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E B SEENERERTEFEZE-PBOSIFAIXRRE LT, T0 BARZEML ursodeoxy-
cholic acid (UDCA) #E5# &Rz o\\T, HEANiz A 2 7L L ABE LY & DERRE
LR Lie, 3~0» A (FHRs A) OBRRATIORAELFHCHELERHITAD

hY, EEEA~OBTR3IFP 46 (12.9%) ¥

i, 5H 1 FTRBEHMY Y BRICHFRE

KT L, —7, UDCA (600mg/H) %5 L7-16MITwE, 3 » A8 X b FFIEEREERE,
IgM {EOBF BT HERD bhie, BB RcoVT1%, UDCA EREHICRBERDOR =7
DHZAMETF Lich’, UDCA #5HCBt > -, B, Rifl, r#BRogERA=a 7T
RAETOHRENDd LA, UL D, —8D a-PBC BN OETET, sPBC DB
Ao@EDd I, —%, UDCA R mBEA LR, SRENCAFERoHRTEILOLILZ
2, a-PBCIZXT 345 bRETH 5 EEIATRR I i,

REIME . SEREFRERTEFEL

BT RO A2 71k

#w B

B AR fH4EFFIE X (primary biliary cirrhosis, Ll
T PBO) X, ERTHOEMIzHI- B8 > ~#ic X
VHBEER WA EBTHS, TOBBETFEIZAL
TIhETCHEL OBREIH L ZhTE Y, AT
BB E OO REDRA»LFHHED
74 (Mayomodel) HiRIBZhTV5Y, LaL,
ZORBEFIDOIIZ LA L GEREFE RGBT EFEE
(symptomatic PBC, LT s-PBC) T& b, EEHKHE
BRI SR (asymptomatic PBC, LLTF a-
PBC) 0 HARA & RMTFHRICOVTRRERBA LA
L&\, —H, PBCoRBIBL Tk, BETTIKE
¥ EERBBENRA LRI, PBCOERBEBIET
B ERELR Y S h Ty Ty, 19874, Poupon
5MIPBCizT ALY FAFra—r B (UT
UDCA) 5 2FBERERSORF L b b T L

* SRAEEETE 1R

R OE2mE
s RREILENAREE
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BARER vAvFirroa—-r@ B

YEE LA, UDCA 51 X 2 i LicBiL
TRABFADENORASIBDLT, BAERL
DTl I h Ty, 512 h ¥ ¢UDCA A
BEIRIEFAOHL 2 sPBCTHH, a-PBCiext
425 UDCABEOFHIARATH S,

S@EEE G, aPBCOBARE AL UDCA#EED
FHEYPShTHLD, UDCAF EZER LU
UDCA &5 #loREdicts it 5 ML LEtic b
g ZEfl, 251 UDCA 5 AlcEs#o
iz o TEEKRBEEMNRF 2 To D THRET
5.

NREFE

BE9ER] (19814 ~19894F) &R KFEHE 1 A%
kL UBHERECABEL, BEYHEERBEBEON
RPEFET X 5 FEREBRHEFET SRR K
WTZE & hic PBCEMD 5 b, WHEBKEREMK
7o & DEERIERYH L\ a-PBC BE31H (B¥S
B, 2661, FHHEMST.612. 1) 2R E L,
B #Erz i Scheuer 78T, Stage 1 © 16, Stage
11: 114, Stage III: 3, StageIV:@ 0%, FF&EE
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Table 1 Scoring of histopathological findings of liver
specimens'?,

Score
1, lymphocytic piecemeal necrosis 0-5
2, cholestasis 0-10
3, disappearance of bile duct 0-5
4, bile duct inflammation 0-5
5. fibrosis 0-5
6. portal inflammation 0-5

KHEFT: 1ATH -7, 2D 5H UDCA 600mg/B %
FEnHELc16(l% UDCA 55, UDCAx#H5L
fh o 15k UDCA SER 58 & U, UDCAFERE
1 (UDCA SEf 5- B £ BEHIR e b U 53 T
BRI & UDCAREMiz o T TRE L .
UDCA #E# 5iflicfbo @R 2 S EAX I FT, £
@ A 3R 1% D-penicillamine 5 fl, cholchicine 1 4,
prednisolone 3 FITH - 7=,

UDCA SEE 5\, W% 3 LM A
(324 A) wich, i UDCA B5Hick\-T
32 L17H A (F58.84 A) imhic » TEBERE
Tv, BEREENR, ALP, y-GTP, GPT, IgM, AMA
EOHB LRI LL,

FoRBRBEMRE I, UDCA R ERIck T
6 B0 L8S» A (E#539.84 A) oRIFETH
SRYBERTL, SHROFESRTR & LBRFL
o, i, ZO6HF2HLEBIO 4 FIOF 6 Fliow
TUDCA#&5 17%\vL12» A (F96.74 A) #0#
BN E{Lk UDCA 531 & LBRET L &, B
BYPEE 1 Scheuer @ stage FEXTH> L L dig, T&
HENcZzoEEEY A3 7{LLCUEF T2 & TH
BEATLEEERHTRFE L, Thbb, D FL
B —2 s —AE3E), 2) BB 5 -HE, 3D BHEH
%, 4) REHK, 5) Mk, 6) LD 6 BB IO
TAa7hET, FHEKOWTHERE T
(Table 1)'2, HEEFEEBEIE mean+SD &L, &
FEWRT 3 paired t test IZ L b T 7z,

52 ik

1) UDCA Fei%5H#i(c 51 5 ERARRIEEMNTL

31 4 (12.9%) TBHHE 6 e\ L36H A (F
#19.55 ) # X b KFBRERF HELL, 514
(W% stage 1) CILZHR48H TR VYL VE
233.0mg/dl ¥ x, WK » B CHTLDDHHRE
g I A
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Fig. 1 Serial changes of serum ALP, ¥-GTP and
GPT levels during no treatment period.
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Fig. 2 Comparison of serum IgM levels and AMA
titers at diagnosis and just before UDCA treat-
ment.

In patients without UDCA treatment, the last
IgM levels and AMA titers during follow-up
periods were expressed as “before UDCA”.
AMA : antimitochondrial antibody, UDCA : ur-
sodeoxycholic acid

UDCA e 587 5 0% UDCA B 5B e s o #
E{o ALP, y-GTP, GPT fED E{t# Fig. 1 winT,
WFhiz b HFEREHIA LT, 2 1gM, AMA
B LB E T TR B leh - 72(Fig. 2). UDCA Ll
AOEZEEHEBARLLRL Ttk Th Zhbok
ERFEOETIC—FBOEM IR bk -1, ABSE
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Fig. 3 Comparison of histopathological stages
(Scheuer) at diagnosis and just before UDCA
treatment.

In patients without UDCA treatment, stages in
the second biopsy were expressed as “before
UDCA”". :
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Fig. 4 Serial changes of serum ALP, -GTP and
GPT levels after UDCA treatment.

Bz, 6 Fld 1 Cik Stage I 525 Stage I ~3tE
LC\ens, Blo 1 FiTik Stage 1 55 Stage IT ~,
BEiHo 14T Stage [ 2% Stage Il ~DHETH R
3, flio 3 FiD stage ITRETH -7 (Fig. 3),

2) UDCA #58nBREFEIRENEL

UDCA #5 %17 -7 a-PBC 16f3, #5hriK
BRERCHEO R RD o,

FrgEmEEoHEB T\ Tk Fig. 4 ofn<, ALP
i3 UDCA # 5 HuiT11719.1+453.9IU/! TH -1
233 A A#450.2+246 91U/ ifE T L EDEXTEE
THh-7(p<0.001), ¥76» A, 1EHBIETIFE
hn453.2+263.01U/¢, 582.8+372.31U// & iifE =t
NEREBET2EFEL2((P<0.01), y-GTP fHicou-
T % UDCA # & H #ii265.4+187.81U/!, 3 » A #

%95 (1950

IgM AMA
{mg/dl) & #p<0.05  titer
1500 4————
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Fig. 5 Comparison of serum IgM levels and AMA
titers before and after UDCA treatment.
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Fig. 6 Comparison of histopathological stages
(Scheuer) before and after UDCA treatment.

147.5+178.91U/1, 6 » A#166.2+169.81U/!, 14
$#201.4+156.91U/!, ¥7- GPT {fiz>\T % UDCA
B EER81.6£72.61U/1, 3 » A#£44.9+39.81U//,
6 h At%48.5+47.01U/1, 14E#54.4+30.51U/1 &,
WFh, UDCAHBE 3 » AL b ERBZETL, %
DHESEMEREHEL L p<0.0D), 7, IgM@ED
UDCA # 5 B #1523.7+305.0mg/d! i= L TR 54
3315.7£378.4mg/d! L ET LA DEREFERTH -
7 (p<0.05), AMA {EO BBz —EoEmiXAbH
fedr o 7 (Fig. 5). Efiseciy, UDCA R#E5HIE
EF4ERE BT LS 6 fild 36T Stage 1 A5
Stage I ~, 1 Stage Il 7% Stage | ~DHF{EM
A, D2 FAIARETH - (Fig. 6), ZEiE,
UDCA #5.8i], #5%0 3EK b » CIFERE T
L8 2 flic 3sit % stage DEA(LIL, 1 1=, &
CI-=Il—-1THbh, WThbIEREMTIL stage D
ERY, REHTIXstage DHEX R D,

3) FHAGFTR D XA 71bic & 51857

UDCA SEFEHlic BTk, BELEDR 2 7ORK
HFEABELRDOLH, O 5HER2VLWTRFREL
EEiabhich e, —75, UDCA HE# I BE
RKCMELCIEH 5 ~#R, B, r#@koFEA=27
BWTFhiHEL, TOEREFECH -7 (P<0.01),



a-PBCEDBHRERL v 4 Y 74 &> 2 — VR ICEIT 5 BN ES %R

1.lymphaocytic piecemeal 2.cholestasis 3.disappaearance of
necrosis % bile duct
5 s — 8
] o o
Y B A D B A D B A

4 bile duct inflammation §.fibrosis

1N Las Lss

Fig. 7 Serial changes of histopathological scores
of liver specimens during no treatment period
and after UDCA treatment.

In patients without UDCA treatment, scores in
the second biopsy were expressed as “B”.

D: at diagnosis, B: just before UDCA treatment,
A after UDCA treatment

BF4518 L RS RH&IZOTIiE, UDCA 55 mEL
e LAESIL e B EA AR S Mt (Fig. 7)
x =

PBC D4A&FHICBIL TIL, 63K PBC 2B
EBEEZ O TV EENBEEL Lot
MDTPBC LW EhBZ Laisl, ZHHBBSE
DERATEDERBERIED EE 2 bR TV, B,
Shapiro 5"z X hif, 6 » AR L TR Y L v
EM2mg/d! P EDBA X AR 451
AREZH, HELOCIZ2LEHHFTLREBLOT
BEFRGHOP AL EEIhTw3, EE50H
cid, fEMRNE PBC 15600 5 HIET-HILIA 0 Rig4E
FHIE W28 +160 ACH » 79,

—2, HEEPBC T 58O ¥R & AMA JE
D—Ribic X b, EEEEORI PBC L2Hixh
SIEFEML, ZEASHETECOLBBIEE X
hoo5 %, aPBCOFHIEDOWTIE, ZhETic
Roll 5'9, Beswick &', & % X Sasaki 590 #4&
HdY, EHFHIHLKVBITCREA L IZRED
EGFHREFESEELBRTVWS, UL, a-PBCIE
PO I IERE BT T B ERMLELEL, a-PBC 2
WS ERERY - E B, HEERC 1A
L RThIEREETE L EITE -,

SEOHETE, 3-LM»E (FBRsH) o
BABEPCIMBEELFNCETOELITED
Moz, —F, CoM31Gd 46 (12.9%) T 67
WL36s A I BREMSHEL, 55 1A
Hh ATCHARED DI L, Beswick 53, 11.4
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FEHORBBE TIGEMDISH) (41.6%) HAEEET
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¥ 7z, 46 a-PBC ERAOHABENT LIz oWTH
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penicillamine, cholchicine, azathioprine,
prednisolone®, MRS, HBIEL &2 Thh
T 52 PBC OER LB IE T 5 Bk R ISR X
Ty, 19874 Poupon 523 PBC £ HI156 i
8007c\~L1200mg/EH® UDCA #&n#5 L 24Mo
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VAT I F—2EOET BT $BERY R L HEH
DR A FHE U=, FICik, FiHS? PBC 7 flic
UDCA 600mg/B% 8 @M EL, BEERCHEY
40% DEERY TR, ALP, y-GTP, GPT fio&EE ek
FEBRXORIEBREL T3, ¥4, ABESYL, a-
PBC 2 #fl# X U*s-PBC 3 iz UDCA #6007\~ L
1200mg/ B4 L,end stage L Bbh s 1 IXK £
AR5 888 X b ALP, y-GTP, GOT o#E» R
%, COHRVIELEFHELTVWBE L bz, IgM
B LT 3 ey, AMA fHi 1 flTo ks
HEAA LRI EBEL T 5,

Shie, FoBSENECo-Ti, AL,
UDCA 8548 FFEMR % JifT L7 5 Bl C stage
DEEBDIFEFL L 0D 2 ATREBHOM
RBEOEABEN AR EBEL B, —F
T, ABHY: UDCA BER L5 1 EH DB T
4B 3PN E A EBTLL, 1T LARE
OETEZRDI LBE L T 5, Leuschner 5%
stage I 72\~ LIII> PBC ER206iz3 L C —EEHRE
i X % UDCA #5417\, SERFEL06 4 Flic %
FROBEYR, 1flcHkE»REH oL T,
UDCA # 581060 6 flcakE s, 25l CHELRS
feHELTW3, kX5, UDCABEICL B
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Clinicopathological significance of ursodeoxycholic acid treatment
for asymptomatic primary biliary cirrhosis:
Comparison with its natural course

Hidero OGiNg, Masashi UNOURA, Yasutsugu MiZuNo, Hiroshi KAwAl, Eiki MATSUSHITA,
Takeshi URABE, Shuichi KANEKO, Yutaka INAGAKI, Ken-ichi KOBAYASHI*,
Yasuni NAKANUMA** and Nobu HATTORI¥**

We studied the natural course of 31 patients with asymptomatic primary biliary cirrhosis (a-PBC)
and also evaluated clinicopathological effects of ursodeoxycholic acid (UDCA) treatment on 16 cases
out of them. No significant change of serum ALP, y-GTP, ALT or IgM level was observed in the period
before UDCA treatment, and four cases became symptomatic after a mean period of 19.5 months. After
600 mg/day of UDCA administration, we found a significant decrease in serum ALP, y-GTP, ALT and
IgM levels. Histopathological findings of liver specimens in each patient were graded in 6 categories:
lymphocytic piecemeal necrosis, cholestasis, disappearance of bile duct, bile duct inflammation,
fibrosis and portal inflammation. Only the score of bile duct inflammation fell in the pretreatment
period, while a significant improvement in scores of cholestasis, bile duct inflammation, fibrosis and
portal inflammation was observed after UDCA treatment. These results strongly suggest that UDCA
treatment for a-PBC is very effective in both clinical and pathological aspects.

* The First Department of Internal Medicine, School of Medicine, Kanazawa University (Kanazawa)
** The Second Department of Pathology, School of Medicine, Kanazawa University (Kanazawa)
*** Metropolitan Komagome Hospital (Tokyo)




