelin-positive renal cell
carcinoma have yet to be uncovered. Therefore, we

Anti-mesothelin human CAR-T cells producing IL-7 and
CCL19 show enhanced anti-tumor efficacy against solid
cancer in a PDX mouse model.
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investigated whether the ability to produce IL-7 and
CCL19 enhances the therapeutic effects of anti-
mesothelin human CAR-T cells against solid cancers
using multiple preclinical mouse models.

[Experimental design] First we constructed a novel anti-
human mesothelin CAR producing IL-7 and CCL19 and
retrovirally transduced to human T cells, then assessed
the anti-tumor activity against human mesothelin-
positive tumor cell lines in vitro. Next, we investigated
the anti-tumor efficacy of 7x19 CAR-T cells in vivo
using an orthotopic malignant mesothelioma mouse
model. Finally, we confirmed the therapeutic advantage
of 7x19 CAR-T cells over conventional CAR-T cells
using a pancreas cancer patient-derived xenograft (PDX)
mouse model. The analysis of tumor-infiltrating
lymphocytes was demonstrated 5 days after the systemic
administration of CAR-T cells.

[Result] The in vitro cytotoxicity of 7x19 CAR-T cells
was almost equivalent to that of conventional CAR-T
cells. On the other hand, 7x19 CAR-T cells showed
enhanced anti-tumor efficacy in an orthotopic malignant
mesothelioma mouse model and prolonged the mouse
survival compared to conventional CAR-T cells. In a
pancreas cancer PDX mouse model, 7x19 CAR-T cell
therapy completely eradicated the tumors in
approximately 45% of mice (5 out of 11), while
conventional CAR-T cells in only 9% (1 out of 11). The
survival of the mice also prolonged significantly. The
assessment of tumor-infiltrating lymphocytes revealed
that the numbers of both CAR-expressing and non-CAR-
expressing T cells in the tumor were increased by 7x19
CAR-T cell therapy.

[Conclusion] Human anti-mesothelin 7x19 CAR-T cells
showed the potential of eradicating solid cancer by their
enhanced features to recruit CAR-T cells and
endogenous immune cells in tumor microenvironment in
orthotopic and PDX models. We expect anti-mesothelin
7x19 CAR-T cell therapy to be a new treatment option
for patients with mesothelin-positive renal cell
carcinoma in the future.
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Pathological roles of c-Met in bladder cancer:
Association with cyclooxygenase-2, heme oxygenase-1,
vascular endothelial growth factor-A and programmed
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Introduction

Bladder cancer (BC) is a common urological cancer, and is
recognized as an inflammatory and immunogenic disease. Patients
with advanced or metastatic BC have a poor prognosis.
Accordingly, information regarding the pathological
characteristics of BC cells is important to improve outcomes.
Specifically, understanding the molecular mechanisms underlying
cancer cell growth, invasion, and metastasis is essential to
formulate new treatment strategies.c-Met is a receptor tyrosine
kinase that binds a specific ligand, namely hepatocyte growth
factor (HGF). The HGF/c-Met system is important for malignant
aggressiveness in many types of cancers including BC.
Furthermore, c-Met is closely associated with the regulation of
various cancer-related molecules such as cyclooxygenase (COX)-
2, heme oxygenase (HO)-1, and vascular endothelial growth factor
(VEGF)-A. The HGF/c-Met system has also been reported to
promote carcinogenesis and cancer cell progression by regulating
the immune system through the regulation of programmed cell
death ligand 1 (PD-L1) expression. c-Met phosphorylation is
essential for its biological effects. The phosphorylation of major
phosphorylation sites, specifically the kinase domain
(Y1234/1235) and the multifunctional docking domain
(Y1349/1356), leads to an increase in activities and biological
functions such as cell motility and transformation. However, the
precise pathological significance of phosphorylated c-Met in BC is
not fully understood. Herein, we focused on the relationships
between c-Met, pY 1349 c-Met, and, pY1234/1235 c-Met
expression and grade, TNM classification, and the expression of
COX-2, HO-1, VEGF-A, and PD-L1 in patients with BC.
Materials and Methods

We investigated 185 formalin-fixed paraffin-embedded BC
specimens from patients diagnosed with urothelial cancer via
histopathological examination. Patients who received neoadjuvant
therapy were excluded. The expression of all proteins was
evaluated by immunohistochemical techniques. An anti-c-Met
antibody and two phospho-specific antibodies against human
c-Met antibodies (pY1234/1235 and pY1349) were used. Other
primary antibodies included anti-VEGF-A, anti-COX-2, anti-
HO-1, and anti-PD-L1. The expression of all molecules was
evaluated semi-quantitatively based on staining intensity and the
percentage of stained cancer cells. For PD-L1 expression, the
percentage of PD-L1-positive cancer cells was above the threshold
of 1%.

Results

Among 185 BC specimens, positive c-Met, pY1234/1235 c-Met,
and pY 1349 c-Met expression was detected in 109 (58.9%), 59
(31.9%), and 82 (44.3%) cases, respectively. 120 (64.9%), 101
(54.6%), 104 (56.2%), and 80 (43.2%) specimens were judged
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positive for the expression of COX-2, HO-1, VEGF-A, and PD-
L1, respectively. Positive expression of c-Met, pY1234/1235
c-Met, and pY 1349 c-Met was significantly associated with high
grade (P =0.004, P =0.042, P < 0.001, respectively) and T stage
(P=0.013,P=10.002, and P <0.001, respectively). The expression
of pY'1234/1235 c-Met and pY 1349 c-Met was associated with N
stage (P =0.003 and 0.006, respectively) and M stage (P = 0.008
and 0.027, respectively). Similar relationships were detected
between c-Met, pY1234/1235 c-Met, or pY 1349 c-Met and
muscle invasion (T2-4) or metastasis (N1-3 and/or M1). We
analyzed the independent relationships between c-Met,
pY1234/1235 c-Met, or pY 1349 c-Met and muscle invasion or
metastatic status using multivariate logistic regression analysis
models. Similar to the results of univariate analyses, c-Met,
pY1234/1235 c-Met, and pY 1349 c-Met levels were all
independently associated with muscle invasion, whereas only the
expression of pY1234/1235 c-Met and pY 1349 c-Met was
associated with metastasis. Univariate analyses showed that COX-
2 expression was significantly associated with pY1234/1235
c-Met (OR =2.49; P=0.012) and pY 1349 c-Met (OR =2.98; P=
0.010); however, multivariate logistic regression analysis, adjusted
by grade, muscle invasion, and metastasis, demonstrated that
COX-2 expression was only independently associated with
pY 1349 c-Met (OR = 2.30; P = 0.017). Univariate and
multivariate analyses showed that both HO-1 and PD-L1 were
significantly associated with c-Met and pY1349 c-Met expression,
but not with pY1234/1235 c-Met expression. VEGF-A expression
was not associated with the expression of c-Met, pY1234/1235
c-Met, or pY 1349 c-Met, even by univariate analysis. Univariate
analyses showed that levels of COX-2, HO-1, VEGF-A, and PD-
L1 were all associated with muscle invasive disease (OR = 3.56; P
=0.003, OR =2.23; P = 0.024, OR = 2.65; P = 0.008, and OR =
3.71; P < 0.001, respectively); however, multivariate analyses
demonstrated that only COX-2 expression was independently
associated with muscle invasion (OR = 2.64; 95% CI = 1.02-6.81;
P =0.045). A similar analysis showed that HO-1 and PD-L1 were
associated with metastasis (OR = 6.06; P = 0.020 and OR = 9.99;
P =0.003, respectively) by univariate analysis; however, only PD-
L1 expression was identified as an independent factor by
multivariate analysis (OR = 5.51; 95% CI = 1.12-27.2; P=0.036).
Conclusion

c-Met plays important roles in muscle invasion by regulating
HO-1 and PD-L1, whereas its phosphorylation at Y1349 is
associated with muscle invasion and metastasis via the regulation
of COX-2, HO-1, and PD-L1 in patients with BC. Further,
phosphorylation at Y1234/1235 might lead to muscle invasion and
metastasis via alternate mechanisms associated with c-Met and
pY 1349 c-Met.
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Ay a BEAIHEZ D TV, [RiEE] B LD
S A R 8 7 /N s 1 oof U C & VENTRAIGHT STZ FHW 3 C
L TCTVMZ R TCE S T &R ENTz, FMOEREEFE
;ﬁ%%i—\‘ L/fcl/\o

—RE MR KRICH T BTOTEMDAMM
DP-048 lie

OA% #E", FHIRE BHEY. #)1 JEe | 1",

A BT

1) BRKEERmbt  BRaEEL

2) BIEAY EFH FEMRETEEFHEE BREH
(HN] a4 & SR TR RS £ 7R A PR

Z W CTOT T4 % 1T L 722561 D i Ft i 2 8 5 9 %,
(57412018451 H~ 202043 H31 HEZ CTORIC, idfi<
RSB PR AR RHC B TIEFEME IR IAE R TG R A PR AE

BT, TOTFMiZ1T o 722501 % ff5 & Utz (] 4E
WD AR 7258 (4178~ 9478 . BMID i 1£24.7kg/
m2 (18.0kg/m2 ~ 30.1kg/m2). Hi o] £ 0 vh I 1Z 2]7]
Olal~ 7[aD), PRAEEDFEIUS IR EPERIAENTHI, IRETERR
KEEMBHI T > 72, 605378y B 7 A - O IE51ml
(5ml ~ 225ml) T o7z, FIAGEIE, TR O HIH
n24%y (1593~ 52%3), HimEOH RN DE (D E~
30mD)., A HHER LD 5 fzo 7NV— 2 17— 7 VBN
MoORIEN2H (IH~7H). AR OHREN5H (5
H~12H) Tdh oz, DRy RGBSR 14%51,
OB 28020 T B - oo TOTFAliRTHEDHERDZ{LT
(&, IPSSI3 FATtR I A BIC REME T U 7z, IPSSZ2 HEPRAEIR
EERIEIRIT T T ZNENFMRICH RIS REUIE T L
720 QOLA 177 £ 0ABSS & FMli I A BT s EME T U Tz,
B TIRRIER. BEPREL, RARIRIEHR, FHERIRHE, PR
IR Flinite CHREZRD T - Tz, FRIRE S Fhliik
THEAZRO T > Tz, Ui EROMmE LRI, TOT
FHFEREAIHEDN DA MR EDEVZETEIME
DEWIIKTH 2 LHZ 5N,
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—MORE HHEREHT—TIVEAVTREREE T

WRTT] BEEES (SO 2f7of2p

O iz, PR I& B @R, il Es, Ba 2l
il 5628
LAXE EFEHERRE WRER

ERANTHIC BV TIIREREOERMED D O . Skl
W U O ERESE M EEEM (LSC) TEFMETH %,
JREBIEDEIRIEZ S T 72 RE 17— T )V 7% -V 3 el
EH DM, WRORE N T—TIVCIIHEET 2D T
Hole, MHIRENT—TIWVIEA Y RYT 07—
LU 7z B R CHOCIEZ AT 2 MBI Z G AT S
T—T IV T, WIS RS N TV BRI X 5 THOE
OB E N, REONEZ FMICET S N TE
%o HRTLSCEMifT Liz2flic, S RE A T—7 )V
U, BRFRIC IR DN B 2 IEREICHR 4 % T & T BRI Fil
DD T ENTE, ifkef & & AIHEZBD TN > T,
TAER 22 THET %,

—RE KKREHARIRE 1 B RERRER T LB IREE
i - REARIR

Oy BHED, Aok IKE?, TR H3EY, Wik %
1) B)IKS EFE RREH.
2) KKRESHARRE SBFRIEH

(i3] 20 Tl aEM (pelvic organ prolapse; POP)
I X9 % ME e BN Al B E E E i (Laparoscopic
sacrocolpopexy; LSC) ZEA LIRZEML T&E /e, - &
W2 RS9 %, DR EHHE] H5I320164E8A M 5
20204E3H E TICLSCZ T2 721230, BHHIZ TV A w ¥ a
ETIT o To, FE R, POPHFE, QOLIC DWW THEGRT LTz,
QOLFF ffi » — JU &P-QOL (prolapse quality of life
questionnaire) HAGEMZ HW. 1iiaf, il 6. 12, 24,
3670 A& ik Urzo USR] & O Th RAEIZ 70, BMI
FIULfi1324.15CTH - 7z POPOFEE 1ZCrade2, 3. 43 ZF 1
Zn25, 82, 1561, MR BEME10361, T =856, 15
Bl WG 106 (EEHBH D) Tho i, TR EiE
28677, i Hh H I R L d K 1 50ml T i il 72 B U 7z E A 1 7
Mo Tz IS BRGS0, GRS I, BEL
LSCZ5E% Uiz, Miitg3m A BICA LD AR FE L T RERIAYL
BildD > e, RAFBNCHEETR U BT8R 750, POPFFE I HifkE4
Bl HRER260 T dH > 7z QOLAHMI Tl “S IR HERAE" & fy
%24, 36 HHOABBIR 2 DZ &, MifRicH BT UEE
ATz,

162 SE72EFEBXBREFNFRMRE 2020F118 - BERAZF)

—RE  WBRICH I B BARIREAE I T B g RS
DP-050 LB RREIE T D HIHRFEER

OFER BRE", KBF A=V, Brk H0EY . FH w1

TRA BNES | PR Y B

1) KP=ZBAT A hIbE>r2— BREERL

2) dLANEEERRR  PREERL

3) FRE—JElR MREREL

4) RAMEMRILT IV A1 AERE REEEL

5) RR=ZBAT 1 AIEYR— SELBAR
(5] BRI 21 L UTAITIE20164FEICE
FESE AL RS E i (DATLSC) AMRBRUNEL X N, 1HHRDIE
A LD > T2, B TI320194E 1 H & 0 P IREsRY ok
ZHFRLTIT> TV B, KD/ 2 Ay ¥ aFili (native
tissue repair), fEEA v ¥ a Pz, BFO=—cH
DHE201945H K OLSCEZHEA LTz, SRIFAE. HFET
LSCZAT - Te B iR R DI HIRR B 2 i 9 %, Dt LTy
%] #fiin, BML POP-QIC X % HE[E, TR, T4l e .
Hilfiist, SHHE, BRI RS RE, RIREOZFTOV
TR L 7ze [RESR] 4E#31E60 ~ 78 (HULfE69.5), BMI
19.2 ~ 28.6 (HRAE23.7). FARIFRH 178 ~ 48277 (HiR
31757, & E3 ~ 80g (FHIfE20g) TH -7z, fliH
BOHE L UTRAHOMBMNERAD 11D > 7o, MilZ8Eid1
Bl o> H T, HiHE OB X B SN DD
laparoscopic lateral suspension’z{7- 7z, it HHiEEL LT
HETEA LD A2 10EED, ARIREIC L DR Lz, B
FEDE T A, JREEED A v ¥ 2 BHEO S HHER RD TV
Vo [HEEE] BRI d B LSClE. DB e
DEWITATH 2 EEZBNS,

—MORE  URTOpTIaBREICK T 2 EHA IR
(G{2F 5]

O s, P dHIE AR E3, i)l 28,
LS R
MUTEGEA EimiRiE ELERt>2— WRESEH

[H® « /53] 20094 1 H 5202043 & TOE R YR
217 - 7zpT1aBHE6 BT DV TR 2175 Tz, #2
B H % F#ff H & L. RENAL scoreld4-6 #low, 7-9%
moderate, 10-127%highic 7781 U 7z, [R5 H] JE B3 6961,
PERNE 5661, 2etE136, fEHmld rPRE6 7R T, BISU
MEHHES4 7 HTH o Tz NI 38K, A3 16Tl
P 9E2.5cm TREN.AL scoreldlow 35f], moderate 29
B, high 56T > 7. WIREHE, 26NV 2 Hifisks, = brin
BiRd iz, Wi IEFBAR1F. NIEEs4%51, 144510
T, ARSI HAI a6 201, FLETIRMIARE3HI, Bt
Hage3fil, #h8E - RIERERE 1B CTH o Tz AHHEE M 15]
TH o 2o SEREAFHRIZBT. A%, SRR A F394.3%
T. 3BNciFE (Jmprpreefl, flEiste) Zileiz, fhitic
KBTI, BHA - NTIBH & AR R O AR, BH i FE
M, Him&E, RENAL score® i ld ZNZFN21257/219
7 3253/29%7. 130ml/25ml, 75/55TH o7z, BHEREIC
DUV TIEBHAL - NI/ B TOBERE R (%) 133 7
H.67 A. 127 B TZNZN-120/-7.17, -12.2/-4.52,
-8.60/-8.84TH o7z, [EHE] Lkt TOE A UIBRIMHI FLL
TFf eI EPRENAL score CHEZ RO, B
BEICDWTIR12 ¥ AR TR TORREZRDT. K&
BEIHEL S ZRIIT A T,



—RRE  REEER T B AR Y1 TR B RO

O BhE. el AR, T RARRE, B IEE
INTTEGEA ENTRBHEE SERtYS— RESALYR—

(5 L HM] 0F, OB MRRENEEEE N, /L
DHA BT A 2 TEEMERIT 2 BEH VIR HERE S N
TW5, LB COMEBRICEAL TOMFZTT> Tz, g
& 75141 2006598 H M 5202053 H & TIT Y4B T T L
723916, B L FoWr U TIE BN 32001 Ttz FEIc B L T
BAME IR 21T o 7o (R] MTisg2a8n 4B, i
HIEE D4R Z2 Bk < &, 118 (3.4%) THo .
Biig=9:2, PHERT0.65E, BRIELE=4TTT Tu—7F
IS % ER=3:8T 3 - /=, cT1a:T1b:T3a=6:3:2 TcStage
B OHFERIET1a:2.3%, T1b:6.1%, T3a:25% & flificStageh?
WIE E R R UTze SRBIRHAREE RIS IR BH I R 2LERIR
=9:2T, pT1aTlbT4=73:1 TNIZ IHICESH BNz, FFEE
TOMMNE5-36 7 H, HRAEIZ18 7 H T o7z, Iiahizs
BeBWi Lzt o34l (1.3%) T, [HEIE, #mEy >3
fii, R, NG E ThTh1fld O b Nz, &
PRERFEERALIE NG - MR Y > SET - BF 2RI S o, [B5E]
BB 53 YIBR T O JR BT B FEIC DWW T E0.5-3.2% & D& D B
%o MBETOMEIZ1.3%TH DFEROME LFAFTH > T,
URGRE] Beic J800 B IRIESE T & o YIBR i i i Fe DMt 2
107, XHERZINA TRET %,

—MRE  ERETREHAIRM (LPN) LAKRy
b ZIETEEBDUIRRM (RAPN) DLEER

Ot |l AR5, UREE shiE, hi 9, ST f—,
(ERE S w1
KRS Kbt SRR RH

[HET5] MEHC T, 201 7THE7H MM 5202043 H ICRAPN
ZHE T L7251, 201344 A 5201 7T4E9HICLPNE T L
7es2flz g & U, R & etz ik Uz, [RAR]
BH T 5= IERAPN, LPNOIJIFIC. i (%) @ 70 (41-85). 68
(36-80) « MBI (H/%t) :39/12, 32/20 « Fl (/)
21/30. 26/26+-BMI (kg/mZ) 124.7 (19.1-35.1). 23.8 (15.4-
32.2) (P=0.040) - JiFE % % (mm) : 25 (6-59). 20 (8-60)
(P=0.005) * & & OfFE#EE (mm) : 5 (0-20). 10 (0-27) (P<
0.001) -« RENAL nephrometry score (low/medium/high) :
21/24/6. 29/22/1 (P=0.083) T®H o7z, HEHHIZRAPN,
LPNODJIEIC, 7 T a—F GRRIE/E%IEE) © 26/25, 1/51 « BH
MmEERT (43) 1 28 (11-90)., 33 (15-96) (P=0.083) « Hi1fil &
(ml : 50 (0-1720). 80 (0-920) (P=0.270) * eGFRIT & % ##
AEITEE (%) :88.1(50.3-100), 85.7(42.9-100) (P=0.606)
THO, AEAZREDENo Tz, UL, B2 YUIBROF
TR BE R O FEFE & 72 B Trifectaz FiWV0 % & ERER (%) :
35% (18f51/5161) . 12% (6/1/52f1) (P=0.005) THbH. H
FUCRAPNIER TREREN D - Tz Mite B OHEIZRAPN TR
2B, AR MEBIARRE L, fRitalREZE 1513 © . LPNT AR
BRI 2 R 7z, UiGan] RAPNIZLPN & phiig U, Flss 20
K& B & ORaEEDE < BMIAYE < TR #E 7 fEF H 2
WICEBD 5T Trifectai il i3 m <. ZeED RN TV,

—RE MEhHIERT Y 2 —EhRRERRIC S
0Ky bXIRERESR T B RS TIBRD]

OYxH 217 /R MR, @il HER, /MR SO A —3i
WETIERt Y 2 —AhRAR RRER

[HM] MEETIE2018FETH bRy b SZIBIEIEE B
DYIBRIT (RAPN) 17> TH D ZOHHARERIC DWW Tl
T %, [J71)2018FE7H M 5202045 H F Tl MBS THRER
L1067 x5 & Utz TR BB RE R T > 2 /&
U, 3rd7 — LY, B FR— h2ARZER L Filiz
frolze [RER) BEEMmOPIMEZ 725 (38-77i%). Hik
561, HsHITH O, L3, KTl TH > Tee GEOHR
fiil%155cm (140-184cm) . BMIDH i 1324.7 (18.8-44.2) .
5 £ D 1 Y2 13 34mm (23-53mm)., REN.AL score9l/ |
M3BITH - Tz, NEENLE K O 2FIFENEIT 7 1 —F ChiitT.
TFARER, >y —)UREE, IR PR O R fiiis 2 2 h
2507 (205-290%3 ). 17047 (131-221%3 ). 3047 (17-48
7)) Thole, MMENXRIIMIIEOR], FLEUREE 1HITH
0. EIYIBREIHEN: T H o foo 1B AIEH O FHHE A 7 i
LT DAV AN S HE 2R b o Too [h5FE] BHIE.
A T HE IS N R VIR O FEER D Z LWl T HRAPN
327 TR B VIR I TR RETH 5 & B A BN
Too SBIZIERZ B, R ORI 2R D f2,

—HORE RIS H T B EERD IR OMTE R L
DP-056

OARK B, IR #ETS, FHl AR, 40Kk 25, /Nt 15,
M S PEE R SR L PN B H A
Py EKER, 7 Ak —
MRS BibRaEsE

(] Ubiciduiy b 3ZdE B UIRRIN (RAPN) Off
RV, 20185 10H A 5RAPNZBGE L, TN E TIC
41072 FEBR U Teo SRR R 2 20084 LARKIC fii1 T L 72 BRAL
B GIRRIT (OPN) K UM HIVERE T & &80 YRR (LPN) &
PRt Utes D5 & 75141200844 H A 5201948 H £ T
I e THifT U 7zRAPN K U'LPN. OPNJERI D & 5 5. JAl
RIS DWW TR TS RET U7z, [R5 ] OPNS3HI,
LPN85fl, RAPN4161C D TH& K 12 D W THGES L 7z,
OPN/LPN/RAPNEf I2 35 W T % 4. 4 iin 13 1 1961.7/
61.6/60.77%. BMII& -1525.5/25.0/25.8 & 15 5t A F I 24 1&
DTN Too T 5 TS £ 1-1428.0/20.7/28.5.
REN.AL nephrometry score® *J-¥4137.1/5.8/7.3T&H - 7z,
FINREM D F-3913284/299/2945 L A TH > 7o, il
& 7 ¥l 13360.7/132.8/76.5ml.  BH 1fil IK§ [ °F ¥ il 1
40.5/36.9/24.257 L RAPNHE T il g AV 7 < BH IR A
W 2580 7, A OFEIFRAPNAE TR - IS ERIC &
% B G 1B, LPNAECIMEBIIRR I & % a0V ZEkeZz 16, B
177240, O P NEFCIMEBIMREIC X 5 a1 )LEke7Z 141
ISR Tz, [Htm] RAPNREIGLPNAE & [Lfig U TR R E
{RENA.L nephrometry score® i\ 5 B O i W EBIE T
JITEN TV BN ZRD T, BAYIHIC LD 5, Hifl
137 <0 BRI R E ) 2 788 7o o RAPNIGH A A
HTH-> TR LB DB THB EEXENS,
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—MEE URRICHITAEERED DRIV T EA

o 3 3 NN =
DP-057 DRt et

OB, B o, B EAL A A0
Pk 285, AR HhnEL, BRAR JERER, <p)11 &=,
A, JEE . HiEz, T k. %%z% EA
HREAFAF EFRMRR BibRSEEIFHEE

HIW @ MBI BIT EBIBICNTE 2RIV T EAEY LT
P FREE DB DOV TG Uize WS & J7ik - YT
132020/5H £ TIC12BIOBHEERZIC =RV T EAEY L
ST PABHEZITO. ZOMIR T — 2 B X TERIRICDOL
THE L, F5R BEDS BOFHIEEMLI06] (83.3%).
2B (16.7%) T4 55 Aa IR O 4F i O H I A 1362.5/%
(30-75), 105 (83.3%) kG HilCE M ZIT/R> Tz, B
D MY ldclear cellh 44 (33.3%). papillary typell3{
(25.0%). chromophobe”¥ 141 (8.3%). #& JiE B 7324
(16.7%) . sarcomatoid ¥ 16 (8.3%). 7% % A~ HE D14l
(8.3%) THozo IMDCDOV R 7"iﬁ“(&imtermed1ate0)liﬁ
H% Y B H3301 (25.0%). 2 H L4 E#5 03361 (25.0%).
poor?6fil (50%) T & > 7z, NLRD H1 YL fifi 133.475 (1.48-
9.12) Tholzo A ¥V L T DA E55X TE I-HHIZ5
Bl (41.7%) THolz, BELHREGZMEIL TV 5 EEIT4
Bl (33.3%) T.AEH 1k 2461 (33.3%). PDH 1k 34
(33.3%) T&H > 7z. G3LL |- DIrAEIX 4% (33.3%) TR,
2HIAT A Fea# 57217755 7z, Best Responseld CR2/
(16.7%). PR1{ (8.3%). SD5# (41.7%). PD2{
(16.7%). HKiFfi2fl (16.7%), PESOHHREIZ6 7 . 0SD
RULEIE AREETH > 7o FhaE - Ui B 2 EmEE D=
PV T A LY T HHABEOBEREZHE Lz, &
HBIRIrABZZREER U 7=, CRIERIE R BTz,

AR S BRI T BRI
DP-059 RTBREORMIELREMITONT

OFfs 78R, 2= B, M) . AR 55, BN fERE,
B|m B, s T B
FUMAZASER EXHENR HREREHH

[HI] REIRERED H 2% T IA R M B Ic 2 =
RV T DHIEZ ML 72Checkmate-025:8 581 31T,
HRETH 5 EN RV T OIGENIREARKTTH % nlhE
HARENTZM, IEFNZEET 2MEDBHA TN, 5
B EHC B 2B RIIEEHE T L, =RV~ TG
DA & ZREITFRD G Z 258 2 BEt Uz, 5]
X 5E 2016411 H MM 520194E10H £ Tic. MR Tl
BriE LW L, RV T 2R G U249, 7057z 71
ATl e UT2RIC 7T, 7O AR 2 IE E e e, 7081
Lz ER e Ul BEE PR FEIICE LU TR AR
HCIRET UTzo ORSSR] 2 5-BRARIRF O 4R O I IZ 697% C
v, JEmimERE280], mimERIE2161TH - 2o IMDC
VAT, TR IREEBHERRE OPS/R £ D BE 1T 5 I 28 M
TERMEN > Tz, ZBHRIZZFNZFN32%, 14% L EiimBERET
Ko Je iy, e A A fE HA R o S 1d 2 2 9.7 (0.7-
38.9) nH.81(1.4-17.0) " HTHH, BEAIRDLN
o7z (logrank p=0.68), CTCAE Grade3LA FOHHFHS
ZENZFN2, 1HNCERD SN, HBBEEIC S T > 2
(p=0.91D), [F&iw] =RV~ THRGIET0LALE D Flndn et
B HIaRE B E I U T L BRIRIBIGEIRE TH O . eIl
25 EMNRETH S & BbNniz,

164 SE72EFEBXBREFFRMRE 2020F118 - BERAZF)

—RRE RV T+ L THBEEARSLEIC
DP'058 *ﬁ?ﬂl@erE%mébT‘_tU)k’—?l_-q:‘Jt Ltb‘ Hi
R RO Lo T B MR —f)
ORI WK, TR 545, 1UA KRR, &G .
SR E NI S E 422 (K1 N N A LU= N Ry >N

iz R
REAKRFEARZREMRIEARLS BIRBHFNE

JEFNE 73 M. 2009 ELJE SR o U THE
JEegs N A BRI 2 i1 T X Nz, i 9 HIC S EiR & ft
bV > RHIRER Zf R E NTURHEA T &2 0. RIS TR
R tiAs FR DR & 75 5 72, IMDC U A 7 438l poor risk
T, — R E L T20xxHxH KO Z RV T+ BV LT
DEFREZ A LTz B5G2 7 B DS CT TR
Z5 3 MBI T > Foo 33— A THIC Grade 2 DOBETE &
ELBEAHBI L, irABICfES ¥ = —F L VElERE & 2 W
EINfe, WEREE (S0 y) BEIL. 2RV T+
AV LT OFABEITEN T 5 ia {fikfi L7601 — R
E@ﬁ%@bhmmCmML%% 2. BHENEHC YV
b LTSS, RS HE B R Wi S Nz, ZORET=
ﬁw77kaUA77m%%&%$¢b\7&F:Yny
30mg/day & O A7+ FHEZBML T, BRITEERL
720 TDBERGHIEZKEE L TWEH, k%S 7 A%D
JECT L CHEIRE M IMER S N TV 5,

1 PD-1 JiAZIZ U T H0EF = v 7 KA > MHEH
. 5 IR BTG RZ R ehHISNTE
0 M OHREERELL ED irAE DB U T2 REGIRED 7 D RS A
BN EEIND, YRS TZ RV T+ U LT
BEEBARRICHEEDIrAE 2R UiehY, Wik S s i Nk
MRS U 7o e T e e O — Bl 2 25 L7z D ©. STk
m%bﬂif#ﬁﬂ:@‘%

—REE  BRTOZRIVI T A1E) LI THE

DP-060 BEDVIEAREER

OFF I B Vi Bl KRB B8, BRI A=
AMBIER L 2 — BRBR

HAY : 201848 A & © IMDC/ $dintermediate/poorV A 77 &
EFTHE BRI IS LT =RV T /4 BV L T O R
(Nivo+lpi) DEFREN, EHA R4V THRINTVS

UHCNivo+IpiZ i1 T U 7z W1 FERIC 351 2 A0k, %
EMITDOWTHGE LTz,

Jii 1 20184E10H A 52020416 H DRI 4 #} TNivo+IpiZe 5
fiti U ) RE A 22 256 L 721081 DWW T, BRhEZ BT
(ORR). fRes=77 1AM (PFS), %4t CTCAEV5.0ICHD
WCRHIE L 720

fedi s BRI rPEE 12.3 7 B, B=RGHBEE T Il 64
 (54-72). BB £ kb9xf 1, KPS 241 5 70%. 8%l H3100%,
AR R A 81, FLB B 10, AR BN 10, i
Mlddnid V) > SEi2f0, Bishl, H5HI. WA1HI BB
BB, BIE B (FEED D). IMDC/ i Intermediatefff
661, PoorfF4{ T & - 7z, Nivo+IpiD 572 5¢i% L 72 D134
Bl 33— A AT AR, 23— At Th 24 Td > 7z ORRIE
60% (CR2f, PR2f5l, SD1#5l, PD5#), PESDHh I f#134.2 &
H. OSIEAELE, AHHEHFHSIEECradeTTHI (70%). G3LAE
366l (60%) ICRENTz (EIEREREA 4501, AST/ALTHEH
3B, FHi2El. EEDD),

%% 1 CheckMate2 14745k & Fhfig U CORRIG[AIS T do - 7o MY,

Pm#%w@ﬁﬁ%OKOJWﬁk 5T G3LL EDEIEH
FERD B HEBER R DIERD I o Too HENIE

mﬁmtow17ﬁm—//7%%Ufméﬁéﬁdbtm



—MRRE YR TRRER L zipilimumab « nivolumab
op-061 Kl i

OFHl B, s BARERY, I 274", Ak 28,

Nt 1ED A EED . TR Y. R Y

EATBIHED, AR D, 250k a—", w9

1) BERAERERE B - BRESEAEL

2) BiBKKEY EFE VAT LEEFEE
HEFT IS 0T 2 SEYIE R IZ 20164 IS Sy F = v 7 KA
> MRHFESEANE A TN, 201 TAERROFRAZE T )LV 3V X L&
KE LB UETIEBIEISN T 23 iad £ 9 £ 328k
LC &7, %L CCheckmate214iiIC BN TCA=ZF =T B
WK LAY LT« RV THRED @R (58
BN %vs9%. T ZENH25%vs32%) hRnE iz &
THHAEIMDCY 27 3O « @) A 7 FHC T % 55 —HEE
HELTAEBY LT « Z RV T HHABEN AR I NI,
VB TE 2018 10H D HETTHEEICH L TAEY LT -
Z RV T EE 2 E A UBE CRSIEN] Z /54 % I
oo, ZTTHRIYBRICBIZAEY LT « ZHK)ILT
DEFEE S A UTSER 72 % L DG T 5, Mk TRERL:
JEFNZH 6N, L2 N TN O T E1X64.57%, TNMZ)
FETIXTAD 4 ), T3AY 2 i, T2AN 14, TIA 1] THsfE &
U TR ASH, iz hs 161, IVCIZIEN36I, Bifizfeh
A, RIEHRFE D 20, SUESIRIED 1T H > 7z IMDCY R
2 57 # & poorM 7, intermediateht 1 T d - 7z BIEZHAR
D YAEIZ8S H T, 1A% CRD 3 5], SDAY 1 4, PDAY 1
B, irAE (SR AEERR) OB 3HITRERL 72, E
TAAB, EAERD AN & 75 TV B, it ARISITREEE, R
=ONEAE, BIEEEK N ENR LN,

—#RE  Eleiomyomatous angiomyolipoma®1

DP-063 &

O/bh Z2V, HHF Y, A% IEAY, ik Ea?
1) ATFRIHES ERPRER UREE.
2) DIFRIHES EMTRER  FELHTE

i dleiomyomatous angiomyolipomald EL M o [ 3 5 5 T
H%. SR IGERRI5mmO BRI LIS T
FEERRYIBRIN 2 fif T, B Dleiomyomatous angiomyolipoma
W U TIEB 2 #E8R Uz, JENE825. 2tk. R THEIR
. EILEAE, IEESLEEIOS U Ch > 7z, b >
b o —) VOB UK & H N THETT U 72 EECTIC T A B i
B e E N, 20206F4 S RHAN 2R LT %, JEERERCT
I TEBICRAN15mmOELRIR 2R 2 N — 73 i
ZROT, WKMBZEBETH >k, KEIEE
(cT1aNOMO) & @27 L. 202045 A IESE T /2B 53 )
PRtz hidfT Uiz BARERN15mmTH > 7z, MEEHIIE
FRET M B PE O RSEI IR KX O Bk E N, T bz fE
S EFIERANE 2 b Te, BEDOKIIZRD 2T DO
NEBIIDTINTH o T FHAENICIZME 2R 2 L IENH
kG ERD IR > Tz, HFEGL 2 it LAEL/AE3, HMB-45,
Desmin, CD34, c-kithZ 1 TMelan A, SMA. Caldesmonf 14
T® > 7z, DesminfZETH 2% & SMAK U Caldesmonf7 1k T &H
D L2 S B & B 2 BT, TN RET
5 25897 < MIB-1 index 1- 2% K TH 2 Fh b
leiomyosarcomald &5 & Y T & > 7z HMB-452 1% T &b % H
Melan AR#PE T 3 b Eleiomyomatous angiomyolipoma & #2H

Uiz, SGRICREBBEROTETH %,

—HORE  EITEEICH L Tipilimumb, nivolumabf#
DP-062 BEELENY 24 EEFIEREES AR
. e LBECDERig & fo & > 12145

OfRH R EB, A /2, Bl A RS
FEF ED, PER A, mA R, el B B EEE
IR FEZ, SRR T 158 B I RK
FEILARZR KEREREESMRR WRESHESR

(i 5] AFTIEIALRE RGO ET B IC & LT
201848 H A Hipilimumab, nivolmabfJf I 514 h% {4 i S
EUTERRENTz, EF = 7 RA >~ MHESK S 2 70A
FOFIR & LTS SN B —5 T, (ERDOBETIIah >z
B 7 AIER DR E SN T3, DER] 605 [
JiE] 20xx4-4 B {32 T B IS 2 R N, M CTIC ¢,
A, WRIER . SR & B2, i E RS SR
2 Utz (IR #GE ] IMDC S intermediate risk &% O, 20xx
£5H 8 H A Hipilimumab, nivolumabfif LA L, 33—
A 5%OCT TR TN, iR B iRz 3o T, L
UG 24 0 — AKEfT L. [A4E10H 23 H Dnivolmabif
6 — ARG m EIFREENHBI Uz, AR > Y
Uk UsyERlda 455 GrAR) OBKI TR T 1A RV A
WAL, ABtdHHE Y A7 1A RNARBALA L 72h%, ATHERE
W D FBAE 2GR D S N AR O LI 217 - fzo Z D
BT BIRICHTHRERES SN AT T A R O HIHI5
DR EilAH S NTeH, BRI 20xx+ 14E1H9H A D
T ANVFIVAMREG L, FIEEHETIRd % L RFE2H
16 HIC AT & 2 MM CoRAIRE iz, CRSRE] MR Tk
AT B 1S R 9 B ipilimumab, nivolmabfif ] i 1 20184
LIADMBEANENA, SHBHICIIEIT % & HERREE
FEZUELEIBZES TRERLIZD T, & T O
EREZDTHRET %,

—HOAE LynchiERBEC &4 LT BIED 16
DP-064

OARSE BHE, W ik, /hE —H, H ET,
W N Rl EE I RN
Eimhide sRERtvY 22— KSR

SEBNE 505 B M. X-34E9 1T LynchfiE i & % KRGtk
7 O — DM CT TR 1 5mmE IR EE 1 H 0 YR &
7R fzo X202 A BRI LT Ry b S2iE R Uik
Z2 AT U 72 DM L 0 — T RO RS K 2 380, MbikE
Mx < B REER I & B U fzo 9% B2 W7 1 Spindle cell
carcinoma pT3a T > 7z, it42 H H CTHEIBERE. H4M%
HEER MBI L SV S = T 2 lig Uiz, ZDH%=FIVS T T
FFT, HEZRIVITZBMLIZAPDE R 5 e, 1l
%244 7 AICZ MBI TEIC X 5 WA 20 72 H/KIR L
oo LynchiE BERHE RABNICK G, T HE A, IR, &
Ha. DR, PRES FRO 7R & Otlkasie 2 FE S % H R ak
BB EPEERTH %0 LynchE RIS B 089 % IR &R Fh &
B, REWDZ { LynchfiEfRBED3 % T % DEHEIEH T
& %o LynchiE(BERE & B2 & N7 A I i Bl 2 & 0F 3
BIOEMNIRAT ) - THhE%T BT ENEETH
%o FIBHREE TN U TRIEREZ M9 % T & HLynchiiE
EREDFERIC DD B RN H %, 4Bl FL 4 1FLynchiiE 5
FRCOOF L 72 B 0O 1B 25 U 7z O TH T OSCHINE 5¢ 7z
MARES %o
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DP-065

OffiR B, ¥7H B, AZ0EK, /ML JERITL,
IRF BB, PaAS Bl—. A B, =il E,
BN FEE, R EE M
BREAE EFE BREH

(5 ) TgGA R ER FU3 1 A TgCAD il & TG ARG B A
DRI & B HRBEE, sV E L2 R & 35 B D
WRETH S, FICHEHT BIgCAREREDIF & A & DIEH]
V. HORRHIC AR 72 G R ORI 505 0 | EIE D B
DIEFI DT E DR, UER] 765, LIt Lk ARHS
T TEEICT A0 T T8 0O HI RGOS E 5 7 ik
Bl Tz, ZORRDEFCTIC THBIC 1.5cm A D IE# 7 f5
FE N, VER TR 2380 T 7o b URHTHEN. E#CT
HBWHIC TSR ERO 25 TH O . ALEIRE
PR SR B I 2 & OIFI B NS X STz, il
IARZ X RD m M o Te T, B YRR OMEIs & LT,
TR bR NE O UIER (ope time 3W§RI327)  BHIMAF
M 245 HiM&E15SmD ZHETT L7z, SREHER AT R Tl
IgG4 related disease &b D EMEFT RZ2FRD AN > Teo 5 H
a3, IFEMEDIgGABTEREIC & 2 B ESHER Z /B L 72
DT, HEDHNE R ZHE X TRET %o

BRENICHE L HEETEIgGAREETR
Bl RIELTH

— R
DP-067

ORI SEf, 01 (. Lisp S5, HE8F 00,
Vil B, B it
LEREERET > 2— bRER

t(6;11) (p21;q12) EEEEIEED 14

CREGI] 3574 (BUw ] e iz Eakic @2 L. 8w
CTT/ABE TR 4em K DG P 5 BEHEE R & N 5 NERR
H—olfgZRo Tz, B (cT1aNOMO) D2 TligEs:
THEAIEE RGN 21T U Tco JWBIME TR S ARk
Ttk 69 2 Em i sk, FLERER, TaBRic
SE L., Yt TIXTFES, cathepsin K, Figii 7 7 F >,
CA9. CK7IZF&METH > 7= D AMACRD i1, TFEBMW U %
PTG TH 5 720 £ (6;11) (p21;,q12) HREERIENE 7 &t
WTFEB gene break apart FISHnZ17>7z& 2 A, HHT 75
7533%z8%. t (6:11) (p21:q12) SFETEHE & B LTz,
%4 7 ABTE, BRAJRBSTTH 5, [E5] e
TR B O %A & FNABES TH 5, FHCt(6;11)
(p21;,q12) SRR SRR O T DT ThZE
TI0BIARE TN TV D, WG RSB HRIC DN TE—ED
HRZFENTOEWVAD, BH S AT & HAF
¥938.65% & A4 THAE L. W Z I T Him, %
Hl, ARASETDSREEI CL K& 4 LR & SRR A T B
Ko T/NE TIN5 75 2 OB EZ RS LiE LT
%o T2 Wi IETFEB gene break apart FISHn CTFBE;# {x
TONH T F IV MERT BR0END D . AREFID K 51t
AEFE C RIS T R 2% Uy i FRAH AR ASTFEBR P 0
HIEFICBOTRER DD —EITREMETHBHEEZD
N5,
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AR BRI RV T ALY L
DP-066 NGkt

ORI+ RIRY, 22 o5, 1Lies $hY, kA iRY.
KB RV, AR B
1) &) 55RE BRI
2) BIHGER BN

CREBI] 785%. £tk [WEEREY N BBIIREHZEME (4G STA-
MCAWI &) . sigetd&4r (C1,C28 07 [EIE M) . 27 b FRIm.
mimE (BRI 20 1 X4E8H . HE THaf L Stk
2 UTzBE, UEEBCT CA R ALEIC BHEN 72 3R 1z 7o DB sV EL A
iz, A7) —=2 7 HNORYCTHRIG TH B EE 15
ENTZTO YR L A S, WIEHCT TR A M
56mm KO g, L - WEIE - 27 VNEEE 2
BTz R AS B IS AT T U 1S A T R s i e
(cT1bN2M1,IMDC%) # intermediate risk) & #Z Wi L 7z, [l
FIOH KO RV T « A LT OHHPERBG L. 3 7
A%DCT « MRITFEFE O, [« 27000 - &8I - U 2%
iR O N2 TH D 2% (PR) LY L TWVa,
B, =RV THIEREICYI O B2 TV a0, AEHESE
CREHRBEAFTH D, [HFLE] BRI IS 2 St
EOFRAMEHRENE SN TWS, Shbhbhid,. =R
X7 A Y LT O HBEEIC K O EC BN EERD T
B ISR O — Bl R REER L 7272, & T OSRINE SR 7%
L2 THET %,

— R
DP-068

RREE TS



—f#R®  Fumarate hydratase (FH) -deficient
renal cell carcinoma® 14
DP-069

Ois —8. 1l FHh, IR 5K JEfF, ol
FEsEM AR BREER

JEGNZ 495 B, PERREEIC CUBLEbE I %9 5 R D
DT DIEFCTR MifT LTz, WHCTTIE. ABHICIREK
B, BERENICERCecmIEE DOEYABER RS, BhE
RKOTTRENE M OIS OBRN DB TR CH o 720 FRAIN
72 Cldclasss, W TR dGsg it T U dMilEE2 Tldclass4
THotz, Mimihicid. AR LEEOBN. EIEsT ~ AR
PREE R 2 51T UTzo SREERZII T, st CFumarate
hydratase (FH) k& & o J@ % TFH-deficient renal cell
carcinoma®d AJREMENSE 2 ST, BifE, itk 5 HHEL
TWVWABHHEHALFEEL TWVW5, %[, FH-deficient renal
cell carcinoma D 1HIZRER U BT OSTHRNE LTI
WET %,

—ERE U TER L RRT Ty KA M
0P-071 B i el

ORGSR B B ik R SR
FRERTENSIRRE  BARERR

G#E]

HRAYIBRRATHE = B3 K ORISR BRI 9 2 5008 = v
7 RA Y FHFEANE, BRAIRGIERTHE HFHEDMEENT
WA, FEEABRERE S RN E N TH S,

GIERI]

FEBIL © 685%. B, Wi, A LESRERDZIE) > i
Taf, IR 2L Ak B O g e LT, X7
Y A T e iibh, 40— AT th, FEEA TEIOMEE, =GR
btz ze & 72 LRCRHRE, 0013 EAERGYYE DB Ciaiix 2
FTWEh, JEIRDUGEE L, [ENalfifiE, ACTH<1.5pg/ml,
VT —)V04 pg/dIEARERN 5T Y A TICL S
NIRREEREREE . BB A ROBMIL. AT aA ROV AR
AT Ly S MTHEIR IS S

JEFI2 1 510%. k. AEMINaNEDZFRBIBICH L TR
VT A Y LY TS R, 30— AR5%. 4T
MEHE, R 2H B, (ENafiEd HE, 2y)id ki
R, RATHER R LW E L IR 2 2 Te DV IR G OB AL,
ACTH < 1.5pg/ml, Z)LF V=)L 0.3 pg/dl& (K728, 3
FIMED NIRABAERE S, BB AR EZHL, A7aA F2OY
APEZITO, MR MITERIESEE,

(E%4]

T = v U RA YV FHESKIC X B FEAFERER S X2 HIN
END LEBICRZBNND S, A OREGHITIIZME Tl
MZELTLE ok, BREENallENH 55513~
MEAERERT T 2 QUAICHE A T 5 C LWV EEE BbNiz, Mk
THREBR L TIEBNS DV TRIE R G F TS S %,

—MORE MR E L SRR E LRSS
DP-070 reEMREO—H

ONMBE e, fiostl, ok JEfF, IR —f5, il FA
FRSEM AR BREER

FEGNEASKE. HPk, REd I NEREE L. R 1D,
DIEHEEE D THERNICIET LT B, MRS - 1595 T
Wbtz U, LB OEGIERAN R O0 D WIRERIZZ
Too BHANIRECT3aN2D W T FATIC TARIBI 7e B il 72
Fiti LTz SRERRYEZ T IERenal cell carcinoma with spindle
cell,pT3aN1,pStage3TH - 7z, itk OPET-CT CldiE @iz
RSN o T, fitk6 A% OCTIC THIHIED R fTE L
IOV 2V RFIOKERD T, FIEF = v 7R A 2 MHE
Fill 72 Fille U 7o WMIE/KIS R IR T H > oo JRKEE LD &
U x v 7 3RA > - BLEA O R R R 72 WIRF L TG
BEZHG Ui, ZD®RGET = v 7 KA 2 FHLEAZ2
J—IVEET B E. HRENL2MATIT Uiz, M. 2
ekl 7z & o T IRk 2N 7z & & 75 o T B O — il 2
R L 7 D THT DRI B L2 AW E T B0

—HRE RS DH B IEKEAR B HBEICN L TT
DP-072 NIV T ET I F T OHBEEEE
TFLiz24

Ot ERER, e #7Y, i BRI, Aok 25, /It 1H,
M S PEE RHL SR L SN BIH A, R B,
TR
MEAE AZREZHER BibRENE

e RO D % IFRYIE Ml (ML FmnccRCC) 1Txd
% BEHER R SEYINEHE X TFAE L 75\ ) NCCN guidelines (2020)
T &, Preferred regimens& U TClinical trialt L < &
SunitinibWRENTVBMN, ¥H Y R (BLLF2nd) LA
FEICBE U TR RV, AR 4& &, mnecRCCISH LT
2ndBECTT RNV T+ T F U F T HEE (LLF
avel+axi) ZfifT L7z 2B172#¢50k L 7c D CH T OHES 2
MATHET %, fEf: 1BIEEAER Xpll.26zER) o
23N, MR - FEEERY 2ok, 2RGEE. AR
M I 955 242 D B 5 12)% 53 W IMDCOintermediate risk T,
T7—=AFI14Y (LUFIs) ELTAEY LY T +=R)L
ST R bR, 1BE%3MH TPDE A D, 2nde LTV
ISZT 2. U — R4 > (LAR3rd) & U TCavel+axiZ i
MU 7eo EHREHHIZSDIEAY, I DU £ CRPOIX T 230
TW5, 26 HE /8% (papillary renal cell carcinoma, type
2) T, BRSFETEIEGE. Ml WY > SEL R A
i 7 K U 72291 B IstCA=F =T %, 2nd TRV~
T 2fER Uiz, ZD%PDE /% D 3rd Cavel+axiZ flif T L7z, 1
Bl E & [RBRICCRPOIK FEFRD TV B, 26l & & Gk i A
HLlxn X HEEHRIIBIRATRD TR, #5535 !
mnccRCCIFFEGINEM D75 < IRHE DG IE ZE DTG
P2 ing COREFEERMDAHTH 5 LibN s,
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—RE GEF v RSV FRERICKY TE
DP-073 fh Rk = RiE L TETIEEEO—6

Ok %€V, g ERERY, I5HE #6790, T B,

/Nl IE” S0 ANt I R S R ¥ T 1

EAIBIHED, e EY Sk "

1) BERAY EFE BRRsSENEL

2) FERAREFRE Y X T LERFERE
BEERETOA Y LT « =RV~ 7 (LU FIpi-Nivo) fif
FFEEIC KB FHEARR DFRIEFRIT 1-4% & HLIRIN T, 2 DJiE
BN DWW TS LI SCikiE 2 < a0, S REIFRA I E TR
WX 2008 F = v 7 BA 2 MRHESE I Bm &V D B
MBI RD S TR OBWICE > T2 1HZREER L 72D
TETOXMMNB R 2 INZ THRET %, SERNZS0B M, X
ETHICHIER BN & 38 B DR Z RO FiEZ . Hb
7.6g/d1& H % 7 i IE S CTIC “CEE?LL 16cmAk O fifi
IR ZE &I - B - TREIRN ORI st 2 5e 5 pr iR
RO e SR MEEWNICYBEAE N £
cT4ANOM1,IMDCYV A 7 /3 FHIC 3B TKPS<80%, & 1 d D 2
W SIGHEHEE £ TH LA & W5 35T H %72 9 poor risk

Wi Clpi-Nivolit IREZ G Uiz, LA L. 2a— X T
MHEFRA I, FEEE N CMRMEZfTLIzE 25,
{ENalfiie « EKIME « (IR 2 388 72 72 &, N7 s s 72 i 7o
ACTH + FT4 « TSHOIK FZiB 7= & 5 R E(AFERER &2
BV BIMRIR A Z i T, FTEAKOERZRDZC & mb,
FIEF v T RA Y MEERKIC K S FEARZDZENICE >
2o Ipi-Nivoff &L R IE L, e Raa)bF Y > 15mg/dayd
WNIRZ BE U7z & 2 2 B0 M E i RO gz il iz,
ZOBRIV T HHNC X B 1E572 T L7, TIRAR O
RIEHELBALTVWS,

—f%E&E  Modified Glasgow Prognostic Score

BENEY RBOERNL
Of TR FIEL =R Bl EH T, @0 E—RE,
ANES VS, BASE BT JREF shz. thH R,
ik s, M BN HE BT MERER. =5 E
[REXRFRFRERBIFHER BEbRSERT

[H#] 65 1EE (mRCC) DIBEICHYEF = v 7 KA 2k
FHESENGA SN, BRGERIEDHEINL Tha, 2ty
TR ?R‘(DKH)LLIMDC DHICINA T O@EY A TR TN
WE L XN %, %Al mRCCIC X 9 % Modified Glasgow
Prognostic Score (mGPS) DA MHEIC DWW THET L7z, [5
%] IRER Wb & O BMiiRg Tiaki S N 7zmRCCHEE D
3B, fEF = 7 RA Y MHERORGEMN R 19667
ol U, —XIAHEE ARTOALB, CRPICHED EmGPS7ZHi
L. mGPSIXfEAE (mGPS:0,1). mGPS#H fE#f (mGPS:2) 122
B U 7co mGPSH & OB BRI 3= K+ L overall survival
(0S) DHFFICDWTHRITHMICHE L. [RH] Fimid
39 ~ 83 (i : 67.9) &, BM161AN (82.1%). M35
A (17.9 %), A #5681 5201 1 e i 130.6 ~ 138 (1 4k
6:20.6) 71 H 72 > 7z, IMDC/y $i 1l T (& favorablef 324,
intermediateff 1135, poorEE5141TdH D, OSHI i1 Z 1
ZN55.674H. 2904 A, 6.3/ A72 5 7z mGPSIRAERE, &
i BE T 1XOSH 9 4 13 T N2 13847 1. 5.6 H (p<
0.001) THH. LE =M TIEmCPSHEEA N L 7z Tk
THIAF (HR : 2.044, p=0.009) TdH > 7z, & 5ICmGPSIC
5D Eintermediatefif 2 77 %09 % & mGPSIRAEHE (97H1).
EAERE (1761 OOSH Rl X TN ZE N34 H. 214 H
(p=0.0025) THoz, [FL]IMDCHFEICMGPSZINA % T
LICK D PR TN REL 755 T EAVRBE N,

168 E72EFEAXBREBFFRMRE (2020118 - BIRAZF)

—MRRE BB EAENAR Y >/ NE - D
DP-074 figdnis % & fc L@ iER O 1 6l

Ol Jd, €7 /. R Ei, ek 72
BRIRBRR

PR S WIS AR P I TN R § B I T O | i
TEDIHEE 2L T, REORLITBIICIET %, WIRE
SHERRIKIR COHAEGMD TR TH O, 2ERD1%AG L &
NTWV2, DNOIUINEERLE KBIRY >/ 8E - DRSS 72
72 UTE B IEFE DO RN WIS O 1 BIZ R85 L 7= Tl d
%o JEGIE58 AL, 20064E, il €A B g I LT
BHPR 2 [iTT, T DR, WEOTH T+ A—TNTN&
Mo e, 2018F9H. TR TIEERZZ, Biloa—7T
BRI 2 fadi & . MBI RS T, CTCHEACR BRI
ITmm RO ZRS ., BHHADFEDN. YR, CTH
A FRERICT, SRIRBS 2R U, N2 U TR
I HE5E 9 % 95 ALK 2 3R 6 T, S yE ML RR AL 2% T IECK
(AE1AE3), synaptophysin, SSTR2AIE T & A M I 5 [ M.
CD561& AR 35915, chromogranin Ald—8 CHif5 %%
U, RN IS & SIS Nz, R T OREHE OB
BB MRS TH D . BRFEMFRN WSOV > 8
gt & Wi Uiz £/c. A7 P LA RF v U 2ftifrLiz L
T AL 7NV O IS RIOE O EREZ D, DIEEE
LM UTz, MBLOIEAFHC FfcBL Tay YL F 211>
Te, TV A7 W@ &, BIEIFA=F =TI K
D, IEEHOBAR BB LTV, FEFEDOMREN D AR
B THED, DS Z I LIERR ESICRTH
%o B TONHMIEBELZINA THRET 2,

—RER BEEICH B WEDEE DR DR
DP-076 I

O%lE |0, ARH BT, =A BEY. BT B,
TEh S ERD, NS B BIER IBTEY . JEE sh2 .
M fE—ERY, B BV, MR EEDL bk ERERY,
)

1) LBAEAER EXRREMIER ZBRERE
2) REARFEARFER ERRFHER KEHREHE

(H]

IS B B G GUEME MR ORRNERIC OV
TR AHTH B, FEFEAEEIEZICET 5 BEHIROEE %2
{ﬁ;@ﬁ%ﬁf%: TRHAIL. BRNERIC D MR Lz,

JRESREARBEIC Ta Ry SRR T E o Ik 2 T L
T 1250 2 5 & Ute, HIEISHI, 2013001, AR rh s fi
61k (36 — 84j%), cTla 111Bl, cTib 14HITH -7, SO
e ARHNHNC I\ Tl & IR AR 928 & DI NTE S 2 il
PRI D JE & 72 BRI G U 7z, MR GREL, Mann-Whitney
URGE 2 FW CHEPRAREIA N D & OB gk L e

g
HEH&H”F@EPH&M;(Z585W(O~ 12360) ThH-olz, Bk
TR D Eh 5 AU P> T~ O 00 PRI T 6 S ERF L T,
F A A R 1, AML 20, MEST 1H1C 35 oo 7 2 1
0 N BB YA 2805 m, SLIR3435 .
BRALLSAS ) T e, MR i, LA BMIL 0
SIS TR F > 72720 B & ORT AN

% 7= (R°=0.030. p—0050)o MR MNIEE D 9 B, Alb,
LDH. CRP}_’_@FEELL@B@J@@&@OK@ NLR & DREICEE & IE
OHME DT (R—0089. p—0009) FOEIEE & M
B DI S .

NI

RS BIG RN, NLRE AR EORIM AR L7,
FEOD S A RSB IC 35 5 LT D M O & P
RS S



I DDXAT BB TE IR A BN B A
WX g BB FETRRFTHS

O/NE ¥ 10, HOFE fE—BED . 1Ly 5B, Sk AL
JE®r 5h20. ik B0 M BNV, L AE,
PRERERY, 520
1) RBAYAYE: EERFEIWRN FRRBNT
2) RBATEBNSIRER SR HEE T VRITHIRD S,
3) RBAFFBMEIRER SRR HADFRE

{H]DDX41 (DEAD box polypeptide41) (EDNARIFER A
VARA—=T xaYOFEICE G U, ZOME TRRIEICE ST
ZHTHISNBSTINGR S Z T LT 5, S L . i
BRiE O A MM RENL E N BRI (RCO) 1BV T,
DDX41D4H 5 BEREMM B Z iR 2 iz HIN & Uiz, 5
1] WA A B R B 9% (ccRCC) 7 fi# M 3t 5k & L. The
Cancer Genome Atlaslc 351) % ccRCCT—& v FE W Fzin
silicof @, ccRCCHMAEk (Caki-1,786-0) %\ 7zin vitrofi#
21795 RER] ccRCCEERE (n=446) IZHBWV T, DDX41
ETEM173 (STINGEAEZ ) &, ZEDFEIR N2k
Mo le— )T, FTNFNEEDOKI11%., 6% CTHE LAZRY
Tzo LRd28nF OB FRSERIE Z N LIS ORER] & PR L
T, BAVEREREEFR, HEEREFRORERN T TH -
Tzo T OREHZ LI DDX4 13 )7 BlccRCCH Ak 2 ESL U
RNA-sequencingZ filift L 7z & T 5, W N OMEFEIKICE
W BE2FEMEE FREB X L G2MF = v 73R A k¥
B TFHORBTUEZRD T, (K] ccRCCIC BT 5DDX41
RETUEI TERARK P TH2HINRBE N, S5%ERD
DFEYVAENT 2175 TETH %,

—RE EEERIS
DP-079

—HRE BT REICRE L BEORRNRE
DP-078

OZA (D K WP, A7, e 337,

YR R . AR BT GEM PR, RHE R

A O REE BERIER® . B HELFY . W S

1) RBRZHER R EEUARR.

2) RIBRFRIR WREH - B
(5] T3 LER ISR O im O iE AT B & OHE D —D
THY. L TRIGEEH T DHELIKBTH D, Ll THRER
U7 S I8 U BRI B U CRRIR NG 217 - 7o D
THET 5. Di5]11999F~ 20191 Bt T E M iziE
PrEpEeanlz gl Uiz, g3 BIES 261/ 2 1461T, ]
FZIFHE# 59.9111.6 Th - oo BHTFEHRITEMERIRIA
B 584001, EREALLESHI, PRI PEEFAET I, T DB T,
FBEEI6.6FTH o Te, ERAMEIA IV —=2 732
B, s 21060, FRER 1161C. WI2RHR T HE
Stage I 49, 11 Ofl, Il 8fI, IV 7HITH > 7z, #ZHiHT
B > oSEiEsR 2 20, WA AR 2 SENCERD T TR ]
64BIH6 1B A TT E Nz, BISHHRIZ6.3 5. 74T
Ho. FRZIGNCED Tz, BRI T OIECHNIEI3MT,
ZD5LEMIEMNIIBITH O, RN EFRIE L E
91.8%, 5% 83.1%. 7L 1 4 88.5%, 54 64.7% TdH >
Tzo [Hbaf] RADENT LA OB BT O F A8
PTMENG, REFREIRU T, RN EARIE BT
THH. BHEE TEEELUNOTECHDZWEHAICH B &
BA 50 ENMEROFIIFRIC X MM T ike et d
BAJREMEAVRIZE N,

—HRE 130cmDIESRAIF L TAR Y FXiE

DP-080 BN R SRR & HEIT L2161

OFra ML T8 AP FIRS, B . mnli 268
RPIMAERT Y 2~ WRER

T2i%. B, 2805 — 57 2V BAE T & % 5 KA M i
K O 7z &1 & £130cm. 1A #E37kg& K & & D JiE fil,
PSA4.38ng/ml, 7'V > A7 3+4=T7, cT1cNOMOD [R &P
HIAZIBE E TR CRoWr & USRS N e, iR 3
BT —F 7 7 7 b Dz, HBIBSEELIEN#ETH -
Too Fiz. WiV BRAEAIEIC 3t U CHREDRIE i V7 R YR O RE
DD NERI L EICH TH O . BRy bR
IR O E & x5 Te, RS RTH-IEEIE12em,  LHT
[ k& 20cm & 3 < SlH O R — MERUEIERATRETH - Tz,
2G4 Y F AT &3rd armOD AR — M F4cm & EHL T5 T L
TZOMDR— FE DR Z iR LTz, 3rd arm THIZIRZ
EHE#ET T 5 LM TR LTS LIz b iRz LT
T5HC L& Uiz, 2K ZDMOSH T OBEICIZRHC
FRid 7o 7z, MHREDESS T, 2 LIRS T S oozing
bleedinghV#d & O A (B E2 B U Tz, TFAbiiRRiE] © ARER-
257, XUEIFE © 3RERI4857, T2 — U @ 3IKF8 5.
ifii 1 220ml, FEAEE : 20g, YIRRWrmEETE, iteitdid KA
T. MiE8HHBEITEE E Nz, ith6 & AR R CPSAIRERELL
TTHIERRO TV, HIRIRERIRETH S,

E72EFEARNBRERF LS (2020F118 - BERAF) 169



RS ORy R TAIRSRIG (RARP)
CH13 BIEREDOEEIC
DP-081 [ R

Ovifs &Y, Bl R, Her Ba". B IS,
sk B2V, AN AEY . AR R PR
RACHENDL PO, e JR—BE L PR
P s

1) EimlRiiE RRERtTY2— RERN
2) EFEAMEIERR ILERmb RaER

524kt CRARPZ AT L 7B DTl & %3641 A £ TDQOL
e MRERFOAIIC X D iR UTe, W5 &A1 2013410
5201648 HICRARPZTiiiA T L 72 19THERID 5 B - #ifkic N
IR, ETRRAEE O TAVE < 367 A O RGEEIEIA ]
RETC - 721320, HEK. HEME, T FVE > OFRE & A&z
Expanded Prostate Cancer Index Composite (EPIC) 7 HIUN Tl
Efif%3 + 6+ 12 - 24 « 3670 H HICHH U7z, 1326172 itk f7
RE4200, FrORRERET200, WARRER18HIC /T THR LTz,
PEOBH AT OUEF 5T 165, EO28AERIZ fiaf L7zo K5HR
TEHIHEIR IS IFRERFT0.50%, A EAER62.3i% (p=0.0111),
iR AE63.8j% (p=0.0001) & HRARAEHE TR > Tz, 72l
FPSAI IR AA#E10.5ng/ml, Pl AEHE.5ng/ml, WM (7 HE
7.6 ng/mlTA:Z7aM > oo 367 Hid L CEPICOHRIR, HEfili, R
EVEHK AR OAZRD N> T, TR
w0 5 Pl & JRRAAF (p=0.0258). WilliE(H & Ik
#t (p=0.0213) DINCEZFRD Tz, Mit43. 6. 124 H HIC3FERH
DRI T2 B MFARIC 244 B (p=0.0193. p=0.0253) &
36 7 HH (p=0.0232, p=0.0072) ICZZ788 Tz, #iih: RARPIH
%367 H H & TICHHFREFOEINC K 53R - HHEOMEE - £
K, MERICHEAZRD TN o T, MERREDOIHE X245
H H LI D IR AN RIS RIF CH o T,

—fRRE BRI S RPHEITRIIIREICR T
20Ky bZIRBEMEIIIRE MR ORE
DP-083 [

Offe R AR HERER, ke Sk, LA #i REA £,
JRIR AT, Y RO, R R M AN AR,
A Z4 LT A @RS IEsE, il R
BEARFARERERE LA RBEF DI

[#5] R TAnI e (ocally advanced prostate cancer ;
LAPC) X9 % 1R v SRt ai vz B 4 Rl Bk (Robot
assisted radical cystoprostatectomy ; RARC) &, ISR
R TERRISPZED Y X7 2 KGR T EEH5N5 75T, @
FRAPRICZ B ATREMNEAD D B, ], WA AR RE, B
RIS & B 4K EHEZ ¥ 72 L7ZLAPCO 31T %t LT, RARC
ZAT o Tl 2R LTz T, 59 %, UEBI 71K, B
T, 201948 H. MR THiflEZ 327 L 7z, PSA 8.633ng/ml.
MRITHESNZM Z 1 S mir Bis S eEb Tz, M CRiZIR
J% (positive core 8/8, Gleason score 5+5=10) /2572728,
2019MF9F ., MR ZMN E NIz, BEOME. FALEHE.
JENEZMIC & A /KEEZ 2 72 LTZLAPCE Wi L. #REZ
ARG 21T - T2 MiATRIVE VELEZITO, 202043
FI. RARCR G e PR 0 Ji 285 e 2 1l 72 AT U 7o Wi a2 i
I s L CHR D, MBS HER Uz, TR 360
125y, 2> — URERNG4KFII355) . HEE H M & (& 100ml
2o te, SRIHIRGE R T, MHACAIRRRI R E Grade2 T,
U VORI EE ZRR IR I o Too Mif%3 7 H OWE R TPSA<
0.003ng/mliTH %, [Kafh] WEMEIRMZ £ 5 LAPCICH § %
RARCIZ. AHHBEFHIED—DICZ D155,

170 E72EFERXBREFFRMRE (2020F118 - BERAZF)

—EEE | OAPIC B LF Y REREOR Y
DP-082 Bt phor

OFf Ly e fRon. Bl e, 1A &9, ~FH %L
ES L CINE E  E N S P T T N NTTE 22
WAXFEARFR EFRARREZER M REEFHE

[# 5% & HIW] Retzius sparing RARP (RS-RARP) (&, conventional
RARP (c-RARP) TR, JREERIENEN SR L HMEE N
Wa, Flal Wiffil O RE 7 & ORI DWW TS %,
Uitge & 51] $4 Dfifiak THafT U 7zRS-RARP 5645, c-RARP
24901725 L U, i O FIRIRESFIC DN TR A E I
#f U7ze [#5]c-RARPE LHi U CRS-RARPIE. T4l i ],
i, AHEZARICHPT T Lx LRIt EET
Holz, FRYIIRAHIIRS-RARPTHEICHEHNTED (b
<0.001). WREHT—T IVAREBEZD 5 IRFEEZFRDITIE
iz % < Bz, itk DM OIEEEZ G Tl Uiz &
C 5. c-RARPICLERRS-RARP T, HOEFGS Mgz s U I B
PEEBO M E DM E < R T (p<0.00D). LF
U AW RS % T & CHRRINAR O RGO e 2B <
EMTE INDRERICEIL TWB EFEZ BNT, LD
L. RS-RARP T, YIBRWr 51 2 d RIS (p=0.003),
RS R BRAFE DY N E WAER T YIRS 2 2 < 3R Tz
(p=0.049), (5] RS-RARPIZ, FUHIREAHNCEN ST
HBH, YIBRKTEHRAEDEIINT 5  EDETH S, FHaD
E DR T YIBREGR R A IREINIC 2 <R S
tERAD O YIBREEGR O SR Tz dIcid, i BRI
BOBEISERI, DVCO G YRR E DT FE O R & M
WEEEZ BN,

—MOEE Wi ?BH’_% Ra-223 &Mk KtIcRE 59

O BERER, 287 B, )11 28R, BER &9
BT RER T 2 —

HIK) EBMEHMENLIRD A DB AT 5, Ra-223
DOEIFREM I X LM PEUGEIC BT 2 BRI X N T
WA, BN ENTES T, BEDBRET A VI
BOTRBEEZREETEARVEGL 2V L ERENTY
%o WERICBOTEIEEHINERRBR I NTE Y., JEEE
ICBEG BN T 2IH 5T T B T L IF S BATRNED S GIEN 72
IR D IHd T ICDAEMND S B EZEND, HERkIEA
TBIEBHIA £ T OGS A VW DIanwT &, BSISULT. &
ENR TR E N TV B DFHICARER 7O 5OV TE
Mt D&MD B L EZ MG Ui, W5 - 1515 20164E10
H~ 2020%E6 H F TXFiic TRa-233%2 5. & NIz NIk
BH X WESKIEN O B E TR RS 124, BAN
TEILHIE, BSHE (B Y F 7574 h5E), HE, &
&, Mg 7 —% (PSAME. ALP, LDH, ARRYMLii ., 7 &0
TNThofl) KoLz,



—MORE  BEBEET 2 EPEAMIIREICH

Ol BEb. NI —F, 1A 52z, kil it &% FH,
i Eth
BREHRRR WRER

[(HmM]

Wt T OFULE AT % 2SR YUE T VIR IS 5 3 S Ra-
223D L HEEGIT OV TG LTz,

Ot & 7714

201 74E3 /0 520204E4 7 & CI2 Y TRa-223%{#i ] L 729
Bl Rl U, %75 NI HET Uz, o Eix73
(58-80) o #WIFZWMFPSAHIIL{EIZ305 (5.5-2133) ng/ml, %
L RijPSA & ALPO 1 9213 13.5 (4.45-131) ng/ml1,247 (168-
479) IU/L A IEEOD I THIAN 261 TdH - Tz HiliAHEIE3
BNCDTXIBWEEN D O FrHIARKE S Z AN TN B -
Tzo FIi2H 5CRPCE TOHAM O IEIX12 (6-78) H A,
Ra-223ffiH £ TOHM DO REIX36 (9-84) MH TH -7z,
(55

ORI FR5EITEIATE 53 5Ei%, SIATE 5441 B Y H T 1A R
1k, 261F 3% 5% PSADF I 7z _EF THik, 161d3E#% 5
MINFE, HEFSEZ R U7z RE B CIEPSADIK R 2388 7z hd
Ra-223HLIH DS fI Tl 2 HIPSAIZ Bz 288 72, ALPIE 221
TR ERDTz, AHFEGITHE L TidGrade3DE M7 1HIFR
&‘)7”;_; PSANEHE E T OB O YMEIZSHH TH - 7z,

[F%]

2 TALPOAL R 288727 PSAICEI L CIdH G T77.9%
D FRZERED, PSAOZ I EADFHEKN TERE R TER
WIEBIE B o Tz, 1B¥E 585 T % 12 ICIECRPCIERER T &
HIZTRMIC, HAKZHHTAZENEI LWV EEZ S,

—HORE I AREARA AR D0ligometastasis
DP-087 EESEHRGIICNT BSalvage/ MG RE
EHETHID®RE

O fiiE, e R, FB B2, R RER,
LI BASE . 590 Mk, BEEF FH—. (L fRER,
M, EE SR, )l Bz
BEREART EZE pRaER

R BERTAIRIE L OEFEHNT R U, AR T35
DO 5 Salvage/ MRIFREGE T TOME L B E N5, AV
O A Z BT R BN I3 % Salvage/ MRIEIE T D
BEHRORE MG T %, TNZTNOREFIOBIEDER - FlEl6]
VI REER R Dstage + IBIHENAE . FERIL. 515% + cTANOMO,
GS4+5=9 « 5 T K $f ek )V € V¥ E 2. 675% -
cT1cNOMO, GS3+4=7 » /NI, JEHI3. 77 - pT2aNOMO,
GS4B+5B=9 - i 7 it 4% il i, fiE 4. 547% - cT1cNOMO,
GS3+3=6 * /IMiRIEFRE, ERIS. 757% « cT1cNOMO, GS4+4=8 -
4L T > 1o LLEOIEFNIC VT, HIEII IR
IBIEIED B EE £ TOMM - BRI, JERIL. 445 11
VIR, REBIZ. 114 miNER, REGIS. 154 - EPREL 6. i
fil4. 64F - WivIBR, FEBIS. 34 - WiNIIR & EHETH - oo VI
B ERRRGE & MR 5. Z OMIEERZH. HEH
I THFEBN 2R LTk, EELORNIIRNEFBS 50
B e PR ST B P P AR5 4 1 Salvage/ NERUE2: 2 ftif T L C W
%o 2B DR HEFENZH E N, itk zBmEncns
DL FECHIFIES AL TV, RIFTHERESA Y O X 2 ¥
JREE T O/ NRFFRE IS ROV E R - (LSRR )R
MIMATRE L 5% T MR S NS,

—RE FEATERARRICET BI1-125801L
RiEREIMERKABABEDIRRE MK
DP-086 s

OfiHF 2D, Palg 70, KA 0, 5985 H—?
1) HERTRIREHR BREH.
2) BERTHGARE HeEH

(HM] MBI I B1-1 2500 37 s BRI R A A i
(LUFBT) OHM & BEIT DOV THETT %, [ifg & 7714])
2011411 H & © 202045 H % TIc497HIBTZ fitifT L 7z, BT
HOR 243201, S4BT OF A Y654 Low risk 1396l
intermediate risk176%i. high risk 182l (NCCN high r159,
very high 23). [REHR] Fin1d48-86i% (F¥I705%). 2
IKF DPSAIX2.09-175.69ng/ml (HF R E7.0ng/mD) . BTHi Sl %
15 TIEDIOMN 1 192.4Cy, HFHASHOF HI KL Tld. DO
14123.6Cy. 5-6f% & D . 1.8Gy 250 #+45GyD3D-CRTAHA
B, BIZURAN1-103 (F1946.9) # A, 7z =w 7 XAEFEE
D HFEF124E B, N FRELow 1/139, intermediate 6/176,
high 4/159, very high 1/23, U EX VU 71 Tld. BELARM
M1-88 (hI{E39.6) 4 H. 656G AT 16, tRDORIEM
& REAM2THI (5.4 %) G2LA I 0D FlU S #1188 s Bt 7 135
Fl, WIFNE FUERY T4 DIEGITH > 7o [hiaa] LT
DBTUE. high riskiEFlicH L, m—7 ¢ > 71k & L TN.Stone
OFEEFEET A SN T3 T LIk b, BN 97
Mtz O, 145Gy L OE#R Z margin (3-5mm) %25
THESS, FEEENREEBAORIRORE, FiE - 57z i)
LWV FERIRMNE 5 Nz, (#5581 BTidlow, high riskiiEf] &
BT, Mih TRIFEERTERT T EMTEI, 5%, Bl
IChigh riskfEFIICxEd 2 MU EX U T« ZHifTL TV T
TH%.

—MRR RS OPSABRICN T B HE
L =
DP-088 lﬂﬁ@ﬁi%ﬁ

OFpey —t, & R AUl g, R85 s, mvh 280
R ER T 2 —

(HIMY #i37BR 2 R R OPSAFIFEIC 0TS B 1B /5 SO
SEITo e, [U51:]) 19984ED 5202045 H F Tl 4 THil
NERRAE R BR AN 72 BT U 72936 H, PSAFFE & X 72 L 72pNO
D057z fiEt Uize [RSIR] i BSUiR o rh iz 590
H (1 ~265mH). PSAFF X COMRMIX140H (0~ 165
M) TH-oiz, 20561H, NCCNVY A7 B3 FHTOEY A7 M
10261, Y R 7 M84M1, 1KY X7 W19ITH - Tz, Hs
RO NRIZ, W WHEIEGENSTH] (27.8%). HUFHHRE
HHAA56] (22.0%). Wi O G H82H%1 (40.0%). PSA
L2101 (10.2%) TH otz BPEITHEOBRIUI FIREIC
ZhbN, TREFICHEEZZIRDEN > T, BIFH%ERD
PSAFFEIE, Wik BUMBE T 141 (0.02%). HUBHRpE
HIRHET 1561 (32.6%). DFFHEET3HI (0.04%) T - 7.
SEOMENCIE, AR R % OPSAFFEREFNC T % R
AL Tl PSAIERFRROBIAD DIE. N WEIED K
i TRFTH D, BEHREEOEN TR DR > Tz
W BPHES, BRI G ERENICHETd 208035 % &
EZZbNi,
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—HRRE  FIIAREARIEA DGleason score 4+3.
DP-089 4+4IT BT B LIEARTDdowngrade
. ICBEh B EFDIEET

OFNE FE—ERBL B 15, ek G, AR DM,
i Sy, 1l BB BTN R T R
hn BRRE, P FIECHL, HAR RET. BB,
Fot sl
BNIKE EZE pbRasH

[HM] B DK 35U T Gleason patternd D EE D
PRI IE K Z < Gleason score (GS) 3+4 & GS4+3, GS4+4
TR THBMNER D, 5 EL A BEEA TGCS4+3, GS4+4
(unfavorable) @ JiE Bl A% |7 37 IR 4 4 £ A TGCS3+4LL T
(favorable) ~downgradelZ B % K+ DWW THET L 7z,
Crise & /5751201348 A 520 19455 H & CICHIIBER T
GS4+3, GS4+4 LW s N, e TrRy b SREN AR
FRifi 72 1T U7z L 1ISIEGI 2 Mt UTco AERNEL CGS3+4LLT
% favorable, GS4+3. GS4+4%unfavorable& L. EHAEA T
unfavorable® £ fiff 5 A Tfavorable & #Z Wi & N 7z i &
downgrade & £ %% L 7z, downgradel {1 % A Flc D\ H
VAT 4y RSN T o Tee FEHR] REEATO
downgradeld41.7% T & - 7z, downgrade® NFRIE B MAFEA
GS4+47 5 M14.6%, GS4+3M 5 M271%T H - Tz
downgradefifiZno-downgradefifIC LEX T, A:#fthighest GS
7 O A (p=0.025), A4 #thighest GSO 2 77 N i #ill
(p=0.048) XA T — 72, —77. PSA (p=0.973). PSA-
density (p=0.409). cT (p=0.361), 4 # [ ¥ 3 7 & &
(p=0.939) (FBEINC A ETm M 5 To, LA BT TIEAM
highest GS® a7 #HM55%LL T T % T & hidowngrade®
Tl F T &» - 7z (OR:2.469;95%CI 1.029-
5.925,p=0.043), [#fiim] HEMIEADGCS4+3H %\ I3CS4+4
I BN TRRFARGCS3+4LL T\ Ddowngradeld41.7% T, F
ithighest GSD a7 FIGMNZ D THIKTTH > e,

—ORE IR DG O T RISHIIIBRET %
AR—h—¢%5

O £, IR 1, BH B RN B AE,
PIA g, A4 K, J\ER PE, ER B, B BEah.
SESRE VAN A
BRARZWEBRT HREFEF VRS

[H] iR AER O3 7% (Pcore%) (FPSAE; #1%E1%:
DB ERDZBRICEE T ——ThH 5, flict, T1—
3NOMORG I 8 O R FE . R IR R BRI R, 2
ElEETT 2R LTHREEINTV S, SEEED TR
MHNIIE TR TR —h— a2 hEME Lz, [U7iE]
SIRKZERGE TR IR ER 1TV, BILIE & 2l s Nz
255 N D2 Wi DPcore% & TNM 73 %, PSAfH. Gleason Score
(GS). ZDMMDEHEA T & DB DV TN LTz, ST
DN IR RN A 17 O Kaplan—Meier g 2 fEAK L. Log—
rankfRE 7z VTR U7z, & SICoxlallg o #r T & DN+
AN U fERR I I S i Uiz, CREER] ERso i
69 (46 —89) %, PSAH Jf110.6 (1.5—16701) ng/ml,
BT A b A7 v 4,55 (1.37—11.7) ng/ml, 7 # 11—
7y T YHiE1Z37.9 (1.3—77.4) # A T& > Iz, Pcore% &
PSAfE, GS. T * N + Mstagelc tHE 72788 7z, Pcore%/360 % LA
o 5E Bl &e4p], T 3 LL 16241, GS 8 LL F 1&98H1.
PSA100ng/mIl 133061, #58dH 0 E37HITH > 7z, HEkRF
FLNAAERICES U CldPcore%h60% L . T 3 DL E. GSAY8
PLE, PSAZ100ng/mIbA E, #5885 b O5KF THRITAK T
L Tz, Cox[ElE I HTIC & © Pcore%/n60% L F & i7#d b
D2 7N LT fERR I 1- & & 2 5Nz, Uiaa] Peored%id
R DA & FREICATIIE D T2 TllT 2317 4 < —
H—E UCIERICERTH 2 LEZENS,

172 SE72EFEBXBREVFZRHRE 2020F118 - BERAZF)

—MORE  WpRlcsI) BBioJet® & ERH LIEMRI-
TRUSEE & E& TR RPEMFIIL
DP-090 mtésnm ER TRAEMNFIIRERD

ORIVR 2", Aok e, TR HE", M %N,
RSN Y EENENAE I
1) KKRESHAERE I FREEEL
2) KKRES#AABE  ERPRIRERL
3) KKRE#mBE  iEHER

¢ Tld, MRI-TRUS fusion biopsy T & % BioJet 7z fii ] L 7z
SR FE TMRUFGE M O S AR il A il 5 =D < iz i
HAMGE ) 2201853 12HICEA L, FHHARTHID TDHE
JEZERERERE & 75 > Tz,

AA120204E6 F % ChtifT U7z 130FI DRI DWW THRE 3 5,
iR E1369.55%. PSAFHIMEIX6.29ng/ml, Fi v BRIAREH
JHii135.3ml. MRIDFHtil&ZPI-RADS /17 3V — 5 /32061, 71
T AV — 43526, 173V —3 58I TH > Tz,
RS SR I 13061 7 LN RN BE D R E 1, 71159
filisignificant cancer (SC) T > 7z,

FEENL (ROD BDFER I, PLRADSA 73V —5. 4.
3DZFNZFN, 95%. 66%. 12% TH b . PZOROIFIIGMERIZ
TZICHEREEICHWIERTH o 72 (63% vs 28 %, P<
0.0001),

e, a7 MOBER (9% vs 32%) IR USCHTE%R (6% vs
25%). JE IR (20% vs 30%) 1Z DWW T HEROEMAD R
AR LEANERICEWRER TH - 72 (0T EP<0.0001),
SRIHETT U 72 761D 0D & s & 3461 2 Mt L7z & 2 A PL-
RADS# 73V — 4LL EDFEFI T N TIC RN DR &
n. EMEEITXRTHTIV—3THo

At D T 0E 1] 00 Bt T ik, 2001 1841 1k AR M E o
Gleason score (GS) it DGCSE LI LIz T AT v T 5
L— RZEREDT . KERETIERFER LRG> T 5
T —07x < ASDi s D A% (b2 145 H D B A & s
DAFEMEARB E Nz,

—#RE  MRI-TRUSEEAERICH VT 2 RBMER

OR 558, 7K BERER, SFi #EE. AR Hif,
S, EA FHA RE B 5IH TR,
ARH IESE, KR
BRAFEZIHERR WREH

H Y © BT BRSO 8 I 3B W) TEMRI-TRUSHE A AZ 1) 4 k5
(TB) OHEMMENWEENT VB, WES TIERBENEMR
(SB) D&MD AIEED i & N T %, MRI-TRUSER&TB &
SBIC B Byt #% (CDR) ZLbig Uiz, hf5 e /51« PSA
EEORER 2 S G EMFTMRIZZ £l L 72, S EIOME Tl
4.0=PSA<30.0ng/mlTPI-RADS score 3L, FD{LZH T
B 1215EH 72 % 5 & L. MRI-TRUSHE & TB#% 12 104 (OSB%
Tolze WIRMAEZNE (csPCa) (&4 CDGleason score
M7 ES L KO 7 ENsmml EEEFE L, 1
B YT 1% (45-88). PSAH YL A7.61ng/ml (4.0-
19.84) ThH -7z, HHHICET % 2ADCDRIZT1.1%, csPCa
DCDRIZ67.8%T B > 720 421K DCDRIZSB. MRI-TRUSH!
TBE £1271.9% Td - 7z (p=1.00), csPCa®DCDRIZSBT
54.5%. MRI-TRUSFEI & TBTC1362.8% Th D H=EZ BT
(p=0.033), MRI-TRUSEIBTBO AWM Nz LARET % &6
A (49%) TcsPCah kI NBAE R E x5 72, F53E * MRI-
TRUSHEIETBIZ 1048DSB & LR TesPCaDfHDMEN Tz,
UL UK T, SBEERIELTLE S & — T8 DcesPCad
HUDH - 7z,



—RE  EiNIRREICR T A HTET BRIV E VA
DP-093 &R RR R R Y E DR ERER

O 5o, kil £, A1) A5, BP0 i
EEAFEP AR SR

G S miac el 9 2 iRt AL & 2k (DURNHT)
IS A X, YIBRITRB LR, Tstage DK NICH 595 C
EMBUCRE TN TV DD, EABIRERICET 23 R R
ML OFHEN RN TH %, L L, IRy M iz
PRAFERRIN (RALP) ICBR L. FEFHE TR EIL S
% LI TR ANHTZ i T8 &5 2550 r— A2 LIEL
IR 2 DNHTHEA FIARNC B9 % O >t 3 USRI T
BB, T THMEL FkIE B TONHTHETIE G O R
R W 7 fiddr U, NHT O 2 5 fitd 75 i 72 6 % X < fet 7z
fiotee [514120124E4 H ~ 20204E3 H O MR HIC 4B T
RALPZ filif7 U 72 JiE (126461, 68K TNHTZ fitifr. i iR
A2 IO T MR SA BB EEN AR BIE 2170 ) NHTHE T O A ik &
T stage. YIRRWHR R OB Z MG, 7z, NHTIC X 516
iz 5% Therapeutic grade’z W THIE L5 HAR & DR
KD EMGET 21T > 7oo [REHL] NHTHEST U 72681 Tl A Hif 7
DFERI & LI L CT stage.  YIRRWGIA RO KT 258
&, NHTHiif 7#£0D 5 B Therapeutic graded 3B 137 5E R Tl
3 BAUORER & Lk U TR BICR 5N E <. CABAZ)
RITH o Tzo [KiFINHTIZCABZ 10 HiT S T & TiafF
IRORKALT E B AR RIB E Nz,

—RRE RERERCEBHRICNT SHsHRaEE
DP-095 132 FeMTBEIIZRRFED 24

OHIE #HrE, i 5. Dhik H—
EERARER WRESETIFHEE

MIHGNE RIS B 168 R A FEE DT 2 £ D & 5 ISqf
9 MRS N T, AR FFER IR Fz ki &
U726 ADME D H O . HORRADZE, STAMPEDE/ %%
I B TR PRI IR IS0 9 B UNRE R O A R ED 7RI
ENTV B, UERI] 86 TE, MEREf M PATHR Y ifiL R 72 2
IC BT X N7z Fi A7 #ECT3aNOM 1b, iPSA 121.310 ng/ml,
Gleason score 4+4, €))L Z I F, dE LU CKBHR)E
HREBXCT /) AR T2 LTz, 5 7 A#%PSA 0.137 ng/
mlE TR U7z & &2 TR O S isf oot U TR
BUEREAT, B2 2T TlE ., LOISHTRIR 2 72 afi & 1.
HGHRIEHR6 » H1%ICPSA 6.093 ng/mITCRPCE i L., 7
WA I RADZEE L AlE. LK U THRUN ‘217 -
Tz T DHBPSAKIE (0.007 ng/ml) LU R &7& 0| SHERMHER
ENTWB, UERI2] 7451 Th120EE8FHTIC X % s
2 FREITZ W E NI i BRI ¢ TSN1M1ab, iPSA 275.03
ng/ml. Gleason score 4+3, EAIVAI R, FHL U 7 Al &
2E)NEVEEZG Uz, 5 r ABICIZHHRFEFICN LT
TURisP & U FR5E4 1T L. PSA Nadir 0.055 ng/ml& 7257z,
ZD#%18 7 JITICTPSA 1.152 ng/mlZ#B8, ¥ > F. MRI
AT To RINZIRISHRIC HIEDIERIDH O, TP IV X I FA
DL L EHERMTT. B ICPSAREL R &> 7,
9 7 AT 9L 2 X Rk U 7o DPSAIKE LU Z2#ftd L
T2,

—RE  IRRIE THIE L BERRERE A 1 S Rl iR
DP-094 [N

OHE BV, |1 SHAP, Ha Y, il A0,

RA 11>

1) BB AREEGRHEERT  MREERL

2) dbBEIDT AR  BREERL

3) ZoBBMRERIUZv .

4) HEERREENERE BRISEL

5) EARURBRIER
KEBIE 68 B, 2019911 H2H ., JEEBIF i & e % T X4 bt
NIEWGL, PEECT THE IR IGE T AN O ib\ﬁ’*’i"‘l’\jk
150mmAK D R & B NIC 2389 2 SREGHAREZ =2
Joo RALMM A Ly AERETUEZR11HSH LH‘—mﬁ“
7. AT B O BRI K B IGEAZE, F 725G A HE
W AREDIRZ D O | [\IfEALTONTALMERMN & BN
Eif%&okﬂ%iiﬁm%/ﬁﬁﬁ S FLEH AR R T 13 ﬁuiﬁ%ﬁ’(
& o 7z, PSAYL H & ff (1635ng/mL) & . i a7 [} 3%
(cT4N1Mlc) TP 5 %W‘Iﬁti&&(ﬁﬂ%@‘lﬁtﬁ%f%%t%%ﬁ L. &R
JWEVEE: (FHLY A, AR IR) ZHEIBLURE, ##
P B HASERE R BE O IREA. TRESIEG R E OB IHEZ FR8
I, RIVE VHEERR2 D H 21 B 1% P9 IR 1 50mmIc FE /)N,
F I NEIENIRZ BN UKIBNRBTRE 5 & ORGSR T
Hrkﬁ'ﬁ%“ﬁu%a 159, 202092 A 12 HIc N AL EH8E 72
fitifT Utzo Ia9RRAMAAD H % DOPSAMHIX0.24ng/mLE TIL R,
%%WH@@\ FEREMERZS & U 2 SEER IS ISR UBIAE
ERIVE UPHEZEGE L TV 5, EEHSE THYE U T hiE
BEDLOTHRTHD, MKRLZEYMEHNZ1HIOHR T
2%'3 7;0 Ymﬁ’]%m% [=) &)‘(%&%a‘%o

—RE EEERIS
DP-096
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—fRRE SRR MERIIIAREIC K LD IR R
DP-097 | RRREREZ B LTER DiRE

Ofa JRIERY, R 22572 m@il pEY, S 2KERY .,
FRREED, O 2OE0, SN EEY, A Y

1) ETEREE  AUNERL Y 2 — BRIERL

2) APEBIFENR BRER

[ERY ARyBauE o figfe M il v A & SRR e & 7%
%@ TR K B MR PERFEE O O > ks a— Ui #E
P9 B IER], BERERIMEIC & 2 MK EHE CRR IS A RICE
ZHE, EEHRTEO 72 DICEAZEME A L RIS E B ERNE LI
UIERBRE N5, TSNS DX S BIERNT R UL I R T
Hx1T5 DD, IEFEIADOERRE TN ADEALLEZ T
W2 LWV, SElL MBSOV TR MR IREIC
I U TN fiif T Uy RRE A JR it 2 B U 7 gE )
I DWW BRI 2175 720 5] 201141 A1 52018
12 £ TOMHRNC Y% TR & 2 L 72900610 5
B, WML & 2 L 720310961 (12%) TH -
Too T DD BYBE TN WIELEZRIG L2876 (9.6%) %%t
Hb Ulzo USR] A BaERRRRICREZE L0
F10BITH > e 2HINTMEELEZITV, 5B 7 B THEHR
R LTV, TN B OFERIC DWW TR 217
W, HREETIA T 5 BEER AT B IS U N R i T
HNC JHREZ BT 2 TR L7520 5 55 DOHH % h#at
IO TETH 5,

—RE FIIIEEREICNT ABEMRIVE VRE
DP-099 EEDBIRIGEZTDEERNEEFRIC
. RIFTRE

ORSHZ? KA ToED, B ETY. Baa %,

UNITR 2o

1) FERELE P RENTIL PR ER

2) IIAKRFARFREF RARFLLRET B
ER ARENE . M TR T AN O AT
B Cld, BIERIVE VBREFHE (ADT) OH TS % T
WD RN, ZORIIS & UTHEN MR OZ L., Mk
PRI R &8 T E R0,
WHREFE D RILEIICHI I OZ W2 2. FINaH
& UCADTHHEZ T2 721850172 15 & LTz, F2RTHiliHE
WEADTIC A S RIS OBE & EIEFE ORI, EIXFHEE &
CNSRIFISDEFRNEEER (0S) 1T RIF I DR
kUl
R ERTIMEI75%. ADTHHIA 1AERICIE A ILE T 3%,
24E121C136%Dbone mineral densityD 4 75K K Z 388,
body mass indexid 14FEZICIEHRMET2.1% & BRICEmML
72, Total cholesterolfifiid 14 #21C 7= _E5 L. hemoglobin
EIFEEAZR > TR N Uiz, BIRISE LTE, TSHEBALO
2 R IERIIE R 72 39 % DHEBNCER. hot flashes® 21.6%IC 78
®Tzo MMPELEROH BRRIROSZE BN T 7% O T2 T O RS
R WITNOKFHOSICIIHRGGEZ G250 Tz,
5 . ADTRIB GO I & O O I LAY
THRTHISATRETH D IR LR ORI ST A0S
MAZ BT RD a7z,
F—TU—F: ADT - BIRIG - A
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—RE ETI RS ERICREERER LIi—f)
DP-098

O AR i BERL, A E 2R, 5 9%
WRENII > DEBRl URESH

(HW] FEFREDE THN, FREICER 278D 5 IEMIE A
75 < FHCHIEOREER IR E SN 5, inLRehiE
ICRER 2R LTIc—RlZ R L 7D TS %, UERT5
A, PSAGEMERS & HIC MRt 2327, IPSA31.5ng/ml, [H
Wi %2 i IR e IS A 2 AR e, B A I T
Adenocarcinoma, Gleason Score5+4, cT3bNOMO (/#2412
DIt O = BN 74 11 e VA e ] X R
UTzo FNTIE. WMIBASHY >/ iz Z87E U, i il it 2 Ik
17 & U feo [ Mi50cc, M 1K75g. & #% 7% B 13,
Adenocarcinoma. GleasonScore5+4. pT3bNO, EPE1, RM1,
lyl, v1, pnl, svl & Wi & iz, fitk27 A HDOPSA1.60ng/
ml UTH > Fady YAIDER L 720 34 A HIC0.69
ng/mlE T L7eh, 47 HHIC0.81 ng/mINg FAZEE

Tzo CTCTA FHEBIREICIERE AR 2 11 5 K2em= D JRE WD 5E
b, IREFRE TEIAS D EREGE IR Z RS, JRAIR
BEEETH 5 7o MRCANME & N TINER6 I H BICH
PR YIRS & IRE BRI & il 72 fli T U7z WBETCIE,
JEIGH PRE S D JE PRARARIC e e 2 s & . IRAE T\ & 121
R 72588, PSARMG T2 R Ulc, fifR7 4 HEICHKRE X
T MR L, PSARTi#: 12 H H €0.08ng/mlic X T
FUTzo [F5RE] ARERNC DV TR E LR Il 2 M %,

CIRE RSRMAIIIEICN TS FE s F
DP-100 dakaagzasa

O wfr, i D& JE e R G, Ok e
(AT = 2 N o e m =1 B T NI TR =
hnk BREE, P FIECH, RS, AT el
BNKE EFE bRasH

[HW] ZBHIERAYE (CRPC) ISKd 2 REexFt)L
(DOC) 7z RHAMke 5 HOR T IERNIc DWT, w5 R L
PEBSRRE Uy Z ORI S MMCT %, [H5] 20087 A D
5201946 H £ TICCRPCEZWiEN R X+l z2a—X
DLERE U556, [h5H] 10— ALk T & 7 RIHEE
129611, 10— Z Kl THE T LT EIAREIZ 2661 T db - Tz,
DOCHAka T DA A D SIS RIHAET40 o A, FEIHEE
T10 r HTH -7z (P<0.005), FHARED BIED byl 4
b, BIRECIE22EITH > e, WRHHTHER. PS. Wi
DF . DOCRAUATTOPSA, Gleason score, HbfE, ALPf#7Zx
EICHEAIRD M - Tz, relative dose intensity (RDD &
75mg/m27% FAMIE TR G LIZ5E6%2100% &35 &, fEi
BET63%., EMBFTCIE55%TH o7z (P=0.029), EMHEEIC
BNT10a—AHX TICIR > 7255 DORDIE60% TH O . K
B DEEZRRD AN oo FTAFRERICKOHPIL
TeRE L RBAHEITIC K O IR U7 RE & OB ORDIC & H E A 1E
BB oTe, [£FLHIDOCZ10a— AL, FRHZG M
Kictma, THEDENT EMHBHL 7z, RDICEI L T3 EH
REBFOTTMENMENCH D, Bzl Lah bib21T
5 T & TRMICHKiTRS T LAVRBE NI,



—MORE  FINIRREIC T MR L & LR EAIR

m itk & DREN

O SRl A 152, HMed R
BIRAT EFES BRESHIFEE

A IRHIIE D ZAL & BT s DL EFRiIc B S % ALY
A b L AICBE#Y B BRI B R > 7V 2 RE L, miviiR
FRIC B Bz RHliT 2 2 HE LTz,

IEHT RGO 3 0m (ERz, L P 2k Qs
U. MR E T FEBEAT D S AR RIS 2 by B pathway
& U C3rimitmic typell IFN signanlingZz [AliE Uiz, Ffic b
FZ AR CldERIc RO IFIIOFEBIA T L 7z, —J5, DU1451C
REexFt)b (DTX) &YV L Ruvig ZA) ZHHT3 &,
MR AEAAR AN U DTXOH USSR AV U7z, MFER
B FRBIET D 5. T OZRICBIH 9 % pathway & L T,
typell IFN signaling & oncostain M signalingZ [&& L, DTX+
ZA¥R 5 % \CFI6 78 B3 N AV A RE & N7z TFIGHN i & ©
DU145, PC3, DTXifif MPC3D #lll il 4 4% % 13 3k 4> L. wound
healing assay» H1FI6ldoncogenekbkhEZH T 5 L EZ BN
Teo MNA T, IFIGHIHNC & O . JEEpiliEic Bi#E 9 % SERPINB2
FEH OB, MfgE(LBEE WA T (SASPHET) TH 2IL6
FH EFICHE S invasion assayDZ{b, 7208 F = v 7 RA
MICBYH 9 2PDL2FEBID LA ZES e, T 5 DRI,
typell IFN signaling/ DV ai v BROZAICBE U, #ii vz AL
TIFFHICIFIO D I AV i i D Je i L ILEFEBL I i D 7%
MO MM S 5 EE R BNz,

AT 09 2 DTX+ZAGF L 2% TIIIFI6 & IL6HIHIlC
MATICIZ G % T & THITRIBREMS DR T E 5,

—HORE FEARIEMFIEICH T BCRPCITH
Rt 2FIVEEDEFEREICDOWVT
DIREF

OplleE BT, T4 Gk, = &r). BFE &, L B,
e W, TR A
[REBILETRAR BREH

(H] RExFt)l (DTX) 1ECRPCICHT 2 Fibd KRR
DFE—FHNTH %M Z DIMEFMED - & 7% O AR OFEHIN
WEICE BT END B, SR FIHAREENAIR 3D 2 F
IV (CBZ) DI X D ZEL LTOEFORES — 7 L
ADOHTODTXDEFEARZHERT B, MR LAiE] U
TDTX#E 217 > TzCRPCIEGI D 5 5. Z DHijT% THiHIARE:
19472 $e 5 U 72530 2 A5 at P R fE6 5 (mg/m2/¥ - 7 V) T
2Btk (High (H) #f. n=28% & ULow (L) #f. n=25) L.
TR 72 1% 77 RS LEBORRGS UTee [RR] E T mEB &
CiBFRRT (H L) &FH GR) HhydE71 @ 72 (NS). DTX
FUAHTPSA (ng/mD) HofE13.5 1 32.7 (N.S). AiiGHesk ik
WAL 3 (NS), 58 (mg) {350 : 400
(N.S). #a¥ 1 7 )VEh I3 4 (N.S). dose intensity (mg/
m2/week) FIUL{E13.55 1 13.6 (N.S). PSAfili iz KK F KM
30%L4_FEIZ13 (48.0%) : 8 (32.0%) (N.S), 50%LL F Tl
11(40.7%) : 6 (24.0%) (N.S). #RiBEEHHJefE2 @ 1 (N.S).
CBZP 54115 (53.6%) : 9 (36.0%) (N.S). DTXiA¥HH A% D
JERE R AR TP () 36.0 1 25,0 (NS, THo A
FHHRG L UTC3LLEDIFHERE 7228 (100%) 120 (80%) (p
<0.05) ICEE&. FNZ5 (17.9%) : 2 (8.0%) (N.S) IZ# Tz,
Uiam] #ait 54, dose intensitylCld 7217 h> > = W HEECIA
FHNRD ENMEIC B - T2

—ARRE 3087 SR/ A PEEC & BRI
Y BAREMEEL M2+l NV RF
VMBS T B IAIERAR

OWRE 2", il PRV, B e, B k.
P 51V, EA RMEY . VTR PEVL SR
(U TN Y s SN R
1) SRAFATE ERREFUOTRN BRBESRRT
2) SERAFAFEESRHRA AR,
3) &RAY ERREFRSESR HTFERS

TS C IR MR RGN IR 1S 2 WA R D AR )L E AL
Rt ZFv VRS % 5IVE AL ERIMEDRE &
N, BIVE VRS PERTZ BRI & IR MR 2 BT 72
FIRFIC B B B He D LI O & L CTIBIERICH
BEAbND, TIR/ A R, KU T =/ — VLB O—FE
TH Y. HLNEZ B T 4 O BB 2 HillEg )
WO LEMETNT VD, RLEGLHICT IR/ AR
DO—FETH % 2 -Hydroxyflavanone (2-HF) W7 > Rar v
RIS ARG &, 7> Ra s v Ik
SEEZMET YL AIR LS g 2 HUBBSE N R 2 ey U Tze Sl
432 -HFDFEERT % % 16MSTF1924 %2 {ER L, T D
RO LIS B1EH 2 R L 7z, 16MSTF1924
[3DHTIC & 5 LNCaPD Hi5ffit >, PC-3. DU1450D H5H 7 i
FEARAFHNCHIHI L. Flow cytometry & TUNEL assaylc TG2/M
arrestz 5| EL T L, 7R b= A FET 5 L HVRBE
Nz, £e. R 2F)UmERIIaRE, 71732 2 32Ut
JARRIC K U CEHUES RN R Z R Uz DL EORERD B,
16MS7F192413 )V & > RS2 MR 2 s Al 2 5 JE RS2 1
M, 25 2 R HUEAI TERI SN U T A3/ TH
BATREMEAVRIE E N,

—MORE  WpR(THF Bdenovo CRPCEE L 1R

sE&IC ot 1

OVl A2, MIES R, 8RS 1. HEF A,
5o S TP S AN = SR TET AN S 2 5 .
—A NG, e AL BT SIARME. Bk AT, RO R
R=1Emk MWRER

[HM] ZBIRPUERTZESE (CRPC) HFIX, Wik cizg
%49 %denovo CRPCEHE#H (denovoltt) & Hi7iRefii (RP)
B2 HINE LT ia g% (RT) O -, Post local
therapy (PLT) 1Z 77 5 1 %, PLT#CRPCL 7 o 7o (¥
(PLTEE) 5, deovoRf & LEHE L C. FHMDEDIRIERIFTH
B EHRAMEICHITIE LTz,

[J71]) H5ed. 20094E1H1H D 5., 2018/12/31F Tlc Y
[ TCRPCE 2 W & N7z 452204 T, Z D 9 B, denovo
CRPCHE# 131714, PLTEE 13494 (RP 18%., RT31#%4) T
&‘3 7’:0

(5 S] PLTHE IC 350 % CRPCREWIR DIEREEMNIIE., AL
W75, VD VINEIDIHNTH, BIBOBRD214, BiEk &t
AR DS 1144, RBASK TH - Tz, PLTEHIC B B HRIAHA
$H HCRPCE TOHIM O REIZ79 » A (6-219H) T.
CRPC & #ZWitk, SELCE COMM D IEIZ52.9 # A (95%
{E4EX[H : 34.6-NA) . denovofifMCRPCH. JET=FE TOH
O IAEIZ33.1 7 H (95%fE4EIX : 26.7-38.6 # H) &Lt
LT, AEICPLTH TR TH o7z, (p=0.043).

(i) PLTREE JS tva s h 5 CRPCIC E % WM & E <. CRPC
EEWENTHSIELE FE TOHIB S deovolif & LLIE L THLE
LTWe, TDVY A7 %EEL T, CRPCOIBFEIRZITH T
EHEERTHE EEZ LN,
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—ORRE KPIRIAMERIIARIEIC S 1) B MTENSE(E

DERFRNEE

O] E—B8, TA RS, R RBK, A i,
R 1R, BAEY . AEEF shiz, R (R,
ek =T, M B R AE K ERES, S
[RBEAFAZER ERBIEFEHER BBREHTE

[Esre B E2EHEanz e (CRPC) 1B B 00N
WEINEIYE (NEPC) DIFERE PEARDIKEE T Tw
M. ZOEEY——L L THE TN TV Sneuron-
specific enolase (NSE) & F%d K UHAHIANIR & ORI
DNTIEHS N TV, %Al CRPCIC BT 5 I iENSESE &
T, IBEMREDEEICOWTIHOMCT B, 5L
5] KB RZThE L 7zCRPCIEHI D 5 B, iBEERIC TS
NSEZ#MIE L7269, Fto8tifkz ti5e & Uiz, MiENSEMEAD
fEFNFHAEE 16.3 ng/mlZ#E A TV 5 & DZNSERHE & E#
UTzo 1BPREINSERZ 0189175 CONSE[EDOZ L & T4
K OVBRANROBHEIC DWW TN U7z, [iS] NSERA MG 23
Bl (33.3%) 72 7zo NSERGIERE, F2MERE D A= 17 B i el
WBZENZEN3510H, KEGE (p=0.009), I A FHARY
(PFS) HIREIZZNZFN26M0H, 7.3 H (p=0.0073) T
H > Tz NSERGMERE, FEMEREIC IS B IKELDH - ALP - CRP&
6, B, WIHIEE. IR OMEIEZNZEN70%, 30% ,
(p=0.015) , 70%, 22%, (p=0.0035) , 57%, 5.8%, (p <
0.001) ,40%, 8.2%, (p=0.013) ,60%, 16%, (p=0.0044) , 66%,
27%, (p=0.0096) Td> > 7z, NSERGFIEL1BID S B, HFFIC &
D7l (63.6%) TIMIENSEMEMME N L, & 54 Tl 2z
{b U 7zo NSERZHE(LIER, JEBZHR{LAEFIDOPFSIZ Z N Z 2.3
—8.0MHA. 09—261HTH >, [HEsE] MFHFNSEmEIE
%PC@%%‘I&E%&H% L. PHAREBEET 2 AHeMED R
iz,

—ORE R BIRREE S L AR RE IR

DP-107 BEEINTE7 Y FOF VBREERET O
F1EYL FOVESEEARE DR

Oig K2, AR wahY, 0l 5h78*Y, R 4D,
el SORHY, BRI Y, K R
1) HREREAMTIBTRTSRMR BREH.
2) IEREAFAFIREFHIIR ERERE.
3) RREERENAT BREH,
4) HEEFREAHHIBTRTSRR B,
5) IEREAFEFHESR BRI

(H#) ADTIE Z OEIEM & U A s s s EDH 5 h
B, KIITBWT, HIEE O M £ S2 M i 37 IR
(MOCSPC) IZHd %4F 1 |V L Ko v kmsls s (ZA
5mg) ICBIg ZHRERUIZ LWV, ZT T, AROEEES
KOBR#~—H—OEEE K Uz, [J5i£] 201743
A 520184107 £ TOM, HHMOCSPCEEL DN, jA¥E
JEE DN JFFE M FLRRAE 10 LAE 1 [RIZA 5m§fﬁjﬁﬁ¢%ﬂé
Nniz26flzxtsg e Uz, dHEE X, R5GRTB X TS
127 A% % (1) JEHE/ KBEESETBMDE LU (2) 4
{E2# 475 (Cr. eGFR. TRACP-5b) 1% 75 tHMIC M7 Likat
AT 21T o 720 DRG] 4RI 75 45%, 540441
DIV OJEFNS /T L, A SERO ST v 72 /T 2
VHB3HMS5HMR G ENT W e, BITEREER26] (7.7 %)
ISR, WERIEFEEBI (WIHARER]) . (XCalllfiE 16 T >
Tzo MEHEBMDO #2512 7 A # O FHME (1.11g/cm®) 1.
N—=2Z2F 4 Vil (106 g/cm?) & IREFEICEM (p<
0.0001) T& - 7z, TRACP-5bD # 512 » H #% O - {ii
(2472 mU/dD) 1Z. N—ZA 51 Ul (560.5 mU/dD) & kX
FICME (p<0.0001) THH ., 2fITHIELERFFHPNIC
INE 57, ABREFEHBMD, Cr. eGFRIZ. #iatHMICH S
ZAb B E o 1z, U] ADTiBRE NI 8V TLE1HIZA
S5mgf G1&, FEFEMEEAHIERE & A 0F L 72MOCSPCHE O fEAE
BMDZAEIC A&+, TRACP-5SbOAEICK FE ¥ 7z,
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_ERR iR KOS Y REkS Y T IVEER
DP-106 B Rtttz ]
RREORREESEHRT 3

OFA KR, SR PIA g1, JVERE E, 8BS Rl
NE B, BPI Boh, B —BE, A% fEs, i b
BRAFAFRERXREFHRSAER BREBEFHORT

[HH] WiZIRE DR ERAL & U TIZLNR B D% < WKl
(VM) 3FRTH BN, 1BEEEOFEIC K D ESH TR
§& (CRPC) #RICVMZ & I 95l AViled 5%, CRPCED
FHHVMICE T 2SI AL BEId 5 & Lz,
(77121 20004Eh 5 20 1 64F F TI2 4Rt T & N ks
BAF 1364012 M5 & Uiz, JBIMI2019E9AFTE L, Al
THEBAMTICHTE Uz, [FHR] REFED S B, 214
(1.5%) ZZWHHCVME R Tz, WEIZIAS85.7%. Z DAl
M14.3%CH > 7z, CRPCL 7> 7=DIE 1791 T. Z D544
BRI HTIRVMZ 38 72, CRPC & 75 Hiah o 7= #E & LR
U CCRPCRECHEICREFMIM (0S) Wb -7z, CRPCEE
DOFTEHIHVMERD ZEHIOSHAEICHE L, THICFD
FTEHI LN DVMEZ FBD T2 BN I EOSHE D - Tz HTHR
VM. KRl LIS DOVMOFERIZ, BT A B0
ICONTHREITHEMU 2o FHVMOWNERIZINIA41.1%, ZD
A358.9% TH - 1z, ZARMNTTHIT > R ol U ZEMK
VT FIVAGEMESRE (ARSTA) X2 YV RPUEH DA R
J&E, F2WiE D Tstage & Mstage, FHDVMOD U X 7 KT
Hoteo BWIRFVMAEZEDIBE L LG LT, HRVMEE TRl
HBOOSITHREIC LD EN 5Tz, [EZ]ARSRAR X F4 VK
FUEANICRPCICH G 2B CTH A I D ST, Fiil
VMBI AL DVM % 3558 U Tz, VMBEE O % RIS %
C LIICRPCEFZD TR UET 5 T-DICWHTH %,

—WEE RIFEBEICHIT BHIIEESEDRK
pw=]
DP-108 ke

OYenk fll' >, BT Bebf”, Ko D, KBz HEmlEey
T ek
1) RIS WRER - BB,
2) RETRABMRERL
3) LEBRRRER

(HN]
RS EEGROMEE, B NDZFFD, oM
I LT Bz IR O S RE S K UIRiRN AR B i
Z&ﬁaﬁ%mc%@fﬁﬁaﬁcﬁ%,éifz%%%w:o

i
201341 H M 52018 12HIC BT, HBHIURRB XU
L FEFER RIS &M S NIz 1930 0 5, iR, FE
FLEARE, ZWiIRPSA, BIZERAMAS R, TNM stage, 6%/
1[1;;; %ﬁ#ﬁiﬁpﬁ%aﬁﬁ L7z,

AEIE55-95% (FUMETE), FERIKIZ, NN —H -
WSR2 14301, RIPSARIE 106, HEPRAEIR DK £ 2361,
B OEFEREE 1201, Z D56 TH - 7z, ZWikRPSAIX
4-10923ng/ml (HIRAE13.52) c  LEPIRAEA K0 i L OSBRI\
7 B CEC & 3 CHRINIC 17 L 73 bl 121 1, Cleason
score (GS) 8L L3744, GSTLLRIZ98BITH - 7z, EIZNOM
SMOJE fiE 15641 T o 7o T8I i 2 A A R63 (5] (B
BNSH) . NWERE 08| (BEEN107HD ., RORAHRE1T
?giggﬁ%WOfﬁﬂ)\ Bt RaEshl (BERNSHED TH -7z,

"DEHH]
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1) BLEBELYZ— BRER.

2) ELAERR FESHR
(k5] AL IS (XA I 42 A 00.4-0.8% D H T, &
FTETTROMN S T EMNE L, THRAREOREDZ L, —
7T, RO R IR & OIRERIISWIEE L 5D
N, ZOEKRNEIZTHICH LIS R > TRy, [HIY -
J7i5) UBECREER U 7z MRS DWW T, RIRIRGE A
BT ENCHGET UTz, 2010/4-2019/12F CITHIAI RIS &Y
Bt CR2Wr E N7z894K1D 5 B, AIILIREENE & 2 S 7220
Blzxtg e Uz, RER] B2tk B OB O hyefEix
507 H (5.9-886 7 H) ThHot, Efnldh 73/ (66-
815 ). 72 Wi REPSAIE H e f10.42ng/mL (4.08-5975.4ng/
mL). FFGIHZ TOPSAEE. 2B AR MR (1
BN BEMENEE & 7). SBIMPEREEE ., 16815 Th - 7=,
W TR 2B = 2RI IREHERL, SHIATURERR. 154
MLRPTH - 1zo o b4 1], TUREMIHIILEE WD
IR E NIz, JRINET1-3aMv 1661, T4H4%], 5 BNIMILA
WITH >tz ¥ 166 ALRP, 1614358 )VE >V HFH
RT., 1BIAVKR)VE VO ER %, 26 RV €V EE T
& o Tz, PSAF FE IXLRPD5SHI T 38 &, 2fi TADT. 2§ T
salvage RT. 2f CREOBBIZH TH 5 (HEHEDH D). CRPCAD
BATRE K I o fee (BE] =R 2459 2ERIE 1
BlDH T, RATETE O Z ZDH T, 26 TPSAa Y b
O—)VIZBIFCTH o7z, BIEWMOBEWEFEZATED,
SHEEETRESENRETH S,

—HORRE  DICRE% 24| BB & N fcRS3PESEIR
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1) EBEXRE EFE BRISFEFERE,

2) HEEFEN BB NEERER OBRER
(5 1 DICOKE A HHIC BB W7 & M7 RSIPEAEMR I & i 37
ZRR LD TGS %, UEGN64RH M, HEIIESET
OHMEREDITRTIE TRIERGEE, HIRERAZRS Tl
SLYRHAN . WIZR38EBDRAD D, MIIRE T i MR
b, FDP, D-dimer, CRPZFHI EiiZ 78 DICZ 2 L Tz, IR
FREEGYIEIC K B DICK BE - 7= WV ili (Il FRIEi O AR - 3. 7~
LU, MMP-3EifiEi 7 & e B O RED MBS N
ICHAT LTz & T ARSIPEIEMRRFDORZMICE > Tz, Kz, K&
HICPSAEfE (95ng/mD) & FR& 7= T DAL IRA M T L 7
VY Y27 5+5=10DHI IS ZH S NIz, RILVE H
e A7 04 FREICTRHEIR, DICIEGERMICSEE LA
THA R EHIE LS SYEEIRD HRIGRD TV
Vo [BEH]IRS3PEEEREIEX (Remitting) VW < F K TFaMk
(Seronegative) /A7 % FilE (Symmetrical) F15 - B DT
JEVRAE 2 1 5 iS¢ (Synovitis with Pitting Edema) DAL
FHLHFF SNV I T ML TH S, TP & DR
MR E N WG & OB IHERIL RE TN TV DN
WREERMEGE T OME DA & TMIRERIEICEAIE N TN &
EEWVE, il TFRIETO MR - PE D T2 29
W B I ARBOAAEE EEB I RETH B,

—EEE EEET

—fRRE  ATPIE. HHERH# TRR S NIRITIARA
RERFED—BF)

O=m #5-". AN M2, A BAY. B SR,

BT EY . AR B

1) HEETNEMRAER WREEEL

2) HEEmEMSER S
U] 895 (BURIE] 2020 1A ALFTE. HHEER
DIz LR ARE. CTIC TRV B E IR OBV T LR
KT CEOFE] BRINTERRESE, RIS 28, EHME, £ (B AT
R ENGR2 S RSBk OO i 3 IR R 2 R (R
W] JERCT 120cckE D E iz i 72 5 R — 7
HIZIRIER S O . WEBICIR KT 2585 TR S D . I~ —
71— : CEA 12.1ng/mL, CA19-9 22.5U/mL, PSA 18.44ng/mL
Gagiti] 2 A RERBENEI IR ERRETT. i
i SRS VR, GS 4+45=9, PSAYL {1 55 5 1%, CEAGL (& 1.
cT4NOMO, StageC1 & L CCABRERMA. 3H LRI M A LINT
HalH kD D . CT TSI ZHLEEV, BTN TR T~ S
RESAES 0 VIR s & O AN THLMLE RN i T < e, Fea >
FE—VEBEXTINEY DDB5H FAIHFEISER L . 5
Y—A—EWVI NG N UPHRETF IR SRR TH S,
(5] 80 D milin & I Wi A ML 2175 C i3
<, RTREEIEIPSADH D A LW EDFHOT
EDOTH L AEIRMBID SHEEZKE TR r AZEL, AL
NLFTIGERRIC 28 - 7o 0, il @inE i & BH 5 9 PSOTHER
B T & THEBIT B > Tz, B ARFT R 3 & CIHRFT R 5 i
Jin 7z 5t 5 HPSAD EE TR IR WG T &R BRI A RS 72
RIS I N E RO RN H % LEZ BN,
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BRI, FRFIVEVHBICHL D)
OFWOEr. KKk B
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HiR] BE, MOROFUERNCINZ . BHRIVEVAIZESD
EEETELHHEYNEA SN, BEPHRZEHBED
FERFIERELTVS EEBbNS, L L, ZOHADHIE
FNEIRMERR D75 & FREIENC Iz . BAUKT, SRz L
EERTEREBEAFET RN S < TOMEE DL
T\ WPRERFVEI D 3513 2 AN ORIE NG U THlFP sl
HONIRDAEETRINEH ORI, £ DQOLD LA T
X500 Uz, [51E] 2019461 H & 0 RIS LRI - BiisziR
FE AL 2 61T U 7 BB B K ORI THiR R ILE >
Bl LT BBzt g e Ule, Mirh &5 72 PR U 7 Ef]
MBI AARL TORWEEGID L IBITERIME 7 > 7 — &
1 FNC Ll Ee T U AT U 7z BSOS R L
TERECHRAEGS 7 A1 S ARERE o HD9 7 . ARL Tz
WHEE6 7 H & Uz, $RIMOFHTE H I&Alb, PreAlb, WBC,
CRP. Uf ek, MR D FEAM I DUV TCancer  Fatigue
Scale (B, Kol FREINY, MEMBRRZ 8L %
A UMGET U 7zo [RSIR] BRI T ldPreAlbd#% 3 T #2845
BNIR3 7 A& DIRAZITIE NS 2 DNIRFEIRE L 7 High
56 7 H#% % THRifMIC LA Z/R U 7z, Cancer Fatigue
Scalelc DWW T, FEHEERIELIS N DI H TR I e
7%z 5k & iz, [#iFE] b 55 dPreAlbd LFIC & D &
FIREZQE S, DOBPNITHEREE NET B nFEEED
H5,

—#RRE  The surgical outcome of the ultra-low-power (20W)
Holmium Laser Enucleation of the Prostate (HOLEP) :
Results of consecutive 9 cases after the introduction

(OF |:: W/~ N HATR
AR SRR

[Objectives] We aimed to investigate the initial perioperative
and postoperative clinical outcome for ultra low power
(20W) HoLEP (ULP-HOLEP) .

[Patients and Methods] HoLEP was performed using Medilas
H UroPulse 20W (Dornier Inc.) with 2.0J X 10Hz for 9
patients from June 2019 to January 2020 by one surgeon.
Pre and postoperative date were correctly recorded, and
functional outcomes were assessed at 1month follow-up.
[Results] Mean enucleation time and enucleation rate was
70.0min and 0.52 g/min, and this time was comparable to
that reported by various urologists using 50-80W laser. On
the contrary this date was inferior to HoLEP performance
using 100W-120W laser. Energy efficiency was 1.6 kJ/g,
this was the lowest reported number.

Functional outcomes such as IPSS,0ABSS and Qmax
improved with statistically significant difference. Ultra low
power (20W) HoLEP was performed effectively.
[Conclusion] It was suggested that the HoLEP using 20W
laser was as safe and effective as HoLEP by 80W laser, but
inferior to 100W-120W HoLEP.
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1) NIBERASY WRERE.

2) JIBERAZHBRRAAERL Y 2 — WRER,

3) MNITHITRRR BRESR
FERN WA L7 £ S FNZ IR LU R IREB TH D . R
FTOREFNI DV TH D, S RIREN Wl L7z £ S R
PRIFENT R U T2 E D — RIS 5 U7z LB Z2 3k L 7= D
THRET %o MEBNIERE. Bk, AR Ry 7 ¢ FIEHRIERSZ
TER S NBZRe. BHMICT TR & 29 GE Y > SHi
K% 3R 7z, PSALX5.72ng/mI CHINARARRIC TCS5+5DTH]
SRR & W S NCABREL Z BHsG U Tz, 20 H HICPSAIZH
MR T U721 & B 59 RNIiE, VU /8 Hio K EED,
At a1 SN[ E N i = e | S B | O 8o Y A TRV
AERASAR D FERTAMIC CHIEEN 0 lin b7 P o 2 Ry i 2 7R
& N7z, NSEIF18.9ng/mL (<16.3), ProGRPIZ3310pg/ml
(<81.0) &@EfitiTd > Tz, CAB¥iHEIZ M 1E LEIP (EMP IFO
CDDP) ##iZ: & H i N i RRiE##55.8Gy & ff ] L 7z, NSEW&
EHICIEFE(E L, 40— 2 7 HF s CProGRPIG IEH L, {5
OEHIEELCRTH > Iz, EIPIEEIFS I — A fifT L, L%
IZEMP D A7 i TR G Uiz, Uh LYIEINEERIIAR22
/» A HICProGRPOD 1 5., 24 A HI< £ Wiz &= 728
CBDCA+Etoposidef##iE: & IS 2 fitif T U 7o AERET TIC &
DA T TITRAT U, FIEERERGE3 1 H HICSEL Lz,

—EE 85Ul FDEWMEICHIT BHOLEPDA

O/ Eth, JEHE B0, RE — 1
ELHIImRERE R

(HM] 4F} 122010457 ICHOLEPZ B kE U 72, 202044
HEClcBEZTER LG EmE 85l B 31licAE
TR TL T zD T, 84l FOREFIDRHE & Pt Uiz,
U5 & /7] 202044 7 & CICHOLEPZ fitifT L 7= 2 E Bl
492 T, 84k LA (LEE) 461451, 85mLL I (HEE) 314 T
Hotz, MHTOPEREREE, TR, BT & 2 ik
et Uz,

Uit LY ot FREAIEZLEAIC 13210561 (22.8%). HEEIC 122445
(77.4%) 8%, HEECTHREISEHRTH o Fo WNLIMARID T
YIEIZLEET59.0mL, HEET66. 1ML TCHEAE 2R AN > T2
M, fHERIILEEC39.3g. HEFT50.5g L HEF CH RIS K E
o Tze HINLIME R £ QMM EMNLEETIE504] (10.8%).
HEETWE26) (65%) ISR onth, FEAARTIE A
o tz, iz, AIRIFERE. FEIKE, IPSS, QLA a7 3 EH
5OBHC BV T HMBICERICHE L T\, BERICHES IR
wzE, i, AARMERGYE R EOGIHEIZLEECT7H
(16.7%). HEE T2 (6.5%) Ik ETWHY, FEAEAHEEIC
B LU T3 EREGARIERD TN > Tz,

(F52] L E& b, ®BHERE ORI KIEICH L TE
HoLEPIZ ZZEh DA /SBININERE L E X %,
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[ E ] HoLEP#i# D H AN « ARk eE DR & LT
MRRIPSS, I APRIFE#H (MFR) 28I B 59 2 ik + 2 #
af U7z, 5 & /5] 2017947 5 52020544 HIC B W T
Ui THETT L 7zHoLEP 53{l 7% i S 1i21PSS, MFRIC Bl 45
T BT 2 R Uz, [RER] STHEFENET72E6.70%, i
VT HMARE67 (57.0-98.5) ml, fiiE{IPSS 18.5 (12.0-22.5), i
HiMFR 6.4 (4.4-10.8) ml/s, PdetQmax103 (81-125) cmH20
(W s HdE), Schafer nomogramic 33> Cobstruction V
7R (13%), IVIEEL0f] (19%) TH- =, HERIE35
(23.5-50.5) g, ffi 1&IPSS 4.5 (2.0-9.5), ffi %MFR 17.1
(11.2-22.3) ml/s (W FNEHFR{E) T, WINEHRICHH
U7z, #if&IPSS 755 LU R, MFR 20 ml/sbA b & 7o = 87
ICE LIREE LT, ZDfiaiE T & o B E 2 HLZ8 S fifhfr,
LA RN Z T o Te & T 5, HICHERHE BRMRIA T & 7%
D IPSS7 55 LA I BE AV A sIMER{K R 34 2= A& i wif [ 7 C
Boie. [FBE] AR DI AIMFRIK T 2V ICHOLEPHi #
DEREM, MREAIERSEICEBNS T EARBE Nz,

—MORE LRI HIF BRIV I LL—Y g
BT (HOLEP) DBERE

O 3E, ml FEL Tk FARER, ekt Jn] R,
FRAETE S R, Pk 12
Eirfmletits WNERE > 2— RasT

[HMY B¢ T1E201359H & 0 BRI KGERERNC N LT
RV 2T L L—Y =i Bk (HoLEP) ZEA Lz, A
i, WIRERNHHEI AT B W T Z OYIRERNC DWW TR
BIFo e, TOBIEBEDEZ o fe s, ST Ok E L
CIEBIOIBRRGEZ MG Uz, iS5 & /7iE] 2013590 5
202043 H £ COMARNCHOLEP %177 > 7z 1455 2 x5 &
UTzo a5 FARIRE R, YIRRE R, ffinifz OHbD 21k,
AT—7I)VHEAM, SOME. fimie izl > HE. 37 HE
DIPSS, QOLA a7 & g KR EF & IR = DM 21775 -
Too URSSR] FAfiReEE 1507 (78-30857). VIkRE #IX40g
(8-100g). ffit& OHbK K1 1.3g/d1 (0.5-3.8 g/d) T&H >
Teo AT — T IVRIBIIRIZIE & A L OFEHT2-3HTH -
Tzo B OHE X BEHREERE6H] & itk MIRGILL DMk X
% IRk D320, F iR PRIE R ZE DA D I T > Tz
IPSS. v 7u, BRICOWTIEL 7 A, 3 ALEDIESED
END BDWHBN RO DHIRGENE SN T VD, [EE]
HoLEPIZZZ 2. ARIMEICENTMXTH % L Bbhn 3 h,
UZ O FIABRRE TOTHHBICRPR R Z BT ZHIRTH -
7oo N T AU T & e LA OHED K-> T3, 1B
IEFIE ZDTMET 2 TETH S,

—MURR CVP (fEmhTt L — Y — B RRERE) 1
DP-118 BPHEffiDgame changer& W 5 % H

OFFA iz IIET BN PIRE @ B 52
R=fEmbe RRAER

(] 100mLEL EDK E Zaiv RIEGNC X % CVP (HefizX
L — Y =i Rz&Eih) OFfikidze s 5. fgers
#1201 746 A A 5202042 H K CIZHiARAEASEIC W LT
CVPZ fitifT U 7= A E IR AA BT 100mLLA | DATHER 2 x5 &
UTzo fiTiiPRPAIZ 3061, Hllnteiik O STEMNIS kR D £ X 2=
SRS TFMiZ T o 7o GRER] THHEERT 1%, THm
SBRARE130.4mL, FARERI115.377, ESIFRI80.977, I
$IE510.8kJ. ImAHI/1112.8Tw b, 17— 7 )L E IR
44 3¢, ARG 7TH T - 7z, MirIC TURIE M Z 361 T
11o7ce WA HHERE —& MR 72301 TR, HEX
BUFERASNED > T HEAER PSS/QOL) & il
22.3/51TH > itk 1 HICiZ7.9/1.61cek# L, 1200 A
TH4.3/1.3L B TH > Tzo QmaxiZifini4.4ml/sTH > 7zH
1A A& 17.3ml/sici# L, 120 T 15.2ml/sk B
HToH - Tz, FRIREFMAT224.3mITH > 7oAl 7 I
25 1miceE L, 120 TH189mle REFCTH > Tz, [H
#i] 100mLEA_[0D K & A Z BRIEBIC 9™ % CVPI B i
EREEEG 72 & B 750 S I BEE U 7o A ORI 7 < IR
TR DZDHFMZET 2 T L& < RFANRRENRE2
IERIMERFCE TV T e 5. CVPIEBPHFN (& {IcLarge
prostate gland) Dgame changer&7z9 5 %,

—RE ENRIEAEDRFTFMCVP [FED
Fi5 < TRVEHDRIR]

O Ef Fizo /NI IgE—RB
AR BFRERRL

[HM] BZARIESE 505 LA ED B 20 BIEREIEN,
AT % EHHREELFRDHEI LQOLZE LK FEET
WL NIRIED— R T, EITHRETH B T e b —4E
WIRZERBEE L SN, FEiE HICHIREEDEZ TVl Tk
BEREICE > TIEEY R 75 v 2D RS
DIEMN%. F T TRHSEDOYI D FL & 75 2 FAli, WEAELBHE A
U 72 W7 BB K E O i i 2, CVP (F2 R E R L —
BRIV IRARER) 12 DWTRET 5. Ditg] 15032019
ELADD O VER], Y THETT L7zCVP 15061, 5
T4.85%, “FHAWIVIIRARE  62.5mL, UM SE N ARGES
41.7%, PUMASEAIRGERIZ NSNS, IRk
Ul E F Fifizhifr Uiz, [8thE] HEROmiz BRIEASE D1l
AE LT, TR IEHhRfE 27008 2NETDI20
DS BEIMIC SR U, g/ a e iz e A BT
<, S BRI R o T, R IR B 13 7
<, Wit 2R 2 50N ERD eI F NG — M T B R
Alge L x> Tz, REA T —7 ) VREEMIE7THBA S 1.1 HIC
70, TORDFEIER HEE 200D 55.8H A & KIEIC #
INUTz, BHHADHE & U T ORRIEAS « JRFAIRERL TV
0. URSER] CVPIR BHER D 2\ 0 i & I & £ 2T T
ZHUMRIEDIRIEE RETH B, I NARSED - T &
RIS 2 eh 5, RREN - BHAMAHEERICE S TE
LEZ3.

E72EFEARBRERFLHMES (2020F118 - BERAF) 179



—RE RE/N\ I — EERBDHRER T
FEELE1H

ORH P, KB HORER, #iH &y
AOIEIMRRE BRas™

JEGNE, 885%. T, BT, BERWN, OEMBIOMITDH
%75 O 7 AV YHIRWD . ZEl, BREERAREIC T
SR AT, JREHZEIC TYRHEN W2, LU, 3D R
ERHY, WEa>TS5A47 VAL JREIT—TIVE
Wz e Ix o 7z SHTHEEENENRRL, 5H11HIC SR T
EWIATHE, 5H13HICEIRE/ NIV — U WVEEE o 1= LGk
2L, RE/NIV— 331, 5H14ARIC B HUBZE L 7 &3k
B, HFWCHERLZE T A, RE/ IV—0%, BINIIRERIR
BEICHE LTV, HEIK TOF|IEREICK D RE/IL—
DO L EbNiz, HESIEIKHEIC K ZIRED K L, MR
SRPREAZERHR DR U, PRIE/ N )V— > ORI O AT L, 1T
ZEX O ORI T, IREATY MIBEE L, IREAT Y
MEERIE, BERIMRB X OHESER L, F2EICK D%
WBEERATRE & ix o Tz, MUBE TOMBZDRIE AT > MiEf] &
G TONRIES ZINAZ. s T BIHEDZWEREITH
LCOEMMEICE LU THET S TETT,

—#RE  TURBTIC$ BSurgical ChecklistdDk
FREFRENRME L & BRINFIZR

OHR FIE L, B 15, B I, AR DY
O Sy 1l R A PE—RRL N RRT
Fabdd #hE. Wik BKEE, WA AT, BB, oo El
BNKE EFE RESEREZE

(HM] #PREMBEMESOIRRE (TURBT) OHEOm L% H
5 L. 201641238 A U 7295 H Dsurgical checklist (SC) D
SWr - 0T U N A LANORE R TRICKHR U, [
141 200941 H ~ 201948 HIC fitif T L 7252 11D H] [ TURBT
DS B, IR IR T, D DYIBREAR S HE IR D
I 5 A 752500172 K5 & Uz, SCHFAH OF fET2RiC

TIPS NUT SR8 e B BT CRTig 5 L & b, [l
BT, 35 K CLEAZISTERAT 2 22 Z TR UTzo (] SCHERED
B P1922.6 7 H T, SCHERED49.4 1 H & LERTHE
< (p<0.01), pT1Es . HFEMESES, F5 K T A BN H =]
HEARMOEGIESCHAE X b @h - 7z (p=0.03, <0.01, <
0.01), SCH HEDHEIRITH R 1292% T SCHEAEDE9.6 % &
g U CmEi< (p<0.01). FFERIZSCOEAIC K D 49.6%0
5192% A I N L7z (p<0.01). [al i 53 #7 T i,
TURBTHRHZSCHE G L7aW T & WST LT HER AR GIBR. &
KUHAEOTHINTE L THHEH (OR4.78 (p<0.01),
3.07 (<0.01)). MEFFEEIFHEESCMMETHREICEN 5 72
(log-rank test:p<<0.01), [#Saa] ARBFZEOHFIITURBTIREIC
SCZHtHd % T & THIRMIRIGR M LU, FREEMITNT
ZAHEM RS & DT, SCOMREAIIHIREE NS,
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—RE BEIREEOMBICRET BHREE(C
DLW T D&ET

OF% Jtm", ARE BV, HiH KN, R EY,
FIAEY. A A

1) FLSSORE SBRIBH.

2) BRI ) 7R,

3) BLHERRER

4) ELRFRHER

5) RETRER

[EM] B RS 2RI E S BHURFEFICOVWTIE R Lo
T HRE DR SRR HEIRIFE S 72 0 U 7= B R IR E R H
WOV Z T o T2, DS IB XU 5TE] Fifiz T 2B
IREFETORN 25 & Utzo BES8HI, LetE2 141, AFfn e
E755% (48-925%). Aifl436l, FMI366l, FEEOFAL L E
HAVA0B,  EEBIRE DG, HERIRE DB, RERE MN27
BITH - Tz MizlEEIRE RRIERIND6261, FEIREH 24
BRATHI. FESPREREO27THN T U T BN Y > SEiEE
EHifT L CW e, A T — T IVikER, HHRUGEER HiN e
LT a3tz ngie UEl ZHREE D D & HE LTz,
[F59] 1361, 16.4% Ttk OPEIREE Z 78D 7o B IE1041
(17.2%). LME3B1 (14.2%) T. BN 2 SEHEHEZ 1o
7227HITIE9BI (33.3%). BHENY >/ EighiE D x> 752
BITiE4aBl (7.7%) THEUREEZZED Tz, 56l B R % 5
HUGBRE R Tz TNTHET, WINEFIIRIEAZRR
HTWz, [EFE] FilDHRDF T & PEIRIESE 20k ez
PR U7z, BHENNY VREIEREZIBINT % & X HICZ DM
XS E O, A IEREDHI TR, BEERDRE LT 5
TEREBE & o Tz B REE TR OPREFIC DN T A
VIF—LRavkey A EEZ 5N,

—MEE 5.7 /LT UBERVNNESE

M BB FTUR-BTOIRER

ORZE R, /D R (s J5A, 71 2
EILFR+FRl RRER

[¥35] HJ12E2W (photodynamic diagnosis; PDD) (&
JEIEIDEEE RS R 7 T 22 U R ZZ OIS BV T 2
DHERMENHRE TN TS, 201 THE 12 A RBEE G & 75 >
725-7 2/ L7V Vg (aminolevulinic acid; ALA) 7 fu 7z
PDD#iBh FTUR-BTZ ##k L 7z D CTH 9 %, 5 & /iik]
201846 H A 5202045 H % T XL TPDD#i ) FTUR-BT%
fiidT U769l 2 0t 5 & Utz Tl %8 A 28 21 [l if 12 5-ALA
20mg/kgZz ¥ 145 L. TAKEI#ES 2 tALEDYER Aladuck LS-
DLEDZ W\ CH & UPDD RIS L. M E L < I3 YIBR
U, JRBERRRRE 21T O R ISR 217 > Tooo TR
289K A DG 21T > 72, PDD T 159K AR i 72 58
DIRARGIE L Uz, JRBHHARR A T 140 A1 BT R 72 38
BTz, KEIE84.2%, FFREIXT72.4% Th > Tz, THIRER
KUOMUINRZETOMETTIE. BEIET76.4%. FiHE73.4%T
Bofe, BIEEHOKR T, A Z N Z Nhigh grade
84.0%. low grade 83.7% Th o7z, FENHZE L7731
1RD 5 B61.2% 3RAMEMRIATH - Teo HEHEFHRIE26HICIF
BhEREZ RS, 5 B3flikgrade3. 1611 .0 FE B 72 &8
7eo [hGaB)5-ALAZZ FIW 72 PDD#ilh FTUR-BTZ2#88k L 7z, 4
FHYYIRR O UIBRFEIFE OB & 755 L E X b Tz, HHEE
FEEROMERE L EOAFRERITTEDILETH S,



—MORE  EERERASICXY LTUR-BTZE KE1T L1361

OFk 1228, ate wih, ol 55, Ak A,
HEH AL e B A2l B A K]
BRAKRT EaRIFMIRER BRER

Uiefi 1] 64k £ctt, FLIRECT2NIMLIC TR A, ifn ik
DB U727 BRI BB TR BE LS AT I 5
B Y, FIPETIC TIRIEBICERZRRS Tz, BEMBERHCITDN
P A MR & O FURE O DMERE & NS, SRS H Y
IR RGBS YIBRA (TUR-BT) ZfiifT L7z, fhitkid
FLEHEICHE U T AL 2L 2 i T L T % DIERI2) 6655
Mo B HfERECT3aN2M ISR U T 3MERGIC BHIE AT BB .
Sunitinib37.5mg 24% 14K, Axitinib 10mg/H < Thigerf, il
PRAEIRDNEL U 72 e D it U T2 CTIC CHERE IS SRR 2 15
et ERA 7z iR b nte, BEEHC THIBE, #H%AEE TEAIC
JRFETERS ETR S 2 3R IR BRI & ifn bR T Bh H IC TUR-
BTZZ i1 T, JaBHE2 WS A R B B e Dis R T & - Te.
HBRZ & U CAxitinibidPDH) E & 7 D Nivolumab& A &
& o Jeo UIE BIB) 760 12 Mo A JE RN J 2 P B 4 i
cT4aN1MO, HER2BZ 1 B #EpT4aN3P LISk L ChiEESD 0,
REEHPCTIC Tl Fadii K & I i MR 22 72 529 MR
& ixotze BEMEHIC THIEEZBR < IZF 2RI HSHITL O
FAIE S O . TUR-BTZ i1 T L7z, SRERRZINIC TR LR
PRI E N, T U Tirb N B ORI B L L 7240
fadth Enizc s, BEOWE & DZKNICE > .
(Z5] A OEBIHSRORE & MiTEED 5L Sh
%o LRl EsRE OBEERIC DWCREIEN, SCEIYE 5
ZIMATHRET %,

_BOREL 0Ky FERROBEREICHT 3347
DP'1 27 :/ll\y Hl:???ff@fﬁﬂ?ﬁ’ﬂ#ﬁ?ﬂ G&
BHR) 1EoWT

ORNR Bz, B S, PUH B, 228 #h—B0,
B2 FC, FHERE B, TR AR, WA BETRE
thii 2, BGA
FRIBRITRRAER  bRaER

(EHM]Y BEhEic LcaRy bk s ~ R
(RARC) HMERRIEIG & 75 > Too MBI U TR
A RIA4 2V TRMHOICZIRENHER TN T WS, ShEFRA
3. RARCZ JilifT L7z HE D A 7 ¥ a /N> MLk
(NAC) D#IRZIRPRZINCHETT %, [J575] 201854
5202095 F 12 45 TRARCZ JiifT L 723661 TNACZ L 7228
Bl 72 X5, NACE U CGCH#E, GCaftit (CBDCA) ZzfiifT L
Too ALZESRED O — A5 JRFRZEIEIR (CR, B VAT —
V) EMETT 3, [BGEE] ERMOmILET7 15 (36-82). FH24
Bl 2zAfl, HREEIE T N TR R ( plasmacytoid
variant 16735 35). cINMZ$81&. T2 18fl, ¢T3 9fil. T4
151, cNO 25, cN1 241, cN2 1§, cMO 28%1 T &H > 7z,
NACO I — AU, FRfE3a—A (HipA1-4a3—R) T, GC
Wik 2201 (78.6 %). GCa & i:461 (14.3 %), O Al 24
(7.1%) THole, Fiifit L U TRARCKRHIHEENY >3
FRH5E27H (ER1260) i, Fns A2 18 (2-33(/)
TH > Tzo it D5 B 2% 19 M 51 T (&, pTO (CR) 134
(46.4%). pT1LAR 18f (64.3%). pT2 2{l, pT3 34, pT4
2617¢, pNO 23 pN2 44, pNx 145, YIERW G &2 TRk
BTz, U] NACOIREANRIZ, R OME & LENTH ik
OHRWERTH o 7o (LEEHED O— X EIBESIR G E %
Mt U, RN ERE A TS T %,

—HORE  WRICH B RIS RE L + B SE
BT AR MRS

ORI, St SRR, i sk, (R FRB, FUIt 6
ERUTVFENAY EFH ERRSBN

(50 RS ERZEED D2/ « RER AR 2 3R A DR
BiE, B UT RS - FEBIREEFH ORISR 5 2 %,
(51 201241 HH 5 20204E4 7 & Tl 2405 T B RS 42
i+ B TR 2 AR IS i T L7z 11 2 Rk g & Uie, G
B B E8L3TH ., THERMILT6.15% (65-825%)
TH oz 11H1D 5 BIFNE A RIE & - IRER S X OhhE
DFEIFFERN TH > e HED DD BRI FB IS E LR
g o PRAEWEIRERI T, WS OB A B B A A RFIC i T &
Nizo 5580 OTHNEBEMFEER T, 5 B 1A -l RE W
Uit P DS P AFTE U Te 7o 8, TR HERY « HDAR D HEfR
THolOREOBI SIS X b, SHNIIRE 1755 &AL
e hd & THAEREES OIRRETH L. A HIRIRE SN
FIRHICHETT E Nz, THIEETHIB b, TR o
JLAE X511 (210-820) 47, Hirfm & oty 11390 (192-
7872) mITH > Tz IREEE DI THNTZID S B, [Hf5E
EERDAG, RS R HENSHITH o Tz, BIEEEREHE
PR KRB TR L U HiImEZ D < (i 1736 vs
2160mD. ABEHAR] (i © 27 vs 30H) (W EBIAEE
HHNTz, (GEGE) FrilBpRE 25+ B R RmE I B
WT, [PIFEEER ISR Z R ORI D—DTH % &
Z BNz,

—RRE SRRtV ILB R EEREETF

DP-128 R

ORI ", ST S4A0, BRHE — 81, il BEh .
B EIRD . NI IR, 2 R, AR
R B
1) BHEELYZ— BRER.

2) BNNFH SRR
3) BEEEREEYZ—.
4) TEEREE 1) 77 mbR

(W] @RIER Y > 2 —REFHC B B RIRE @I
U CFili 21T LR DWW CHIRRE 217> 7. Bt
ET71E] 201344 A 520204E3 H & T MR CE R E
It UCFEMiZ 7o 724901 k5 & U, B - R - e
BB GELRD 1ShE > THERR ARG 21T - 720
A7 H#R (X Kaplan-Meieri: & W TR Uz, RER] Fiid
46 ~ 90i% (FPIMAET 7). PERNE B340, L2156, &
N 24, 42501, itsBgdAmiEl ~ 740 A (hyfE
3TIH) ThHholeo Fli G ERE SRR LTk
THERSEE R+ FREECE P UIBE A A0, HEESS R+ FHRERIE S
GIBM3KI. ANGIBR+ FIEE R UIBE 11, RASER D YIBRE
BN H L TESHIT N TN TH - 720 SRR INTGSERE X
pTis - a 24fl, pT1 6fl. pT2 36, pT3 156, pT4 16, %5
PIAARR A D B C U IRE E R 4201, i R 75T
H ol MWLM EFERIZ24.5% (13/49061) CTHERE R
TlpTis - 2 29.2%. pT1 50.0%. pT2 0%. pT3 13.3%. pT4
0%. BEMEtrmEsE COMMIZ2 ~ 280 H (hR@Eon H).
IR~ ORI IH3H], FF261, B 11, V> 3@ i1l cdh -
Too PRHRRRIYSEEAERIZTA0%TH o T, [RRE] 4Rk
BWTFMT 2 [T U 72 B RERRIERIC R U, B - JRE
PSRBT O RN D F BRI MG 2 N 2 72, wiilal (2005
fE~ 20124F) DFFRD L OHE - Mtz T-5 72,
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A EEET

RS e TR B S BRI AR E R

. RL7AaY X THE L1461

OW 2, I A1, (L KRS, B miE,
Juks SR, AL TR, A2 B BERL P —
[l PN
REAKRY EFER IpREEE

445%. BTt #BOKITHEA HhBRIIN LU GEEZZZ,
JEARCT THI6emD ML, 7oK EHE 2388, MRIT /e kS
e, FERE, SRR M RED N7z, cT4aNOMOD &2 i ¢
TUR-BTHtEfT L. JWEESRIZUC with squamous differentiation
T. SCCHIZE L7z & T A199.5ng/mlIT&H > 7z, Neo Adjuvant
GC 3 — AfufrH%. Wifg [ JES R /N2 7R L, SCCid
19.5ng/mlE TR Uz, MRS RS 3 0+ a7 58 i
AR ANT+SAR A s 5 BF U0 B 4 A 770 i PILARS AR 1& pT3bNOMO,
Infiltrating papillary UC, high grade, with squamous
differentiation T ® - 7z, #li#%ICSCCIE 1.4ng/mlE T F L
7o, i3 o HROCTT, BN, AR, mflEEY
VOSHIHR R D BED N, i E & W [ IR ICSCCIE
13.4ng/ml& @fEZR L, XL 7Y XX T K 360725
MU 7o, iBHERIE2 O — A% OFHCTIC T IEEHIZ AR/
L. 10— XK T DOPET-CT T 725 5 A EEM TR
HTVERV, 30— AR5 KHE1.5ng/mlE TE. 100 — XA
BT7#E EARBRDEN > Tz, ZOMICE EA L TWIESE
S —A—MMFEE LT, BIERIERHENTH 2, EEAA
FHHRELADTEST | BIEEXLT Y AT 285 ki
HTH %, AREHIERFRERZERIOS L TRLT Y XX
THER L. OISR~ — 7 — R RRMEICEHTH > 7.
NHAE S 2 3D TS T %o

182 SE72EFERKBREBFFRMRE (2020118 - BIRAZF)

—fEE  BEHRREICH LPembrolizmabi®5&icH
CRERERMAZ R L2146

OV $&R, AE s, 9 e, (AR HX.
il ##ih
EiEdE RILERt>2— MRESER

[#5]) B EREICHR LU CPembrolizmab#Z 5:441C H . fa s 4 46
B 72 FE U 72 1B 2 B LT D THRIE 9 %, DERI] S
B9 I M. AR EEERODCCHER 6T — A {114,
Pembrolizmab$% 5726 23— Z i1 LTz V) >/ \Eifii e B p
KDDIAWPAZDICTIA—AHERES L, R58HHIC38
B DFEAAERIED =D B2 At x0Tz, RIERINET
CRRETHO, HEMETCHFERZFATET 2 LETERDh >
7zo #5.10HH & b GCS E3VASM6D = aklm & H 5 AT
PG 72 B U T DMEIRIESEY 9, BMRICHE AT R
BEENEh o7z, 12H BHICIFsRE MRS & GCS E1VIM4D
FEAREENHIR U, BE S O REMEDYE < BER A 2T o
7o, MEEME % RE S F5H CH - 72, 13H HIZPembrolizmab
BE51%Tdh 5K S & BHEREH (immune-related
adverse events; irAE) 1< X % H BRI S & LT AT
O ROV AFHEZIT o T2 FT, IRRICERR LNV OE NS
bNiz, BIEATOA RGN ZT-oTH L., BEEBET
THETHIELTWS, [5%¢4] Pembrolizmab# 5B %
irAE& U T H BRI R OBEIF0.1% & TN TV 5
M. AFBOWIKEREHE TOMEIE F 72780 AREREIE
BS EFINT Z UWDWFEER & 20 IR D & JRIK & U C ek
BEIR AR B, MHREARI O D6 A L BT
7zo Grade4DirAETH o 7z b3, KRNI X T 1A RISV AN
LAV OUEEICER Uz,

—EE  Pembrolizumabi% 5l &1+ 2 MM F

FRER/Y > INEREE (NLR) DZEb&BE
R DIRES

Oy UE, A5 BRI, MR a7, (e e,
R, e R, W AR, P EER,
Lk LB, Rm U, SR DL
RKAKRE EZE BibRBNABE

[H) RRMAFBR/ Y > 7 SEREE (NLR) 13 483 D S s ke
DT, A RIBET T OBERREIN TV S,
JEF oy 7 RA Y MHFEAMEH T TR ARIEEMERS T D,
NLRICZ L Z 756 LTWAARENDH %, S HFELIX
Pembrolizumab#¢ 5:1C 3513 2 NLROZE{b & BRI DN T
Mt ZiTo 1z DG 5] (LA B U 72 RIS b1
FE T 20184E2H 52020423 H F ¢l Pembrolizumab
5 U 1223% %5 & Uiz, Pembrolizumab#% 5-4ij & 21—
AR T %, 30— XA HBMEATONLRE Lk L, R U &R
(NLR EH#E) SR T U728 (NLRIE REE) 1Tblr, B
HRAEWE Uz [F5 5] PembrolizumabZ % 5. U 72234113,
BE16%4, 74T, EEROPYIEIXT71% (53-88/%) T
B oTee FFBIZOFIN B, 12610 EiBIREE (B d. R
B IBIDEEM R CRE. 1HIHDE (XY 28 THh-o iz,
NLR [ S5 E£139C. Pembrolizumab$2 5: [E1%5 13 FH Uil T 6H]
(2—8[a)), NLR{X F#£1Z 1441, Pembrolizumab#% 5-[A1 54 (&
e fii ¢6lml (2—23H) TH - 7zo NLRERABET22.2 %
(2/95)) 1 Z=5h7 B, NLRIK FEET64% (9/14%1) &%

BTz, ZEENABIENLR EH#ET0.88 7 A NLRIK T
6.85 7 H ENLRIK R CHBRICE N OIEE# R T (P
<0.012), [§535] Pembrolizumabf% 5:44ICNLROZ{ LA 5
N TH . NLROZ AL & Pembrolizumab M 75750 5 3l X+
1272 D1F 2 ATREME D R E Nz,



—RE EmBMBREICHLTRYIOYRR T
ZEALRBAZH LA

OEkg —Y. TEH BIED, T 82, HE EY,

PR BBV R

1) ERRTINARR BRER,

2) BREERRVUZVY,

3) dEEAA LY Z— BERERRL

4) EMETEIRER RRIER
GORE 3 O — AffifTi4. X7y X< 7 % 2 4ELL BT
L. CREEZZ LNZIREZMERE L TV BIERZHRE T 5,
GEB] 6 8iktcth, [BURIE] XAE 1 AW 3RICHTESZ
Do MUIMRE LTIEENTD, CTTHE LI T ALY
s, SEE Y SOSHIENR. Mk, 258 ERTFIES S O
YR ZZ, H8] CT A BN iR 1P o ghu 459 mm
DNEE 78, HERFIMRE O 7= FEPRE . 5L i
170 TRPRES SIS BIAEAHIR 2 £k - 72 RIS _ERE O, [ih9E]
cT4 N2 M1& UTGCRELRIR, 2 a— AR T %O &Ml T
WRRFTOWA L, FFCHIRES D, 3 a— X T OFHI
TW&SD, CCRHEDRIENARF3 LRI L, Xy 7a) X7
NOBITE R 5T, 4 3— AR T OFHIHCT CTIAPROH]E
TVIrAES 72 Lo 9 O— AR T OFHIN TR X 52 4
Ko JAFEAE25mmODIER AR E L THEL TV EH, T
DBEWIBICOEY RZETH D, Bf%kOElbeEZ5N
7eo irtAEOHRE L HEF TRy 7)) XX T %53 01
it L., SBEMETETH B,

— MR EISMRE EREICHTBARLTAYX
T T BOTCEEDIHS R AEER

Oufibk i, MR 220, =il TR, Wkt =2, TP oofE
INTTEEAERTAR BN ALY 2 —  HREER

(HW] B PERES ISR T2 RA 78R X TH%O%
BEEIMIEINTE ST, Y TRTCORE 07 ) 231
FIIVRTSF ) EhiftT L TW0W 5, TCEEDEBIKIRR O
BIENIRB X OZNS DIEBIEOXRL T T Y XX T TOGRE
S e ORBREHSMCT %, [/57£] 201851 H H 52020
F3H, RLT ) AR T 7%2HE5T % EPD & & b TCREEA
1FENT=8H, fEBIERFOTCRIES X URLTOY X7
TOEFSHRZHITRINHG Uiz, e SisB Rl o &
() 2R 15mmEL L, Z N LISHE ERESmmEL F 72 5s
2L EF) 72RECIST v1.1 DFHEICHE U CRMII L 7z, F72X 4
T AT TIHEERNRNPDE X USDO LB IEESHY . TCHE
1 CPRULEDBHENENE & NIEM 2 bR BikEd b &
W UZze ORSSR] TCERE OBISUR e fiiid8.5 » H. Bk
W56, FElm T EI655m. U > \HiRE & 5, il A4
B, BFEfE 7236, iR z3l, JFEREE3R TRD Iz, TC
BEE DN AR EREN R I 22 CCREPDIZ &R L, U > Hiliz
PR 24, Miisfe  PR2GI, HFHEHE « PR2GI, HisE & 5%
BIISDTH o oo EREBEMICENTRLATTY AT &
LENTTCHRE TOBBNI R OUEZ RO =D, U > iz
B2, MEsi26l. AR 1HITH - Tz, [(FEE] XL 7 1mY
AT THBLUTWSIERBIHEETE. U 2 /8Hi, i, B
TIETCHHE TR R OUEME LN TV BIERINH - T2,

—fEE  GEM/CDDPEEICHIF BRIV a—Ib
BYRETBFHREFELEEFERADS
ERF 0%

ORI RREA ., TS BRG. BEE 5MT. i 617,
e ok K, W2E AR, CPIH EER,
ey SRIE, & RBh, R, =R DL
RKAKRE EZE BREINE - BRER

(HM] R % B 6 80 3B W T. Gemcitabine/Cisplatin
(GEM/CDDP) {13 320 JRIG bRz B 09 2 85 —F_IN L &
AVELTELMHENTWAD, A7 Y a—)Lilh s
TERWT LR LIFLIERERE NS, 4lal, GEM/CDDPH#HE
FTo RN BN T, AT Y 2 —IVi@ D Ic52%d 5 il
FRREAERADE G T DV TR )T RN IR 2
7o [R5] MAEHT BV T20094E1 H 5202045 H %
TICGEM/CDDPIE LA L 2 X > & JitT LI 825 74%, [h
W] WERIZ B HE562 184, BB B I 1061, JRE
FELISE, BEREREASH, PRy 1B, BHEEEw22M, B
A BI L 2201507 — )b, il B L 22 881E28 7 — b,
TR MEREIC R B 1377 — )b, #2150 —)ViE > T,
DI BRI a—)VliDICH T TCEIDIEXT727—)V, TE&
Mo lzDIF1437 —)Viz 5Tz, $hil - ZEHOJRE E LT
BFEBHHEINZ S Ab N, AT Y 2 —) )Vl D ICifT TE =
FHd. W CTH B &. GEM/CDDPREE TRl O TR
HE « MV/IMREDNIER TH 5 T EWMEERRTE 5Tz, [#5]
S| DOfEHTTld. GEM/CDDPEEE X MiE . BIREHE « M/
MEFHTHNEERICAT Y 2 —)ViEB 0 I5ER T & % alReME
NENT EDFRENT, 2EFERAORSH TSI
SMICTEEh > T,

—RE  RLT70OY AT EER LTSS RE

m + R ES B DB R IR S

Ok BE—. /Nm iz, H b Sk
MEERtT> 2 — HRER

X5 T AR FNRIC FEFE U7 RIS L B8 HI T, RN
b (Beafiite) A4ml, B LREE (BRE 2R H2
Bl B pREE & R (BBIDE i+ & RE 2 itR) A2fiT
HoTz, HBEAE L IRRINHEIECCHIEMNTHI, CCHRIE+TIPA
ITH > Teo TNLIIBN S LALT Y XX T 200mg
% 105450 —RA BHELIRGH) HEfT Uiz, B ot
IS X B THEH, MKFEA 16, CRA2HITH - 7z irAE
RPN 1 T - Tz CRO 1HINE A & [T ki
LTV, #ifm : PURBSIAR TR R A AL LT
NLT7 1Y XX TINERNIIEBIDMAES B, MR DM/
EXHRIES 2N A FNHNT T B FEBIER S 72 oI Hs
ER:E
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—HRE  Pembrolizumab% BEHR L2 REE K I
DP-137 EBINMNE LB ZRERDBERZRER

Oreply kst J1BR 51, (Rl B, ol e, A —55
N REEE N MRS

[#5] EITHRERETRARKEDOVD EDTH S, A
£ X 9 % A #E 1FGemcitabine hydrochloride ¥ & O
Cisplatin (GCEHE) IC X B AFEN TR TH > 72h, 2018
£ XD RE EREICH L CPDIML#EH (Pembrolizumab :
Keytruda) OfFAREAE NIz, SRR GIEERIEEAET
B EIRE RIS U TS R L BRI s S i &, g
F w7 RA Y MHEREZRG Uiz ®isd 5,
GER & iB%57E] F— MV — 2R 572 B L 7211132018
F1H X D 20205 H % T JERZ65EM 5801 £ TD10
JEB, PERNE 2EIHE M, Wi 2R E R RES ERE).
2f stage IV 5HIDVH%FFE, ECOG-PSIZ0M 3. 173664, 2
WG, A 4E B AR B B (b 2k OF R I
Pembrolizumabz#:5- Ufz, [FEH]  REFNC BV TRIEME
280« PN/ IAIC B89 % IS B ERIERRD b o 7z,
F I AR G T 2 GO DR FEE R E Lish -
Too A THRERIRIC IS O — R K BIS & CTH {5 _EREsD 7%
Molze [(BFEE] BEHMEZEEREICS [ i E . Pembrolizumabi
Haf7 o I B hRE ORI ES 3 %,

—MEE Ry 7O A TR/ERICSREHAE

m 5 BB ) > NGRS 16

OFse 42W0, (LT STl 780 BT, B Held,
WK PEd, Aot e
AeRERt > 2— HRSBE

CREFI] 715%. Bk, (k] WiE - W Em (BN E)
20134E, [RJEMEREBENEIC € TUR-Bt MifT. JWELASS4UE High
grade UC, pT1. I A+ 7+ 10—, 20174, IfJRICTH
2o CTIC CAMBEBIRMELICY S RHIEAD O, NS
Tl HMILEZTORBELEAER LR D XD BRERDT,
20184, ASHEEY »oSHiE AR LY VoSEIMETT, FEboE
DHEFE & 2 LY RHB N 2. GOiE6a— A fiifr LY >%
iz R, 20194E7TH K bRy 7o) XX TRk 7%
%o 10— 1%, WijEmHBL MR TEAR TR Uil
JE AR W2 s K U BT DR Wr T ARE. SEmAIINE & 75 %,
BEE% 11— A AT E AN O « wiEREIc Y bR
K238, N T7m ) A T &K B L RBEH RN TARE
Lix %, HICCPHiIAREYE, REREME, HikLHi1A320£%, CRPIX
12.7 £J0EL Tz, JBREEIMRITIZBIETR DR 2388,
AT 21— T U T B STV ot e B A5 N O v 15 7z
Aht-, BEKIIMELOD12a— A T, 7L R=Vnu v
10mg/day 45 USERIZHR M e, BHHREFA M Lb—
RIGH MG L T05, [EFR] BT v 7R A2 Ml
SRIIBE 2 ISR U TR D B 0, HiiE O B L feyEthR
HEROMEIRZF | E R TIHENH S, BEROHEIX1 %A
WMEENTHAINFEEL THEIREND S EEZ BN,

184 E72EFERXBREBFFRMRE (2020F118 - BERAZF)

—HEE  PembrolizumabhNE%R) LT RE

DP-136 [k

OBl i1, R BORER, il &, Sk &7,
A, PR RS, AR, el B RO R
IR FEZ, SR T, e B, I R
EILARZRER  pRaR

JEBE4 UM X-9%E 10 A KIC AR MR IC TREEZZ,
TR [, RIS L 2Wn, PRIEEREH 4+ B 7 U1k %2 hi
17U, TR i H S U BB 22 E Nz, [AfEL2
HXYCPT - 11 +CDDP 33— Afjiif7, X-74E1 H DCTIC T
BN I BE WEBZzRdk, REIAKRKKLD
GEM+CDDP+PTX#Ei%: (LU RGCPEEE) 33— AFr0, A
FFRZR SN, IR RZS 3 R 8 Utz bR
+ IS IR Y o SEIERIE . I E I IERT 50Gy %2
17 L. CROIRREHERSF T X T e, T DIRIEX-5/F, X-3MFIC
ZHEMHLFE « NI R s, ZNZFNGCP $E3a— X, iz
IR ONEHNYIBRAGET T L 720 X-24F1H DPET-CTIC T/l
8 o SHIL M, GG, ARSI R R
&, GCP 33— R fitif79 % & FAFEJKIC I, iz HEl,
GCP#EE1 a— A fiifr LIz HPDTH - =D REIOH K b
PembrolizumabZ B . B 5 A 75 5t 922 BE R VR FH 75 < #%a
U, B~ —A—I3EFEHICE R, BBRHIEPRER D, DI
336 [ 45 D Pembrolizumab$% 5- THIfE £ TNEDDIRAE 7 HEFF
TETWVD, RIFEEREIHTIRETHO ., BRI E
NTWiERV, ZEliEPembrolizumab? &4 U 7z 1 71 IR e
FED 1H7 88 U 72 D CXXRRINE R A i3 %,

—HRE  BEITFHE LTlymphoepithelioma-like

DP-140 carcinoma® 14§

ORI ER, A P, iR BHMG. A 3R,

2 1z, /MU AERTL, IR HE—RR. BPH L.

POk B O EEL BN L )1 R, MEE B

BEAY [EFE OMRBE
[# 5 ] lymphoepithelioma-like carcinoma (LELC) (&, F"H
BUCHAET SV 28 ERE (lymphoepithelioma) & FA{LL L
ARk 2 R B E NS CTH O MERARORIAR,
. i, B, IRES B R ETORENME I N TV S, JREE
RIS B BLELCIE, AFEODPRES F SIS 2 Bk
BKIC B W TR R B8 [ B ¥ (invasive urothelial
carcinoma) D12® 25D 1D (lymphoepithelioma-like
variant) & UTHBENTV S, JREG FRICHA T % ARED
FEFERE XA ENZ D, 202 EBRERTH D, BR
DOLELCIE RN ENTH 5, UiEFI] 73 B, MEBHHFICT
M TR B RIEG 2 e E 0. YRHEN 22 LT,
R CTIA CHbv R 2, Bz onic, HEM
U 2 SEHERE R RIEA ERRD b o T WAT IR dE R
# Cl3apple core signZzils. JRMINEIEZIEEEGIETE > T T2
T i fECT2NOMOD 2 W NI IEIES T 72 IR E Rl PRo + &
MERY > NEIERE 2 fid T L. Jod B A 2~ A & CLELC & 72
Wi E Nz, AIEGIZ &8 RES bR R FELELCO# S 1) 72 N &
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