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JRAMERHE BT R IC 5 17 5 Fas RO RSB L2RRRET

¥—7—F ! Fas, apoptosis,

liver, primary biliary cirrhosis, immunoelectron microscopy

#®

R EFEZ (primary  biliary cirrhosis ;
PBC) 3 FELHEICHRET 2B HEEITHEENT 5 - BN
ERT, HFRZE L L T3MIRE/INERIIEEIC S8
KICFEET 2RI LB MEBIE MR E & (CNSDC) »3%F
BTHD, BEBEESHFLL UL, MIbar kY
THAR (AMA) 2iZ L § 2520 HOHEKN HH,
YT VVEBENL S THOREEERELIZLIE
BHTHIERELN, REFHRFHIERCESL T
340 EEZ LNT5, T TIZ Gershwin 592 & 5 T,
AMA OFEXMEHEH I bar FY THEICHFET 3
2 & % VEBRBAKRERBEAK (B PDH-E2) TH 5%
ZEDPHLPICINTROERIALNTE T3P,
MEEENBT X E AL TRRL W, EE, THEF—
¥ ABRIBURBE COMBEEN—DNT 02 LT
EHENTw3, PBC icBWwTd, LETL Y Bernuau
CANEIRRNC T R b — 2 R & RELT 5 BEH 0 B MEE
EARYIRE LM E RHL, MEEND—DE LTTHK
= ZABBBZEERL TN, EEEL OB
REENZELH ), BEERE FEMEIR T DNA I
FACRIBAD B D7 L BEMIEEZIC BT 2 TR
= 20BE5rEBEEN T3, AFRTIR, TH}
—CAFEL TP NEEBRERANMEGET 2 FELT
€ & 1172 Fas®o) PBC fERIFFMMIC 81T 2RI 4 il
MBI RET L 20 THRET 3.
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HREHE

MRIZEEE [HEEOR L] FEMRHODHIER
WZEDWTRET L 2 BREEITEFEE R EL0ES TH
5., 2Pl (38—65m%) TH N, Scheuer ¥ L %
TERRAE OO EA T, stage I 5%, stage II 4 fll, stage
I 1B Th 2. BEHICOWTMBEE/LFRES L O
P FUTHEZEELL, M, WThoBELR
BIGFINORE 22T T, £/, MRELTBR
BLUCHMEMEREL (CH) 146 (BEICHE L} 74,
minimal CH 3 %I, mild CH 7#l, moderate CH 4
Bl) OFFMHMD BV, ERETL 72,

RERESE T AFEERRIC TR 6 N2 BFAERRIZ, 2 DT,
—HI310% PRI ) S BEIES, BELFEBRER L L,
B n—Hix, 2% periodate-lysine-paraformaldehide

(PLP) BEE# TV HE%eEm & L T0.C.T. compound
ICHAEEIE, (REL 2. PLP BENMMIT, TR
Bk, BERPURRMBEEIC CTRE 21T 72, Isobe 570K
#4 L < 13H,0,/n methanol iz THREH PR~ A
¥ —vERMiIEL7, 1k#HKE LTZB 4 (Fas)®,
Leu 2a (CD 8), Leu 3a (CD 4), Leu15 (CD 11
b), HLA-DR(HLA-classII), HLA-ABC(HLA-class
1) 2ALRGEER, 1 REARER, 2 Kk
L T HRPO-labeled rabbit anti-mouse IgG (Fab’) #%
Bt 2729, H,0, /il diaminobenzidine (DAB) iz
B, #FNT) =i TR a2 TV BKEaIE L 72,
BHA & LGB E RRIC 2 R¥UK & DR E12, glutar-
aldehide i2 THEIE £4Tv>, H.O, tn DAB o TS L
7z. Osmium B & [t4%, Epon-araldite #ti5a3E %47
o, BB, BEYHNZERL, BR610 CETFEM
# (H-700H) #@A\T8E /.

Y~V TORRE MR 2 & Uiz FRMBLIC B1T 2
Fas, HLA-DR, HLA-ABC OYefafifiis, %7 & o
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ICHRBRFREN 24 THEKRL, 2+ strong, 1+
weak, +/— ; very weak or none ¢ 3 EXB¢ CH%E L 7.

i ®

BERDUARIEEIRIC & 2 8L NV TCHBE TIE, Fas i3
PBC EERINEFIIC B\ TN ERIBE RS LM% oo
I FFHARIC ZEBLLsEEe b L7z, Fas 13 MARHE & MR IC
RIAL, MRECLVECREBRL TR BB EN
7. IBE LR THORBULEEF A5 L L T, 3
LI RBRNEmHEBH LNz (Fig. 1-A, B, Table
2). =7, FHTHORBUTBEFRBUC L THWHE

o

%
Mz & -7 (Fig. 1-A, B, Table 2).

Schever 7R TOBBIF, & W IiZFFERKED AMA
ER R Ee S D LFRZE & B LR MMRIC 51T % Fas

Table 2 Expression of Fas in primary biliary cirrhosis

. Bile duct epithelial cells Hepatocyte
Intensity
PBC CH PBC CH
2+ 6 0 3 9
1+ 3 2 4 3
+/= 1 12 3 2

PBC : primary biliary cirrhosis. CH : chronic hepatitis.

Fig. 1 Immunohistochemical staining of Fas (A), CD 8 (C), CD 4 (D), HLA-ABC (E), and HLA-DR (F) in serial sections of a PBC patient (Case
3in Table 1). Bile duct epithelial cells show strong expression of Fas, HLA-ABC, and HLA-DR. Both CD 8 and CD 4 T cells accumulate
around the bile duct and infiltrate in the intraepithelial space of the bile duct (arrows). In chronic hepatitis B (B), bile duct epithelial

cells show weak expression of Fas (+/—).



PBC 2 811 3 Fas D@l L aRet

DEBUCIIRRICHBIIIAD LN L b - 72 (Table 1), [
—EPRED A TCORBTLBEINLZTETHNE
BRFICRHIZZH LN, CNSDC 2380 2 EERE &
FEREEE TIZFEEEIC Fas nRBMBRISBEI N,
EREY A TORETT, 10614 4 I EE B MRIRAIC
CD 4Bt >k BRErBEE3INnL. )b 1HITiE 1
SONERBEEOIRE EE NI CD 4 Bk >8R
NERLBEIBEEINZ (Fig. 1-D). 2o ipE
FREMETIE HLA-DR oz %283 (CH TIRFEEH
H2RBoOLhr-72) PEREZN, Fas nFERL 2 + &3
wmyEEIns (Fig. 1-A, F). 7, $XTHEH
T, B LEMIICEITS HLA-ABC OFEFRFA LN
(Fig. 1-E), 1064 3l iEE & MBEAIC CD 8 %
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# CD 11 b BN MRAEEMET ) > 35k (CTL) DH&HE
eI ns (Fig. 1-C).

BV~ THOBETIE, Fas (3I0E R MREE
7 basal & U lateral 125 { SEHAHFH L, apical i<
ED LN -7 (Fig. 2-A), F7-1EE LR MM
K M/ Nadkic b Fas nFEyas b sz (Fig. 2-B).
B, BEL-GETRTR N AMRIZRBEEINS
Vi RoW A

z =

Fasi3, THRF— 2D 7 F N2 HRAICEET S
WlEZE S T, TNF/NGF 28477 3 ) —IicE 75,
Leithauser &%, Fas & [F—%FTHh 5 APO-1DIE

Table 1 Clinical data and immunohistochemical grading of 10 patients with PBC
No. Age/sex AMA T. Bil ¥GTP 1gM HhSHRAGE EE Expression in BECs
stage Fas HLA-ABC HLA-DR

1 49/F 40 0.97 145 815 I +/— 2+ 1+
2 65/ F 320 0.47 130 501 I 1+ 2+ +/—
3 54/ F 160 0.49 98 329 I 2% 1+ 1+
4 54/F 80 0.83 153 489 I 2+ 2+ 2+
5 56/ F 320 0.86 202 1040 I 2+ 1+ 2+
6 40/F 320 0.68 237 886 i 1+ 2+ 2+
7 62/F 80 0.57 62 1041 I 2k 2+ 1+
8 60/ F 40 0.62 195 309 11 2+ 2+ +/-
9 55/F 320 2.17 460 501 I 2+ 2+ +/-
10 38/F 80 3.59 299 478 11§ 1+ 2+ 2+

AMA ! antimitochondrial antibody. BECs : bile duct epithelial cells. Histological staging is according to Scheuer’s criteria.

Fig. 2 Immunoelectron micrographs showing Fas expression. (A) Bile duct epithelial cells (E) express Fas at the basolateral membrane.
L, lumen of the bile duct. X3,600. (B) Higher magnification shows Fas expression in the endoplasmic reticulum of a bile duct epithelial

cell (arrow). X6,400.
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FABRE TORBUC OV TRIGABFENICRITL T,
RT3 AFMia & RS FEMIBOBR EORBRLEBEL T
Wa, eI T TR 2 SUETORFRRICBNT,
FrRaRRIC Fas RBBL T, BENRTIZRENH
WEEBICRBOMEHIBH LN Z L EBHLPICL T
5. PBCIZDOWTIZEKRL Wy, HEFEMBOMIE
W RBL, R—EFTLE2MRIc TR REZ2tN
BEZHREL T35, SENHE2 DBETIL, Fas 13 PBC
DIRE FREAME, FHHEOMBER RIEI-RHL,
BB & D58 < Fas ORBEH L5, F—BE
MEZ DR TRBHOBS ICODWTIKRELENER
Otz TOEMBAE LT, Fxid 1gG 4B Fas i
& (cloneZB 4®) #EHL, BEALIMERL L IgM 4
BERLBZED—RAbEEZ LN,

FLAHETIE, RBERICL 2BWEEEETLIE
B LEMEE LI Fas nREB L HEA L 2. MENBE
T, basal & UFlateral i25& ¢ EIHHEEH 51, apical
ICIRBH LN -7z, LICHRED/NNKIZL Z2D
BEVERINLZE LY, Fas »RIERICE W TEE S
NTWBZEHFBELPICL -T2, LL, BRICLZHE
BTIIBEELEMIBICBYTTR— > I LT
BiIBEINLr- - ER, BEEFHEMIKEICL 5 PBC
NEERE FEMBNOBETIE, W{(O2rNEFLEMH
BBTREF = ADHBEELZRL TWEI LIFBEINT
Wah, HELLTIRZINTH), ZTHEBRLTER
THEF— ZAMEDERL P ICIBERNECHEET 255
2 LTV 0108,

FRO/NERBE E E L TEEE NS PBC icsw
T, Fas nEBHEMERFRICIEL T, BEELEMBIC
WRBHLNIZZ L3, Fas #4357 R =2 X5 PBC
TORE FREMBEEICBES L Tw 5 TREMED TR E L
5. B 2193 Graft-versus-host disease = 3317 5 JA%
FEHBOTEF— AH Fas 2L ERTELL L
WMEL T2, RRFEHRELERELLLZ PBC oA
EEECT) Fas »BI5T2HEME LR R L 72N TH 5.
% 7>, PBC T Fas ligand »F3ic2>vTiE, Ahmed
51%¢, PRI & KIS /BN T Fas ligand i 8%
ROBLEXALDPICLTEBY, ZFNORT6HNIEE L
JaMic Fas ligand BpHEBBIR»BHEL TWwb I ERL
T3,

—%, BEFARUIEE EEMIBNICIZCD 455w
i1 CD 8 Rtk ) >/ Bk B HBEL T b, EHLHE
REZe DI TR, BB S TH —ED R %\ 191995,

x ®

Colucci &3 B EMIc CD 4 BBiEMlr 2 HBER
na%l#EE L ¢, HLA-class II #REMBEENE
EEHAIL T3, SEIDRFTY CD 4 BHE") > 7Bk
DIE EEHRNA~OR M B oER % 8 L, HLA
-class II > PBC J8& L CHORERHRLEH12?, Th
1 type @ CD 4 ) > /<Bk»?, Fas-Fas ligand @ X
TLEAL TEENCHIEEECELSZ LI HEIN
TH N2, CD 4B CTL #f Fas-Fas ligand # 4~ 72
JEEMINT K b —> 2%E (HLA-class II #RHY)
CB5LTwaZ L #AI NS,

4%, PBC ¥ FE#KIC 51t 5 Fas REREN b
V- EHBFERHET LI LICLN, TRF—2
A7 PBC BT 2REAZALPICL T LEYFH S
tBbh s,

&

B

Fas iZ, PBC £EFINMILE H 5 W id/NERBENR
HFLEEMBICEBR»ZD LN, 74 VAR R &
B L TRBNBEEHRD L Lz, & ETRIESENE
2T, Fas 3% FREMEO basal & U lateral D
Falsic o5& ¢ BHERH LN, T 2HIREN/NEEKIZ L Fas
DREBHGRBOLNI, TNLOFRLN, BEE T Fas
RBOMEH PBC DIREEICEHELH 2 2 L RBEEN
1.

# 2

ReRzdiohel), TRYLHEEE CRMEE - 2FILAEX
FRERFRATRR MR Fik- REENRE (WREE—)
HEXRBURICRENHELRT & & i, EREERLEFL
T MBS EE AR B IR W75 B L F B R BREBE R R 22 L £ 7,
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Immunohistochemical Study of Fas in Primary Biliary Cirrhosis
Fumitoshi KisHi
Department of Medicine and Medical Science, Okayama University
Graduate School of Medicine and Dentistry
Okayama 700-8558, Japan
(Director : Prof. T. Tsuji)

The expression of Fas on the epithelial cells of bile ducts was examined in liver specimens from 10 patients with
primary biliary cirrhosis (PBC), and 14 patients with chronic hepatitis by both light and electron microscopy using
the indirect peroxidase-labeled antibody method. In all patients with PBC, Fas was observed on the surface of
epithelial cells of interlobular bile ducts.

By electron microscopy, electron-dense reaction products of Fas were detected on the basolateral plasma membrane
of the bile duct epithelial cells, as well as on some membranes of the endoplasmic reticulum. Fas was expressed more
strongly on the surface of the epithelial cells of interlobular bile ducts in PBC than of those in chronic hepatitis.
These findings suggést that increased expression of Fas on such bile ducts may play some role in the pathogenesis of
PBC.



