RatEaRaR (Bpa:, ZHate) 2fEH . BRI
iR U 7z IR BE I I X IR AR I3 A4 6 1Lk,

FOREEAEMEEREE - REOMKELS 27y,
R OFET IR ) BHE DILIR, S oI KREDR,
WEA T~ HERE CH 5. HEBEICIIEE
LR OFAFROBECIRE, HRRESA LN
52 ED%w,

2, FFWESREICE&DET 5 IPNB % Hb
LLEERENLE S oMY, 20%, Hno
V¥, PSC(primary sclerotic cholangitis) 24
BT AEFOMEIN TS, B, BEOF
A RERGIC R T % HE R IEE & IPNB O
ERT LS P D0H B,

2. FFEEE MCN

FRhigC i3, MCN (BRME/BE) OB & hseas,
Wz Ihoo0H%, DF Y, B, HkEs
WOEE T, SRR D B A

P RBORE TS H 6N S, HE §efh,

5 IPNB
C HFPRBLIERE DIAGR & FLIRRIETE, RS DR E

EX LN

SRR U 7 JEAE P IR b B2 D LRI R 2

A5, HE ¢,

T

5N, TATRFYEBLIOTUS AT URE
ROFBEDFRHEIC AL NS, BEIX, BEN
Jle & DAZTHI e o,

SED 2010 4 WHO tET¢l, Bl cIRE
T 5 MON (BRIE/ Bje) D Bitass, BH
ERICHBEAINEY, 2%, FFHED MCN
FEENYE, KREAEOIEE T, EE OB
HRroMEMESA SN, s Dfifgldz 2
TREVEIORTuS AT v REROFED
BEMcaons (H6), @, BiELEE
e DFGEP 7R\, 2 LT, e TEk
JFF REL 58 B2 e R R /2 i R0 13 5 [B] o 2010 4
WHO S®EICREH SR WI Lick- 7Y,
D¥ D, FFAHEERERE FEREIRE L L CoE
ENTELRED—FIE, L7~ MCN TH
D, ESIHIEEIREZ R T IPNB R EE O
WEAZRTIPNBOREERTWEEION
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Ba bW, X 5ICHE & REE R T
Bl <%, BRWENRZRT IPNB, BLO
BT DR EE & 78§ IPNB 28T JH i 2 fa iR
fB/BARE L2 STkt Bbn s,
[l © IPMIN & MCN 235l g & L Co%E -
EEINTELOLAL I IC, $%1%, FFHE
i MCN & ZofhDEfEIEEH 2 1%, Ty
EEREBILTHRY C LR E NG,

7%, HFIEE MCN B & OCBIEIRR %~ §
IPNB, 8 LU EEDOMKESE% T IPNB %
B 72 2125 2 FFREE SR o BERE 1 RIS o fRAT 13
SHOMEHETH 5. HEE» o XKETIHE
EEOFEET D, SBROMABPBETH S,

BbHIZ

PHIEE 1< 03 S 2 PSR IEEE & PR
BRI N A FEIFIEL O AN HEE IZ IR
&, FBEIERL TR D, BRI AR 2 iEH)
DALND, o DEEE, FIFIEREEE
WZEDTHETIDL—oDFEREEEZ o
5. 7o, FFHMEE L FFARIUREE o R 2L
SERICHE T 2 EE I IPNB LIRS, RS
WE, BRRED 5 iEES RO BYE D EE
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6 MCN

a :HE B TdhH ), BEICIIEREM
BHEHD,

b: 77Uz nyEREDGRER
1,

ZR L, HEAROINEZ MY, FED MCN
EDERMNPNETH D, TNOHEED 5 WIE
HHE IR ORI - JRREDIRM & 8Ds, BfEE
ERERAEE ) O0H B,
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Summary

Pathology of Hilar and Intrahepatic Cholangio-
carcinoma

Yasuni Nakanuma*, Motoko Sasaki®,
Yasunori Sato”, Kenichi Harada™
and Hiroko Ikeda™”*

Hilar cholangiocarcinoma and intrahepatic cholangiocarci-
noma are reviewed in respect to anatomical location. Hilar
cholangiocarcinoma is related to biliary tract carcinoma and
intrahepatic cholangiocarcinoma of the perihilar area. They
resemble each other grossly and histologically. They may be
included in a unified concept of perihilar cholangiocarcino-
ma. Intraductal growing type biliary neoplasms, which
occur in the intrahepatic and extrahepatic bile ducts, exhibit
luminal dilatation and not infrequently mucin secretion. This
type of neoplasm resembles mucinous cystic neoplasms of
the hepatobiliary system. However, in the latter, ovarian—
like stroma expressing progesterone and estrogen receptors
are present. Intrahepatic cholagiocarcinoma, of the peripher-
al type, exhibit a mass—forming pattern, which is grossly
different from perihilar intrahepatic cholangiocarcinoma.

Key words : cholangiocarcinoma, hilar cholangiocarcinoma,
intraductal papillary neoplasm of bile duct,
intrahepatic cholangiocarcinoma, hepatic muci-
nous cystic neoplasm

*Department of Human Pathology, Kaenazawa University
Graduate School of Medicine, ™" Pathology Diagnosis Serv-
ice Section, Kanazawa University Hospital, 13-1 Takarama-
chi, Kanazawa-shi, Ishikawa 920-8640, Japan
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_ HRIER

PBC O# LWWisH - WEEIE A FHORE

o % o
BEOpg 4

A &/ oKk B '’ —3

BE  $HETEBICTAT R ERERTTHTEE (PBC) OFUWREDEE, EBESEZRIBUE.

RERDSEG, U TU YV ITS—EDELL T D, HOgMbEEEBEZRLIC, REEXIT7E
L, stage 1~4{CHEU. SEBEHTEE LT, BBEX cholangitis (CA) D2E% CAO~3(Z,

ETeRT¢ hepatitis (HA) DEEZR HAO~3 [CH3E L. SEOESEDEE - WS HEICLD PBC
BEORE, RBPEEBN(CFHMAETE, 77—/~ v TEFIDZETCRYEEOBIRES KRURhSRHIE
[CHEREEZONS. 5%, AEBESE REIEZHEVGEHENREK, WRODH CTRETSS
EEHFLTNS. ‘ '

F5IMME | BREGIETTEEE. B RME X 7—/—5v TERS

FCoIC

BEEEMERT W2 (primary biliary cirrho-

sis s PBC) B o WHEFEATH Y, WE
ELTHERERBRFOBESIEZ N TV5.
BRI, FPPNELIRAE (DMERIIRE) TH Y,
BN ER B DT & A N HIHET
AV, JBEWREITmA, i) omHEEl Fi
PEZALS AL, FRRRAMMEASER U, FFPRiZE~ &
HERT S, BAE 1BEFREOREEREHN
ROHEIZ, TRENORBORMEIZERN 0
BT R % 7254, I%ibf" ARV L
TV5.

AT, EEGOBFFRRME T

DI - JEEREICET 23] T, #i
YERk & L7z PBC O FifA5-48, 1EEHEEH54H % s
T5. B, ZOFHSEEHEERFCORAEYE
BELTws
| FRHDE & HHEMRSE L DS

PBC Dk MBI 48 & L C 1967 ﬁk"‘i@
& M7z Scheuer PSR TH Y, Tablel
R TR 2R I - IEREWRZEZ S L 1T 1~4 81
DML TS, ZD% Ludwig 51 1978 E12&
MWD& % PBC DR HASBICE Y An7?
(Tablel). L2°L, WihdHE—DMEFTR%
Avw-mEsH<TH Y, PBC DHRBRITIFAT
REEHHTHOPEHTHY, chbohl

JEAE SRR e liBh & [HEEOR - PREEBICEE T 2 WERfge] 3 1) ﬁ?ﬂﬁ?iﬁ’%";’:ﬁfﬂﬂﬁﬂ@ﬂnf:?nfi_«t%
2) EIUHEBHEGERE Y 5 —BEWEE Y 5 — 3) FTRAEEZHMHEE 4 BEBKRFXERENFERE
RS RE - EIERERE

Proposal of novel staging and grading system of primary biliary cirrhosis

Yasuni NAKANUMADY, Hiromi ISHIBASHI?, Hajime TAKIKAWA? and Hirohito TSUBOUCHI?

A Report by The Intractable Hepato-Biliary Disease Study Group in Japan, 1) Department of Human Pathology,
Kanazawa University Graduate School of Medicine, 2) Clinical Research Center, National Hospital Organization (NHO)
Nagasaki Medical Center, 3) Department of Medicine, Teikyo University School of Medicine, 4) Department of Diges-
tive and Life-Style Related Disease, Health Research Course, Human and Environmental Sciences, Kagoshima Univer-
sity Graduate School of Medical and Dental Sciences
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Table 1.

AREARERES $108%8 #1115

FEFMEEHEFEE ORI E ()

Scheuer %4

28 FEERpIEE A
3H ¢ AL - MR
45 FFEE

Ludwig 548
1 3 : portal hepatitis

400 - BFREZE

187 @MESRLIRMERREEMEIBE % (florid duct lesion)

2 8 : periportal hepatitis (¥ — R 3 — VB, £ ¥ ¥ —7 x4 AJFH)
3HE  MMEMEMRRER R, ZRARMELETE

et =

Figure 1. b I M8 4 B & (forid duct
lesion) (3%). cholangitis activity 3 (CA3). HE #:fa
%200 (3riks &h).

TR o

AT, AR WM RO FRT
O TNV T T —BRERMEE LD F
72, W RO ARPER L TALNDH)
b EAN 2 RHSHEOAETEEIZLTWS. 72
& 203, PBC &80T 218 M IR LI B
B4 %% (chronic nonsuppurative destructive cho-
langitis ; CNSDC) ¥ EORNE & JRE LE O
E% L % H%E (Figurel) T, Scheuer %48
DIETHA. LrL, ZOPFEIZIFHNCHRIESE
AT 5 DT, FHAE O PBC T3 CNSDC »
BARLIZAOWZWEA, 1HEBMTE R,
E 7R ICRAT L72ERI T D CNSDC HSFFAER
CRESND L, 1Ha0p, 4850, Hill
FEPTER W, 72, Ludwig 5 D4HE X 1BE
FROZEDIEHTSH Y, PBCICREMZIEE

@

RZE (EERPIEEHEER L) BHOF RASER
ENTHHT, PBC OFmHATHOREHMBIZH
MRS,

E 5|2 PBC OFBOIREE L 72 5 HIWKIE DG
THEEDRIEIEIE S ST L S B A5, HHAY 2 R0
SETRIEMINATH W, oF ), BETFLP
FE7 Vg — VIERRB IR B O RIEIEIRI, R
WMz, FNFENOEBOFHES % L % #3875
FEMZAL % 55 L7 IE W %, REISEIIC R e R
B EFf S M TV 5 2%, PBC DIEEEICMT 5
B E RS ETRER S, &5
2, IhDOSEAMERE S NTEEIC 40 4B DL R AR
BLTHEY, PBCORMEOMIE LIS, PBC
ZWididE DKET, PBC-HOGEMF% (autoim-
mune hepatitis ; AIH) D% —/N—3F v FHEEE
DEDORRL Y, Bo=—X12dH > 7zPBC
DHMF IR, BHESEHILEL ST
Wh.

T, IS ORBESARZE PBC 4%
LTHE S h, 4, PBCOH L\ imB S
HiodE, BOESESRE SN

Il PBC O# L \VREINME, BEIEDE
1. JWEIH 4 (staging) : FF#RMEIL B X OVREE
LRI

PBC OF BT RN TRE — 20 F T
BEENTWAY, ZORE—-ELINVELLY Y
TN TS —-OMERE#T 270, BEO
AT R & Bvs, PBC OWREI % Y 5 #7008
DYER % A 7299, PBCIFTHREDETL &

- 554 -



FH23E11H

‘- .ﬁ l .
b3 ." ' 51 ‘, s ,,‘z
Figure 2. /MEMBEONEE A%, HE 3t x200 (X

ks £0).

Figure 3. FFMEfEMIIRSIIMMEN IR L, MAEHER
BERE 5. FHi{tAar2 7¥ o) f
x 80.

Table 2A. PBC DO¥rflik2r0m o4 (staging) (BidHE(L & BB R)

WHALDR a7 : , :

Score 0 PINRIE TOMBEALD VA, B B\ VITHHME A PRSI BR)E

Score 1 PANRIESE BH O FMEAL D B W IZREE L MHEEREEZ & b % 9 PRI ML
Score 2 fli4 D/NNEBHEOENE L b %) EREEMMEL

Score 3 FAMEMI L WEOHMALE L %) FFEE

B EOR 2T

Score 0 REEHEN W

Score 1 1/3 LT OFIIRECIREHE R E 4B
1/3 ~ 2/3 DM CIREHEEE A B
2/3 Y EOMIRES CIREEEE A D

Score 2
Score 3

LRMBRER 27 OEENT X 2T

Stage 2 WF A a7 O (HHL + BBEEER)
Stage 1 (no progression) 0
Stage 2 (mild progression) 1~2
Stage 3 (moderate progression) 3~4
Stage 4 (advanced progression) 5~6
HICHEET MM RO 9 B, HEWEE (Figure BCmEBNET A ChooFEICLY, ek

2) & HFHRMEIL (Figure3) o 2R FH2HHE L,

NG 20DMELMAEHLET PBCHMED
SHEERET A, FOHEIL Table 2A 2R T
&L, ML REEEOREEZBOBOA D
TO~3FHEL, 2200MMBATRORITOE
FHE% b 212 stage 1 (no progression), stage 2
(mild progression), stage 3 (moderate progres-
sion), stage 4 (advanced progression) @ 4 Et

3)

WD EOIE TH - 72 HiHEb, FEFEIRMIIEE
WA, BUGMEIEIE, C—XAI - VERL EOH—
DR RIS VT v 7T —F T
5 LATE, X YEEMWICPBC DHEATEDEF
MRS 2B EEZLNS.

FwRMoEO D ) 1oDF#HIE [no progres-
sion] & LTE&E L2 stagel DHFEETH Y, PBC
FREE DR D TR DR & SR S 2 EFI DO

- 555-



1820 BAMLRRERME £108% $115

oi Vs i S
Figure 4. FAEZRABEZR (%) %A 5205 BHIEITRE
WEEBEBE L LT v X &V cholangitis activity 1
(CAL). HE ¥ x200 (3CHk5 X b)

Figure 5. BEDA v ¥ —7 x4 AFJ% A 5. hepati-
tis activity 3 (HA3). HE ¥ <100 (Cik5 £ 1),

Table 2B. PBC OFTHMMEFIHMOME (Al & BB &4 v 4 > B EIRieas)

Witz a7
Score 0 PSRN TOBMMALD R\ A, H B WITHRHEL S PRI R B
Score 1 PANRIRE B OHAMEIL S 5 WV IETREE M EREE 2 & b 2 9 FURBUHEL
Score 2 Fi & D/NEHGEOENE & &2 D G MERAE
Score 3 FAREE L BEOMMLE L %) WFEE

BEHLEDA 2T
Score 0 FHEE KA\
Score 1 1/3 BT FIIRIE TRREE k% A 5
Score 2 1/3 ~ 2/3 DFIRIE CIHEHE L Z A5
Score 3 2/3 DL LOMIRIK CREEE LR 45

F WA PRI ORA 2T
Score 0 FHMEBURI DL % L
Score 1 1/3 LT O FIRBEZ O IFHIE (A8 BB 0L E 45
Score 2 1/3 ~ 2/3 OFIRIEEDOIFHE (4 ORE) WCHEBRR O % &5
Score 3+ 2/3 L EDO MK BB (L8 WCHEBR OLG % &2

LEEABIRER o7 OEEH L BESN
Stage 3SEFRaT7OEE
GEHEI L + IR + 4 Ve £ VRGN E)

Stage 1 (no progression) 0

Stage 2 (mild progression) 1~3
Stage 3 (moderate progression) 4~6
Stage 4 (advanced progression) 7~9

HPSHRETEDL., I oy FY7HE (AMA) stage 1% 58017 5 CNSDC A3 A4 6 d, A
Bk 72 SERERASIC PBC OFT R o TV A2 ) #TiX [nonspecific reactive change] & L%
P 5T, FIRET I BEOREEMEE WiC&BRVEER 2 HH A Cld stage LPBC & LT
RPHEBENLZEEBEEBR L »7% {, Scheuer ® POH/HI LN TEL bRbhOKRETIX

(4)
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Table 3. PBC OEBESIE (grading)

18 MIRE A DOIEEIE (chronic cholangitis activity ; CA)
CA0 (no activity) JEE LD 2, HAVEIBREOBEELEEELZAL.
CAl (mild activity) BHIERBEEERE 1 AFTICAD.
CA2 (moderate activity) BRIEZRIBWREER%E 2 AL LA 5.
CA3 (marked activity) CNSDC #4272 &b 1 AFTICA B,

FFROIEEIE (hepatitis activity ; HA)

HAO (no activity) 4 v F—=T A AFEDFR G, PNERIIZ VY, B

HAl (mild activity) 1 AFFOFIRE E 72 I MR AR O 10 BREC A Y5 — 7 24 AF£E A
% BE~PEEONERYRD.
2 AL _E D PR F 72 iR R R B O BRI 10 ERREICS V5 — T = 4 A%
AD, BE~FEEONERELD.
U EOFIRSEEBEOFMR 20 BMEEICA vy —T oA AFREHRDL. PEHEDA
Wk, HDHVITEGECTIRETLE A 5.

HA2 (moderate activity)

HA3 (marked activity)

CNSDC : chronic nonsuppurative destructive cholangitis.

stage 1 ¥ PBC &k D#) 20% (ZHFET 57

7B, PBCOEBOMITE & D ITET HHM
PR E LT, D oMb EETH S, HFIS,
SR DILEDEH ) o W ORZHEOF VT —
H—EENTEBYY, FivbA v Gmh HE 72
BB E LTHWLONRTWS, kil Lz
{1 JEEE R Z, 4V A BBk e (4
A OFEMRZ, 3OoO0EFICX LMD
ML IETHY, FnE Table2BIZRT. L
2L, ik B E Lzt vted Vel £
BABETHY, 203 DOOMMATREZ BV
B HIZEPIBE TR E 0 5.

2. {EBESH (grading) @ JRAE A & FAME

|2 & % interobserver agreement study @ #& >
3 LICETFOWETRIT, e 2 Hn
TREBWIC BT 5 & ) FHEE OB Rk % 7E
BL2ZY. 20BN EE A2 7% Table
3WRY. MUEEROEINE (CA) KHLT
X, BHEERIBMIEE A TH L0CNSDC & T T
WEHWIEE K (Figure4) &, PBCICHEHD

- 72 CNSDC (Figure 1) OFROARE L BEL

CIZEME L, FFAOWERIE (HA) [CBL Tida
VI—=T A AFRENEROFEELBEL D &
ICEHE S 5.

7B, CAOR CALIZIE, JEERIFEOONL
v, HEVIZBEEORES L, R BRI

1% HLC EL, FiTHEEIFELEVERNbDETNT
PBC DHREBATROLZ A TFMITH 5, PBC OIF Wh, INhLOIREHEEEEMN T, FMETAE

k% F4 2R & LT CNSDC 2 &L JHE %K
R (4 v —T7 24 ZFF, NERR
E) BPHBEEINLYY FIT, ThOOHEE
b LB MEIRE S (cholangitis activities ; CA) B
L UBF# (hepatitis activities ; HA) DORE% %
nEH, CA0or HAO (no activity), CAlor HA1
(mild activity), CA2 or HA2 (moderate activ-
ity), CA3 or HA3 (marked activity) o 4 B2R
WZZXa 74 L, PBC DEBESHE % ER L 72 (Fig-
urel, 4, 5). Z0%, FEEBRMEOFY I L
HEZNE L L-EBRAOCHFREMER X O9FE

(5

BEOERICHELZB RO T, PBCOEELDE
BEZOLOFFMONRINE 2D, —F, bh
bNOFMBRE TiE, FROBBHE (HA) &
HAO~HA1 28 84% % 5%, &FMIZIZAaTid
BWEETH o 72" FFROEDEOFMEH I,
BB A RO AL V5 —T7 24 AFF
KLNERPEITNTBY, AIHZ 0@ MHE
WA ERTER & LEEL 7284, PBC Tid
HA A3 7MEWERICH S 2 LT SRR L
Bbnz.

PBC & ATH O/ ORiGx 0 5%, %
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5E, PBC-AIH 4 — /13— v TEBEH L FITH,
BRI EDRBIHLON TSI, 2
OFEBITVWE S FRETH 575, Hof, BREC®R
B S Vv—T%, PBC-AIHA —N—5 v 7
FEERL, FoERIZ ATH 21 (FEEZE) ©
BHM% 72 PBC (PBC with features of AIH) T®» 54
ELTWAY figskd ), ZhbDFFEE hepatitic
PBC, %% PBC & & IFiZH T X 72999, 4
U L 7o #4459 T HA3 (marked activity) %R
4 PBC fESIE T4 PBC OFBIED 1 DIl b &
Bhbhb [CAlTHA] O 4 OFES) M IE
PBC OIREEDILIR, X 5 ITHEBIECFHOH
FBICEHZEE TS, SHITEFLAEPBCH
L EF —8N—F v TRERE QAT L IEEHERIC
bISHTES EEbND.
BbHIC

4E, AP CIRAE LA PBC OIET E SR
BIOWBISMHIC X b PBC BEDORE, FRHL
BERMICFEMTE, S5 —1"—F v TIEH
OB IRROMIRE L Oy R 2 b FR
LEZ NG, S, KEMESHE WHIRZ
AW HlPHEREL L OEOSH TR SIS
ZEREIFLTWA.

AFR SN AT B 5 35 ORI
L

x Wk
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3. RT, SGEHREAEIET Rt BIER
525 T 5 ATH DRIR% #3552,

I. AIH OiREE&

CDIEGH A b

o AlH OFHIE, BB IC K2 FFRFREE
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Summary

Pathogenesis of Autoimmune Hepatitis with Ref-
erence to Pathological Aspects

Yasuni Nakanuma®, Kenichi Harada®,
Yuko Kakuda™ and Hiroko Ikeda™ ™

Autoimmune hepatitis is an organ-specific autoimmune
disease targeting hepatocytes. Chronic hepatitis with
marked lymphoplasmacytic infiltration at limiting plates
(interface hepatitis) and progressive fibrosis is the patholog-
ic prototype. The etiopathogenesis of this condition is linked
to, disturbance in regulatory T cells with a loss of immune-
tolerance to autoantigens (hepatocyte peptide) eventually
leading to activation of uncommitted, autoreactive CD4" T
cells toward hepatocyte-antigens followed by their differen-
tiation to Thl and Th2 cells and their active proliferation.
The former reaction is associated with the release of IL-1
and TNF-« and activation of cytotoxic T cells against
hepatocytes and the resultant liver damage. The latter
causes the release of IL-4, IL-10 and IL-13 followed by
stimulation of B cells, secretion of autoantibodies and
resultant liver damage. In the liver, activation of these
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immunocystes with participation of non-immune cells may *Department of Human Pathology, Kanazawa University
be responsible for the development of autoimmune hepatitis. Graduate School of Medicine, ™ Pathology Diagnosis Serv-
ice Section, Kanazawa University Hospital, 13-1 Takarama-
Key words : interface hepatitis, regulatory T cell, autoreac- chi, Kanazawa-shi, Ishikawa 920-8640, Japan
tive T cell, CD4 +helper T cell, cytotoxic T cell
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D, FHEARETHS. BEEREORIAIER
LT, BEIEARER (pancreaticobiliary
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* Carcinogenesis of the gallbladder and pathology
including pancreaticobiliary maljunction

“* Y. Nakanuma (33%) : IR REHERERESE ]

Yamaguchi : Massachussetts #8& 8B/ EL © M. Sasaki
(HEHIR) | Y. Sato GERT) © &IRAEFERRESE.
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