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312 SIRKE+LEFAMIE $107% £55 312323 (1998)

181 CRIFF 4212 5 5 FFRMERB B TR E O 5 i R B ERURET
RS PERRH AT REZS & D BB % il

SRKFEFTESHAREE M EIE D 80)
SIRKFEFMELFREEE ME (T hRE 8D
#® B A

B CRFADOFHRMABENT RO—>2 L L THFARBERES MO TEY, REEIBHEFEEOFNEERE L
OFPHEIEE E TV S, 4EZOFEEESHEEOHBEEESLHREZNERTBHCEN R MIAZHVERT L. i
MRS REEIL PRI D) 8B RPFICE LN T, 50T L CTEHES B CRIFAL 149611 6081 (40%) ISREO SRk
BEEBRINFATIZ18BIR 3B (17%) RBEOFEN S bz, FEEREEIBEREICSA L) v sl BLTBEsh
DT, AFREOREICIGRESIEE OBSISRE SNz, RICEZIEEREICEET 3 il Lil, Sicoliofngs
B B A YU 0570 % IS L0 Tk A AV CHRET L, BRMERR R & B L 72, SRR
Jo & LT BAIIGICHUR 24254 2 5 it ikgsiagiig, ROTHRECHE #R7R T 2 #5RE AN O 2 B0/ 2 BE L,
25 HERROBICLEL B2 T2 ERT2MEIZHE L TOME #1To 72, ARatkhik 22 Ml 3 MRS H AR I3
HHR, BECEFADAL%L:, EEMETSFELED10%IEDLbN, BECHFATHEETH -7 (p<0.00D). #HIRE
IR i PR AT BRAE M A7 LABPE CBURF 450 12 % 12, JRSEMERRTHAEIFREZE 0 19 % 12580 b, MHEER T2 OMEEIC
EEhdore, Lo LIBRIBAMEOLBEE L 2N EFROEROFNE OBMEL IR T2 &, FREEEHEFEZE TI3RH
DRI VIR A OREEENRKD L. —FEBEECHIFLCIIRHORE & FRIRE AN M BUERE & o MI23EH
D b b o 7, B7-2 B RIS HE L 7. R MEIR A 61T, B7-2 HiMfa S EREICHEL Ty
BELBESN. BB MINE % PERE L B30 2 BB CRIFA 17%) & 0 IERMEETEFEZE @1%) TEHETH-
72 (0<0.05). LA LERMEREI-EHEE TRTIOMET Lz 40Cld, B2 MMl s hEED LICEo 2flide o7 £
OMOFFR & L TR BT FEE TSN LR LITLITRD by, FFAEEERELRO51BHECRFETIE,
EMEITIEL AL R, MEOKEZHBEEO—2TH o7, M EL DB CTRIFRIZH Y 2 TR MRS R E L MR
WET2) Y s L BERICEELTBY, U 8AEMRT A MI8I0 & 5 REENEFIIERENREICHETLLE
BN, FARBEETESENCEEEEET S EONSEE L EU L T34, FORBETONEIRTMBOMEEIL
BhoThh, EENEGD L, RERBZMICEREBITMTEZEOIEBEE L 3R> T,

Key words chronic hepatitis C, hepatitic bile duct injury, primary biliary cirrhosis, chronic
nonsuppurative destructive cholangitis

CHBIF46w 4 W A (hepatitis C virus, HCV) DHLAZRANHIE H
RBEEIZRDY, BUHIEAEBFEOKRBIWCEIFLTS
BIENHENMIRoTEL., FLTC, HE, BHCRN£D
THEAREL TOERIEAOAEI LR EN TS, 18
e CRIFF 4O F 2 ML HEENBT R & LT, FMIREuZBIT
2 3B EOBBERIMR ORI, FFPRNEEEIZA LA
BIF st RS ER ERHIFEREY, TN b, MFRMEEE
[ 13 B SRR - PE I ZSIE (primary biliary cirrhosis, PBC) (2
BHEMIZEO NS BEEIEERIEMEIEYE X (chronic
nonsuppurative destructive cholangitis, CNSDC) & JEREFHIIC

FRL104 7 A 21 HZAfF, FHR104F10 A 14 HRHE

BEULTBEY, FORMLFEOHUMATEH Eh T2,
FER A ITIEAFHZE L, Poulsen 5943, 1969 F 12 BEIZ I Fe Y
% (hepatitic bile duct injury) & LTHELTHEY, W4
Poulsen-Christoffersen %25 & $ IFEh, TOHEOMBEE)
BHIFRDBEOTFRITRECH oLk T5b. LALE
DFRECEERFEICE LTI, HCVOMERDHLT 2T
X, FaeREEtTThi T kd oz,

FESE D RIEHRIEAE AT, PBC ) CNSDC DRSS LK
it b EMERHUE (human leucocyte antigen, HLA) @ DR
DEFEICRE L, HEIRRL THROEELCET2 2L

Abbreviations ;| ABC, avidin-biotin-peroxidase complex; AIH, autoimmune hepatitis; APAAP, alkaline phosphatase
anti-alkaline phosphatase; CNSDC, chronic nonsuppurative destructive cholangitis; FDC, follicular dendritic cell;
HBsAg, hepatitis B surface antigen; HCV, hepatitis C virus; HLA, human leucocyte antigen; IDC, interdigitating
dendritic cell; LDC, lymphoid dendritic cell; LT beta R, lymphotoxin-beta receptor; PBC, primary biliary cirrhosis




BT R PERREIRE

pEmsh, —HEECHFATOFREIEEREIZIZHLA
ODREBORESRD LN VI EAHE SN, WERAD
HEO—HVFRE EN TS, L LIEEATORERERH
BT A REESMOEESC 0L E, FoEENCHELT
BWELETHZEIE CEREIN TS, PBCOBEREIIAT
GESIBTEICLDbDEEXIONTED, REFNEESHT
DEMEEIZBNT, MIEEEETHRST RN 22ML
THHREE2HBLTWE L ENTWVEY, RIEIRE ORI
BELT, ENVEVBRBKERR RLF a7 7O (10
EPFEME LTEHEHIN TV AMREFRIBOLA TR
v, F B MECEIATRICA SN D T MRS E T o MR R
OHRETEICELTIE, £&<ashTnin,
FEREDOFBERE BV TR ORRIRIEELRAT
9 TO—2THEH, TOPRROBEBICB LT, BHRME
(dendritic cell) WK Z ZRE 2 RAT I EPHLPIZE->TE
TVAY Y BRI RE T 7)) Y DA LR D VR
WTal v 7y —%Eb) YA RAICHEEIRICORN L ELR
R % R7R LT 5 A Bk BHiRMAE (follicular dendritic cell,
FDC) V& 1 ¥ X ERMEBRHE (ymphoid dendritic cell, LDC) &
kKaidoh s, LDCIEREERT, RBEME (naive) THIFRIZ X
LTHVWIEIRRERSH 0, BE 7 v 7V r Afila®e,
Wiimicd ) ECTHECHEZRRTA2BREAMR
(interdigitating dendritic cell, IDC) % &AMLRMTH 5 "1,
FRRERROBICITERMROFEICHLAG FOAL LT
BI2ATF b HEET L LTRALTVAEZ EPLETHLI L
BRhoTETEND®, BI25F2ET 2 M0OME b RiE
BEOBBENET 572012, LELEZOND.
FITHHE, BECRAFRICED ST RMEREREIZH
LT, FROETESRY ¥ /32 S OB R & ORENH
ERE L. S SIRERMBEENTFEE AT, BEHEER
IR 2 REE LB OFC, RERICORIICEELE
BRI T H A HURIRRICE b A #HIRMI 2 B7-2 B AR 12
MLTHREL, BHCRIFFAIZAS N ITAMIBERE & PBC
28175 CNSDC & DLt & A D THET 5.
Wb LUHE

[. FFiREkES ORIBE/RF IR

1. 6¥g

SIS E 2B HE T 199245 5 1994 SE D MITRER L,
1vy =720 R EDHY 4 VAFEEZT TV AEVEKC
B R 149 Bl O $1 A4 % 2t & L 72, HCVHLRIZELISA

Tabel 1. Subjects and their main clinicopathologic features
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Vv, BE) ICTHE L, HFERMOMFEICTEFBET
HHEZEFMELS, Ty /) - VRET—H80 gl L0k
WEOD AR L, HCVHA L & b2 BRIFF4 Y 1 )V A FHEH
J5 (hepatitis B surface antigen, HBsAg) #SHtEDER], T4b
LEBEFHAY 4 VAL HCVOEREERIEBRA L. Zhe
DEBIOHEAIZ 2082 5 TIRIZAA L, THESILE35m 3
801, e9fl) TH-7 (R1).

X B UL A THEER L - PR BRI 00 Hh o & SEAE 2 T L
7-1BYE BEIFF 45 186135 X UPBCSBI & L7z, 1B BEITFRAES
OFHESLIT08 (B 156, 36l THo7z ED. Wil
b, HBsAgWtETA v ¥ — 720 RAFT 0 4{ Fiz EDEHE
EZT TRy, F2A4RRE L7 PBCEMIZERIRIZH 3
b3y W THRA I TSR OGN LAEEH Y,
H#kE b PBCIZ—3 L, PBCOZWIEIEDZ®ALTEN, F
WHES 348,07, EBIHET, MHRETRTEERTH o 7.

2. MBEEROMER

& & DEBIFIZ10% PR L <) Y EEHRST T 1 LAk
L7z&4n70y 7 8h, ¥4 pmOESOLN %8 1087
WL, ZhonW K%, Bt 74 %, HERG, 7V
Yoeown ) defs, b Cf, SEREETITY, JEFHEM
FETICBEgELL.

3. HEE

1) 18 £ L R MERF 0 A

By 4 VAR OBEYIX, DesmetHP i LY RIBE N
7 EBRI R E S oMM OFED SEICHEY, BMLoRES
IO NEREOLICE D LA S 4ICAE LA T4hD
5 1H (AR R V2 d BV IR L ASFIRISUC R L T
WA ERE), 281 (MRS OBHEMIL XS 5 VI PR 5 O
HEVERBETL AL % A 2 2V N EREE O FL A 2 VERFE), 31 (MR
oo bR D L OB IZM AN EREOR N &) B,
48 (FFREEMEEKS OB 24D FEELY o48licaEL
7z (F1).

2) PBC O#ihsr#

PBC D##lid, Ludwig & ®IZfeV HEMBZEN T, 11
(FFRRRIE DBEEE D 22 VB, 28 (B4 DR O JFBRFR O
32 A L SRR ERIIE S OB £ R B EIR), S G
ALAEELT L, MAEMISEEAIR S D BERY), 4 (AFREZEM)
DAHNZTHE L (#D).

4. BFP/NBIIRE o BEE O FE B & B R B2 R A R

1) FFAHEEE R o i S0 £ F

b AR RS, AIREY ISR AT AR L IR KBRS & £

Number of cases examined

Number of cases

Age
Diseases Sex (x iSDg, years) Stage
Male Female 1 2 3 4
Chronic hepatitis C 80 69 53.5+128 70 47 15 17
Chronic hepatitis B 15 3 37.0%£12.0 5 4 1
PBC 0 5 48.0+15.0 2 1 0

PBC, primary biliary cirrhosis.
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DFFHTHHFANEEETLICRELL 2581 JFRA
RINHEI, 2OMEGIC LY, REEHE GMEAT100 2 mBL L),
&R B & OVNEVNEERMIAE OMESENEIN20~40 pm &
50 ; m~100 . m), FREE GHEL20 o mBT) 258 S h
A, FREREREMGIZEIONUNERBEIZASNSDT,
ZD LRIV ORRE % FIZSHERIT TR L7,

2) FrRMMREREE & RS S

HE# & CIHE L2 BE8 L, LiMizolEk, 2=t
EOMFEEE O, HOBEOENIRED LN HE LT &Y
JHERER ) P Lo, B EEMOMM 2 e, MBEHY
ORGP REREREE L FHE L ad oz, FEEN
S LTI, HEIRB %O 5 MIREO A& BETRE L,
FIRIIZEE S 2 I BE 20 b Wb DR EEHEH b &
g LT,

3) BEEEEOZRITHBIE

BFRMEMREEE L RS B CRIT R 261205, #5504 D4
p mMEOERY T 2 {E8 L, HELBE 2T WRKEL, BEE
FLPRROBEMABC Y LB E OB Y ZRITICBE
L7z,

4) F OO HEAMRAMETR & OBk

PRI BT 2 U v /SERigE, MEERE, E—-RX 31—
W, HFEEORE, BHERII>VWTEREEMIC, B
(absent), BFE (mild), TEE (moderate), B (severe) D4
BRCHEL. Thbb, MREOY > EHRREOEREZ,
B LOFECEL L) U NROHLERELERT LD
L, ZORELERAOEMIRFIZHE L TRAMICHE L.
MR ERPE— R I — VERIZB L T 2ORELERND
SPIRBICE L TRAMICHE L7, FEE O EIIRIRESE
DIRERPEENOBHEFMBOBEOLZEIZLVHE L.
ToRERAZEMEIC R L CIEFER O IR I IE A 2 R 2 v b
DOxEME, 25%KMICHEHEMELED S b DEEEE, 25%L
E70%KMORER % FEE, 0% LCRBOLNDLDEH
BEaEL. FLTENFROBEE I (CHEED EORES
ERELT OGNS, FFRUENEERLE & OBEME LR~
7z, ETBMERFPUET D o B M T O F R ERIZA L N
5 PR BOLEFE L O F Vb A VB BRI DWW TIEF D
HMABELZ #LC, IS OIFRERR L FEEIE
ELDBEME LB L.

I. BEREBRETOFDC, IDCRU B7-2E4EMEORE

bk A el ol g
1. %
LB SR THEBR U 7 P MR AT B % 500 B 18 CRUIF e vh

6 WAEAIZ906, 906, T5BlEENENEATEDC, IDC
B UBT2B ML 3 2 <7, EAMEECRRLLE
Blodid 6 Z N ENMIELIZEAZZPBCE3 B, LUTHTCHE
HHF% (autoimmune hepatitis, AIH) 76l % x0H & L7-. ATHIZ
BB EEHEOFRRAENAEROBUTEEP LML, 20
HBsAg, HCVHUEIZEM TdH - /2. AIH b 18P CBIFF 4 & Fig
WAL OBEIC L ) LA S 4 F Tz L 72,

2. Fik

HURIR RO —HTH A5 FDC, IDC KU B7-2 M0
RBELNM, X0 FEEMIIHN. 2BFDCTR
HLCD35HLE™ (DAKO, Glostrup, Denmark), IDC Tidk45 3
YALCEERHT AL MIDCHIA™ (BMA, Santa Barbara,
USA), B7-2 B4l TIEPiB70H4A™ (Pharmingen, SanDiego,
USA) & HW . R2ICIRGUEK, 2Kk0F, BLUEBORE
HWARERREELRT. 2BREHREERL, FHuk
itk gl .

FDC, IDCOMMAFIIRE (SLERE) dHsu b PDTEY Y
—EFF =LA F L5 —EHEEMH (avidin-biotin-peroxidase
complex, ABC) i\ fito7z. bbb, FL=1) YEERNST
74 ABYFER ST 74 L, 0.3% BE{LKE HO0) I
Iy —ERIZ200HE S, MEEAV XS F—-Yik
EEE/. FOB, YF%10% 7 < EFIME T2 5 EMEL,
SRR E I L. RWT, Y1 LT/ 4O LKkNkKE
4 CT—HLIE SR, 20045IH/H ML F o<~y
A IgG#iff (Vector Laboratories, Burlingame, USA) % iR T45
SR &S %, EHENCRSLZABCREW (Vector
Laboratories, Burlingame, USA) % SR T45 3B KIn s €7,
FNH, 0.03%H0,%MA7:02% 33" -FT7 I/ NRIFIY
YERsE (Sigma, St. Louis, USA) T55- M2 % 1055 f L €7
T 4O IR, U o BREER T Ik LR
WZfFotz, AT REFI LTI YR, BKE AL, SRL
7z, B72 Ml o REgt TlE, TAH) Tx AT
LT N A1) T 4 A7 7 ¥ —+ (alkaline phosphatase anti-alkaline
phosphatase, APAAP) k126t~ 7. T4&bb, NREAVTX
2 ¥ — B E RV T, Rlko ABCE L HERO BT kI
FETRIBSEZ. FOM/BIE N BERIZTRIGL, T
V74 A7 79— EBHEANLTITEYY - EFF 2 - 0
fl (DAKO, Glostrup, Denmark) & 3047 &8, 77— A b
Loy ROREIZIEESE, A7 hE2) » T g, Bk
BAL, #RL.

3. FDC, IDC U B7-2 B Al o 5 75 i
FDC OFFMli i PRI R IR IZ 3o SR DRI 2 Btk e L.

Tabel 2. Primary and secondary antibodies and their dilution and sources

Antibodies Animals  Dilution Source

Primary antibodies

Anti CD35 (monoclonal, 1gG1) Mouse 1:50 DAKO, Glostrup, Denmark

Anti human IDC (monoclonal, IgG1) Mouse 1:50 BMA, Santa Barbara, USA

Anti B70 (monoclonal, IgG2b) Mouse 1:50 Pharmingen, SanDiego, USA
Secondary biotinylated antibody

Anti-mouse IgG (horse) 1:200 Vector Laboratories, Burlingame, USA

monoclonal, monoclonal antibody; IDC, interdigitating dendritic cell.
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DI — R FUBATEY b Ao T SER] % Bk & SR
L7

IDC DEFAMIHZIDC * S L& 7 v » 8P EARN O 4T
OPFINRIR D 53 LA _EOER & w1 (marked), IDC % 5fELL 1

Fig.1. Hepatitic bile duct injury in chronic hepatitis C. An
interlobular bile duct (arrow) embedded in a lymphoid
aggregate shows variable biliary epithelial damages and
intraepithelial lymphoid cell infiltration. Some mononuclear
cells (arrowheads) infiltrate into the epithelial layer. HE, X
400.
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Fig.2. Hepatitic bile duct injury in a lymphoid aggregate in
chronic hepatitis C. An interlobular bile duct (arrow) is
apparently intact in (A). After entering into a lymphoid
aggregate, this bile duct (arrow) begins to show variable
epithelial damages in (B). P, portal vein; lymphoid aggregate.
HE, X 400.

HEL 7)Y WD IER % MBS (minimal), SREFPEG & %
B L5000 B O B % BF M (mild) & FEM L 72,

B7-2 Mg o #FAlfi 14 IDC & Rk I247T v B7-2 Bt % 51
L E& T PRI AMEA N O 4 TO PR o =55 L L 05§l % 56
Bt (marked), B7-2W5H:MNE % 508 DL L& € FIRIEAT 1L L
o PLUTF OFER % S BEME (moderate), B7-2Biila = &
te PRI A 5 VEB & ST (minimal), SRR REVERI & M
B OB O IES] % 55 (mild) & 5FE L 7.

4. MR

B 4V AP435 & OTPBC 2 RTIEH QM < AZER BRI
WIE L1, 208% RU8E, T30, 4 EBHE LT
FDC, IDC, B7-2R5MEMa Bl & A & o B % A 7.

5. FEEFSALEL

MAMHEMENS, x Mg, Fisher MIEMEREIEE (Fisher's
exact test) 1T\, fERRF0.055kMME b o CTHEEARY LHE
L7

154 i#

I. FFFFRERERSE & FOREFIAR

1. FFRMEIRERESE & IR EOHE
I JEAENRE A IR CRUFF £ 149 B 6051 (40%) 12, F7:
BB RF R TIXI8BIR3H (17 %) KRB bRz, BEHE

Fig. 3. Follicular dendritic cells in portal tracts in chronic
hepatitis C (A) and primary biliary cirrhosis (B). Follicular
dendritic cells (arrowheads) are seen, presenting a meshwork
pattern. Arrow, bile duct. Immunostaining (ABC method) and
hematoxylin, X 400.
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FBIZIZ ) > Bk E L, BELEBRNICD ) Y RBROBRA
PREHBN (K1), % B/NEMIEE QML C TR 46
D2BZE SN RD DA TH - 7z,

2. FRUEPEEE LSS CHEFROREL, MoREMaLeE
FIRTR & OB Y: (33)

BHECRFATIE, HAMEEEE X I CIE706+ 1561
(21%) 12, 2, 3, 483 T T9BIF 450 (57 %) ITER S h, &
BLEBFCTERIIADLNE 0<0.001). MiREDY) > 38kF
HTIEFEEL EIZBOONHETIRSTRICBRELTORT
1325% (2, MIHERAETIZFENFNE68% &£ 35%IZ, ¥—A 3
—VIBIETIE66% & 31%I0, FEDORETIL54% & 33 %272
Do, TNEFNOHROBENIMOBETIEFHVRL I E T
RUEEEVBHE SN

— IR ERORERF VY 4 > B ER O E L FFEEF
PR £ DR & DRI IZBEERIZED Sk d o 7.

3. BRI L B FAMEEREORE

AT, FEEBMEICOA LTz, 18 C T AE B O FY
RBIZBOSND ) B EPLMNTHEEL, BEMIZES
EEZLNBNERMET L ERYAEE B CEPRE L.
F/NEMIRE IR ) U B P A > Th b BEES R LT
B, FREEEEEGLEZ LN (M), MoORTDL EE

120 S BRASVTIEERIZIER & Bb 7o/ ERAR S % iy
FEe BV CGEBIMER L2 248, U Y SBRAIZ A THS
BOBEDENERD B L)%Y, FREBEREOHRY
YR L7, SBBEL A/ ERBEILER THETL o
% MR L7 @) O RN TR BETH o 72,

I. EEEERENFDC, IDCEUB7-2B4MIEN%ER

BALZa0iR et

1. FDCO#E

FDCix ) ¥ 35 JaPIcEEL L8 b, MERICHERL
72 (A3). —HEEEFIOR —ERXD 2P THFDCEBHHMH
MRis & 30 & N2 WIIIRIEASR BRI FETE L7z, E720) v sk
ARBMICERELERDZFURIBEICB VT FDCHEEE L Ln
SR DB L CHEENZ. TLFDCLBEREOEEOENY
BEOLNY, BERETLOUBNLZMEMIIEE TR,
7.

FDC T8 CRIAF 905U 3751 (41%) 12, PBCE3HH 64
(10%) =, ATH7 I 2451 (29 %) 2o 57z, FDCIEPBCL
DM CRIF&IZE CBE SN (p<0.001) (#4). %BFDC
DI LB CRF4 K U PBC DM & ORBEMIZRD b1k
Mo,

2. IDCOHH

Table 3. Comparision of hepatitic bile duct injury with several other histopathological feafures in chronic
hepatitis C

Histopathologic features g:f::f&iir;fu}:;g atitic fltg:)llsftxlci:‘rice

Advancement of chronic hepatitis
Stage 2, 3, and 4 4519 (57) p<0.001”
Stage 1 15/70  (21)

Lymphoplasmacytic infiltration of

portal tracts (overall appearance)
Moderate and severe 41772 (857) p<0.001h’
Mild and absent 19/77  (25)

Portal lymphoid aggregation
Moderate and severe 31/41  (76) p<0.001"
Mild and absent 29/108 (27)

Ductular proliferation
Moderate and severe 15/22  (68) p<0.01b)
Mild and absent 45/127 (35)

Piecemeal necrosis
Moderate and severe 27/41  (66) p<0.001”
Mild and absent 33/108 (31)

Necroinflammation of parenchyma
Moderate and severe 29/54  (54) p<0.05b)
Mild and absent 31095 (33)

Steatosis
Moderate and severe 2/6  (33) Ns¥
Mild and absent 58/143 (41)

Orcein-positive granules
Absent 53/134 (40) NS”
Present 7/15 47

NS, not statistically significant.

a) Data expressed as number of patients with characteristic/total number and figures in parenthesis indicate
percentage of corresponding cases.

b) Based on the ¥ 2 fest. |
c) Based on Fisher's exact test.




I SRR 2 _ 317

Table 4. Follicular dendritic cells in chronic hepatitis C, PBC, IDCIZPIARIE RIS HRFEME S 40 L7z (R 4). IDCASERBE M
and AIH R HATAERIE, BYECEITI0 P4 115 (12%), PBC63
Diseases Stage Incidence of positive FDC” BirR 1260 (19%), AIH7HIF 16 (14 %) ThH - 7>, §5EHEER
Chronic hepatitis C 1 0n4  (38) W8 CRUAT 4 905 1861 (20 %), PBC6E3 Bl 1561 (24 %),
2 15537 (41 ATH7BIH 16 (14%) THY (&5, FREDMEICHIVHED
3 11/18 (61) EREIBOLN D7,
4 2/11 (18) W& OREMEOMRE T, IDCH ML 520 5 h 7 5E
BHIIEE CRIFF £ TIX1EAT40%, 28 T23%, 3HT38%,
PBC ; fj’]’z Eg 41T 23% T ) IDC OB L i & DB b h Zd
3 3/18 (17)
4 02 (0
AIH 1 172 (50)
2 02 (0
3 173 (33)
4 /0

PBC, primary billary cirrhosis; AIH, autoimmune hepatitis;
FDC, follicular dendritic cell.

a) Data expressed as number of patients with characteristic/total
number and figures in parenthesis indicate percentage of
corresponding cases.

Fig. 5. Distribution of B7-2 positive cells in the liver of primary
biliary cirrhosis (A, C) and chronic hepatitis C (B). B7-2
positive cells {arrowheads) are scattered in portal tracts. And

Fig. 4. Interdigitating dendritic cells in portal tracts in chronic a B7-2 positive cell (arrowhead) is in direct contact with the
_hepatitis C (A) and primary biliary cirrhosis (B). Many bile duct endothelium (arrow) (C). Arrows, bile ducts. H,
Interdigitating cells (arrowheads) ar seen. Arrow, bile duct. hepatic parenchyma. Immunostaining (APAAP method), X

Immunostaining (ABC method) and hematoxylin, X 400. 400.



318 #

27,

—77 PBC TIXIDC A 55 PELL 38 & N FEFI D43 14
T56%, 2HIT50%, 3BIT22%, 4#1T0% CIRAEDERIC
o TIDCHFHBEHEAET LAz, 18, 2o R TIEL43
B 2351 (53 %), 3HB, AMAOMEREETIL20BIH 461 (20%) T
by, BHOBOTNFIDCORBIZABIZERTH 72 (p<
0.05). &5 (ZPBCOEIBTDE3% & 184 CRIFRDEL D
BETo61HH 2046 (33%) &% hET 5 L IDCOHBEIZPBC
DEYOHTHEIIER TH -7z (p<0.05).

3. BT2RgiEMA o5 4

B7-2 MR PRSI EUEE L, F0RKEIDCIZEMIL

Tw7z ([5). *7-PBCIESIIZ B> TIE B7-2 M Ashe £m
BHERBRICBALTWAENBESN (M50).

B72BHMIEDLBLOS B & KEBOHEYN O N+ %6
AT, BT2B AT PSR DL L3 & NZIERNE, BitC
RIRF 4 75805 1361 (17 %), PBCE3BIH 2661 (41%) THY,
PBCIZHB WV TEHFIZBE SN/ (p<0.01) (H6).

R & DOBEMEOMRETTIE, B72 BRI AT R
& N7 REBNIIEE C BN 4 C 13 BIIRE I3 5360 rh 4261 (79 %),
ERBETIZ 2260176 (77%) ThHY, HHRHICZEZRED2h
»72. —/7PBC TIZRHEABEIZ 4251 3461 (81%), HRETH
2140 1441 (67%) TH Y, F72PBCOHLEATIE, B7-2B4

Table 5. Interdigitating dendritic cells in chronic hepatitis C, PBC, and AIH

Number (%) of cases”

Diseases Stage Density of IDC
Marked Mild Minimal
Chronic hepatitis C 1 5 (14) 9 (26) 21 (60)
2 L (¥ 5 (19) 20 (77
3 3 (19 3 (19) 10 (63)
4 2 (15) L (8 10 (7
PBC 1 6 (22) 9 (33) 12 (44)
2 4 (25) 4 (25 8 (50)
3 2 (1) 2 (11 14 (78)
4 0 (0 0 (0 2 (100)
AIH 1 0 (0 0 (0 2 (0
2 0 (0 1 (50) 1 (50)
3 1 (33) 0 (0O 2 (67)
4 0 0 0

PBC, primary billary cirrhosis; AIH, autoimmune hepatitis; IDC, interdigitating dendritic cell.
a) Data expressed as number of patients with characteristic and figures in parenthesis indicate percentages
which are given for total number of cases in the same stage.

Table 6. B7-2 positive cells in portal tracts in chronic hepatitis C and PBC

Number (%) of cases”

Diseases Stage Density of B7-2 positive cells
Marked Moderate Mild Minimal
Chronic hepatitis C 1 3 (9 1 (3 24 (73) 5 (1%
2 0 (0 4 (20) 10 (50) 6 (30)
3 1 (9 1 (9 7 (64) 2 (18)
4 0 (0 327N 5 (45) 3 @D
PBC 1 2 (7 9 (33) 9 (33) 7 (26)
2 7 @47 1 (7 6 (40) 1 (7
3 1 (5 6 (32) 6 (32) 6 (32)
4 0 (0 0 (0 1 (50) 1 (50

PBC, primary billary cirrhosis. .
a) Data expressed as number of patients with characteristic and figures in parenthesis indicate percentages
which are given for total number of cases in the same stage.




MR ERE 319

*
g
~ 60 —
o
[3
I
[4]
o
o
2
3 40 —
Q
=X
o
~
o
k] —
20
8
[~
Q
hel
o
=
0 —
Chronic hepatitis C PBC

Fig. 6. Incidence of B7-2 positive cases with respect of their
density in the portal tract of chronic hepatitis C and primary
biliary cirthosis (PBC). The proportion of moderate ([]) and
marked (H) B7-2 cell density was higher in PBC (n=63) than
in chronic hepatitis C (n=75). *p < 0.01.
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Abstract

Hepatitic bile duct injury is a characteristic feature of chronic hepatitis C, but the mechanism of this lesion remains
obscure. These bile duct injuries appear to resemble chronic nonsuppurative destructive cholangitis (CNSDC) in primary
biliary cirrhosis (PBC). In this study, the pathological and immunopathological features were examined in 149 cases of
chronic hepatitis C. Hepatitic bile duct injuries were found in 40 % (60/149) of chronic hepatitis C, and in 17 % (3/18) of
chronic hepatitis B patients. This phenomenon was frequently found related to lymphoid aggregation in portal tracts,
suggesting that hepatitic bile duct injury may be due to some immunological mechanism. The distribution of
immunocompetent cells around the injured bile ducts was then surveyed, especially that of the dendritic cells, which are
thought of as professional antigen presenting cells. First, two kinds of dendritic cells, follicular dendritic cells (FDC), which
present antigens mainly to B cells, and interdigitating dendritic cells (IDC), which present to T cells, were examined
immunohistochemically. In addition, immunocompetent cells with B7-2 molecules, a costimulatory factor which is known
to be necessary to present antigens, were also studied. FDC, which formed a meshwork pattern in the portal tracts, were
observed in 41 % of chronic hepatitis C, and in 10 % of PBC cases (p << 0.001). A marked density of IDC in portal tracts was
observed in 12 % of chronic hepatitis C, and in 19 % of PBC cases (not statistically significant). In PBC, the frequency of
IDC decreased according to the progression of the disease stages, whereas in chronic hepatitis C, no such tendency was
observed. B7-2 positive cells were scattered in portal tracts, and we could find B7-2 positive cells which were in direct
contact with damaged bile ducts in PBC. B7-2 positive cells were observed more frequently (41 %) in PBC than in chronic
hepatitis C (17 %) (p < 0.05). In stage 4 of PBC, there were no cases with more than moderate density of B7-2 positive cells.
The hepatitic bile duct injuries were not associated with bile duct loss, whereas CNSDC of PBC was variably associated with
bile duct loss. These findings suggest that hepatitic bile duct injury has a close relation with lymphoid follicles and infiltrating
cells around the injured bile ducts, and that the mechanism of this lesion is different from that of CNSDC of PBC despite their
histological resemblance.



