Pathological and biological analysis of congenital
hepatic fibrosis and Caroli's disease -A
comparative study using an animal model for the
disease

S jpn

H AR E:

~FHE: 2017-10-05

*F—7— K (Ja):

*—7— K (En):

{ER & : Nakanuma, Yasuni

X—=ILT7 KL R:

il=F
https://doi.org/10.24517/00034791

This work is licensed under a Creative Commons
Attribution-NonCommercial-ShareAlike 3.0
International License.



http://creativecommons.org/licenses/by-nc-nd/3.0/

FERMEFHRMEE + 7 0 U R ORBEER), o T4EmFaIRe
—EWETIV E DB E LT —

HERT 12470044

B 12 FE~ TR 14 FEREMARMENS [ ABHAE BR] WRRRESE

SRk 1646 H
mEEE
R R
fm s DT T SR BB AR R )

I |

MBI

0400-07358-7




SERVERFRRMERE + ) O U R OIREER), 0T EYFRIR
—BETIVE DB EF LI

b= 12470044

;\%&

TRk 12 EE~ TR 14 FEREMARAHS [ ZBUEE BN MERREESE

ek 164E 6 A

PHoEERE
P KT

(&ﬂﬁ%k?ﬁ%#%ﬂ%’%ﬂ%ﬁ%ﬁﬁ%ﬁgﬁ%)
AR



=G VR A Y

bt MFRBEERIE, BEER (ductal plate) &EENS X v MRORBEEFETZZ
B LRERELORETEEEZLNTVS, HE AR S X SHEDR
B 258 & 5 IFRMETRIE (fibrocystic disease of the liver) &, Z® ductal
plate DMERVET YU OV RFEICELDET S L3N, ductal plate malformation &
HIEEIN TS, FEERRECETAIRENEBL LT, FNBEEOZHE, 2&
ROBRIVEEREETHADOUR, BSTICPRESESHEKOBRIMEEZ/FRET
% e RMEIF#MEAE (congenital hepatic fibrosis, CHF) & <Ash T, Zh
SIXERAHELSEEERERNERT. £, VOUREP CHF TRERCELRAHKS
HEEREEFEETERE (autosomal recessive polycystic kidney disease,
ARPKD) 26675, INETREREERMEORNK, HWELAN L EREEES
<RINTVEY, FREBREICET I MAERSIIER SRS, TOHEERE
DERNABF T DVWTIERERPRANZ N,

bt MNEBORRE, WEZFHTS LT, BURETIEMERWEHRZERDTE
HTH5d. BEET, 2REFERELRSTCHSHERREZRBT28HEL T,
C57BL/6J-cpk/+R VAR EN DRDFRMDBDOPHREIN TS, LL, Zh
S5OBHMINEEREZOBRENEETHD, MOTOREHEENMEWD, TO/EMA
BECEREEBEEEOMECRE LN TV, HEEHNBLLEEHEECHIDURD
CHF EOF#HBEEZREI 2T EMEIINETICASNTEST, ZhRt
ZRMEBEIE & L TR EEREOMBENLEBN THWARKERFERDO—DT
HoTz.

UM LUIREIZRD, BHEFvy—IV X - UN—DB4EET S Sprague-Dawley %7 v
k (Ch:CD v ) oan=—ns, SREBERDICHNEEOEEAIRER
TRRAELREY (BRAEESEEREERZRT) NRHEN, Katsuyama 5IiC&K
¥ polycystic kidney (PCK) T v k & U THE S /= (Exp Anim 49: 51-55, 2000) .

AMETIE, ZOFFICHRESINZPCK Iy h2EREME L TERL, HEAK
FHB IO FERFNRES 2P0, BT v MH N5 HRHERIE ORE®
TORIMEFRICET MR 2To, IHIK, —HORFTRRED LK, B -
ADUKEZRS NS CHF ORHE, WRREOMHAZRS . DUF, Wk 12 £, 13 £,
14 EECHYS L AREHERSSS [ 285K B) ] TEXEFSIEE+ DO UR
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1) PCK v MTH 5 NDEFRMNEIE OREMAMENTL 5 T TRV AR

PCK I v hOHBZRBEASAICRR LR, 27y MCBTAFNEE OIR
RITERENE, SEROFRILRETH O, BBHO T v P THHRBEEICIEESA SR,
REIEWVINROBENET TS ZEBHLEMER> 2, IR L ZBERICPIREAN
T 5 central dot H1 HBDHN. TS PCK T v OFRO IR EMGER
B, ETO CHF 24500 URCRD TERLTHD, PCK Jv b3 CHF
ZHESE R - AOUROFERARBRETNEMERD DB ENREINE, EHIIPCK Z
v FOFRBERRORAE LETICIE, HFRBEE LEMROBREET R - XDFR
FARMNE S L TWA ZEEHENI L,

2) PCK F v b QOREEHRROFEERF - HE L KBEHRER ORI 250N

MBN BB ISR OB R PR ICEERER2H> TH 0, & MEEFOFREE
TRERERICII RN ST URRBL Tw3, PCK Ty MBI SHN
BEABTOIIZ, NHMaAS—F L ORBRESHERMNLEEZS, BB X
VHFARO PCK v NOFFNBEERBETOI I, NEIOS—7 2 ORRIX, o
By MNFERKOBEZRLEZ, ULHL, AEFGEAREELAZPCK 7y TR, X
EBURFRNEBEOREBRTIIZ, VEOS—5ONARHENED SN, &
512, £ 10 » A#® PCK T v MTIR, —BO3EEEE &I 0BRSS
N, AFORBELEZEEBECRISIIZCoRBEEFHEELTHE: (NVB@aS5—F >
DOFEBRIHAONE), 2O UAEAREREEREDOREEEN, LRMEEOBEDIERIC
fAohOEEEZRIEL TWS EEDN, PCK v hOFFRBEIGEORA L H#fTICE
BERRE 2B TOAREEENRE Z 5/,



3) {LFHEYEEE PCK 7 v hOFRICA S NS5 LR {LEDRE :

AOVKREBEEFIREALOBDHEHEBORERENS <, #RRCHRLZFABE
BT HET S > HPEEBERNREBARCHEE L THSRENRD D EEZI SN
TW%, £/, Sy MCREMETHL7VVARREFREDNE (3-Me-DAB) 45
9% & oval cell hyperplasia, cholangiofibrosis MBI L, cholangiocarcinoma ~
EERL TS ZERIOENTWVWS, 2D 3-Me-DAB % PCK I w MI#ERS L
=& A, FRICIZEIIC oval cell hyperplasia S3HBEE L, oval cell hyperplasia N
CHRBENCHBEAEPEEZE TS LEMHEALE, S5, BEERICEEERTO
U FIVERERRE LRLEDERERFTHS CDX2 OBWRENA LN, OB
BB AT 5 LED, HhOURBEHEIIBITS intestinal tvpe cholangiocarcinoma
DFEERM & 725 Al EEAVRR I N/,

4) PCK v hOEEFANEE kLMD

PCK v MZB 2 EMENEY, &5 CIKTFRBEEIROREEF % in vitro T
BHEMIT B0, PCK 7y MO, S FNBE LA EREL, $#HREEE
ISHERERR BRI L7z, PCK 7 v NOFFRERMRKIC 57— THERL, FEE
REBXGONLZBEMNSFRARBEELMEL, Chz 1B 2FIVER
B, BELE. COFRBERBR2S, 3545V Rl — MICHEETS
JHE FREME DS NV T ERRU TR R U, REETE SR
MRS, a5V ETHEOMBEEBRL, TOEMRICIIMEREOOR
BRALN, THCEE LEMBOBERNRBRY—I—Td201 M IF 2 7TBXT
T =N INEITIARTFIF-EORESHON, BEELEMEEL TOREE
BRELTWE, 2H50LT, HEHROEADREWVPCK 7 v MOFFNEE LEHRKE
MLz, DEOAFEICKOESNHEE EEERMEkKZ AV RHICXD, BT
5) KEETHREEE.,



5) PCK T v bOBEIFNEE LRI LY ENFEL 5 NTFRBEIRORA
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PCK v MEEHABEE LRMEOMEMERIE 2 3EHTH, HESY DT
7RI A TEL, PCK Tv hOFFREE LA CHEREOTLENA S,
CDNA R4 707 L1 EERAWT, PCK T v MERIFNEE LEMRICBY 3 8K&T
FEENBT Y NEERBRUAER, RENZ EERFEOMEEENT TH S EGF O
MRENS 7 FIURER (MAPK 7 IVERER) IKSEh5 MEKS, 726 iciila
HEFECBRMALICEE 5T 5 bFGF, TGF-$3 BL UK TGF- | MZAUEDBEIG T ORI
ERH SN, £, EGF ZAKHERORSI, PCK Tv bOE#RBEE Lk
DBEIEHEEEZICHH U, 518, in vivo Tb PCK v MNC EGF Z5{6H
EREREGT 5 FERERONENA SN, PCK Tv F TR, B&TLRIVTO
AR EORE NN D O, T X DHFNBEE RO R ERAFAEE
BROREICEE L THB I EEIRIN-,

6) k& b - CHF/A0UROFEEREOWEMAMFRR

E b -CHF (WnUREHAEZEE) OBEBIEAOIFHMERICDNWT, WEHM
RS 2T 5 /2. CHF 241 TPIRE OB /&b L NERBE B I TRIBEREE
NAHESNT=. TNEPRBIFEIZN O UREGHBIC LR, HOURGHHI TEET
Holz. MIREBNTHEUBELU/AERBEER, BAEMCHETEEREZEBL
THY, BEROEREELEZA OGN, COHEERMSEIIELOBREOIEERRL,
A O UIRA A TR ESI > /2. WO UREHE OISR L AFRARBEE D
EEROBEBEEBL Tz, MRBIF (U1 AL, BEEHES) LTS
&, CHF TREHCLE TOREMBEBESEETHYD, £k, MR TIMRERE
{LRCETZHFEE TOERO EMOLELCHFROBEE ERbENERICH SN
M, CHF TIN5 3kERN -z, CHF TIEREBEERSMAREAIC LELEA
5N, IHAEERE E4E LR OERBREELEZI 5N,



7) &t b - CHF// 0 U ¥R TOREE B IR R B OfFAT & L O R AT -

CHF/AOUROHEEEOREEETRII = oEenLILEAHEN, BFE
TRNEIS-F U OREABEL, BHWRHERLBAY ONE, —F4, BEREEDR
WAL TIE, EERRICII = ENEIS 5 ORENHAKCED SN/, PCK
Ty hERKKIZ, CHF/ D URTHRERMREDORREENHNBERRORE
A EHEFTICEEE U T WA ATREE AR S .

CHF TOF#EERETIE, BESEOEIHD 2V HEIFHEOLEZIBEA SN
Nofz, CHF/ADURTIE, SALLFRMEEREICSNT, SO EmeH
R ICE B E 7 5 connective tissue growth factor (CTGF) &< 3H/H L TW
7z, £7=, heparan sulfate proteoglycan (HSPG) (IFFEZEH Tl REEDI
BB EDWENB AL - 724, CHF/ A0 VB TCIRIANICEDEENRA SNz, TGF-
BiX C BEHHRATITHAMBEE LFEMHEICHOREEZR DN, CHF TRBRE
REL TWah o7z, BEFEAST IV —IIEFERICH S FEHELIE, CHF &i3E
DR REIFNRERD ZENEZ SN,



