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- Abstract -

Background: Cholestatic hepatitis is failure of bile to reach the duodenum with
hepatocellular damage and no demonstable obstruction of the major bile ducts. The
prognosis is usually good with recovery in less than 4 weeks after withdrawal of the
offending drug. However, a prolonged course lasting over 3 months is possible and, in
rare cases, progression to ductopenia with development of a vanishing bile duct syndrome
occurs. A differential diagnosis with other causes of Chronic liver disease is needed.

Materials and Methods: From January 1991 through Jaunary 2000, 14 patients
diagnosed as cholestatic hepatitis by liver biopsy were included. The possible
causative drug. clinical features, laboatory findings, and progression of cholestatic
hepatitis were evaluated. The semiquantitative study of liver lesions was performed
by two independent observers.

Results: Causes of cholestatic hepatitis are 5 cases of oriental medicine, 3 cases of
anti-tuberculosis medication, 1 case of ticlopidine and antibiotics and 4 cases of
unknown causes. The clinical features of cholestatic hepatitis were jaundice, itching,
urine color change, and general weakness. During 6 to 30 months, LFT of 5 patients
showed prolonged elevation. Elevated total cholesterol =250 mg/dL in 6 patients,
pheripheral blood eosinophilia in 5 patients. auto-antibody positive in 6 patients were
observed respectively. The biopsies showed intralobular bilirubinostasis with a mixed
portal inflammatory infiltration.
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Coneclusion: In cholestatic hepatitis,
regardless of causative drugs.

durations of abnormal LFT are variable

If cholestatic hepatitis progresses toward chronic

course, viral hepatitis, primary biliary cirrhosis, and autoimmune hepatitis should be

differentially diagnosed and sequential liver biopsies are needed.
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12944 antinuclear antibodies(ANA),
anti-smooth muscle antibodies(ASM),
antibodies tc liver/kidney microsome
(anti-LKM1), anti-mitochondrial Ab(AMA)
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Table 1. Clinical details of cholestatic hepatitis

—FFAANE TR A3H ¥ —

15 A o
A 8/l 24 01%7}5740\}0) AN7) (wk) %—"J“’i;ljgi(wk)
1 g/27 Lisld 3 8 2
2 9/53 Sk 1 2 1
3 '4/33 gkt 18 4 4
4 /42 Lisls 2 3 2
5 3/41 gt 1 7 8
6 'd/36 ¥l ) 10 3 1
7 /60 aYef 2 4 7
8 94/22 A8 5 20 2
9 /51 A 29 2 0.5
10 /63 FA 2 5 4
11 «/39 AAF 30 18 0.5
12 3/51 Ticlopidinc 14 7 2
13 /21 o) 1 2 -
14 94/32 o)A 2 1 -
Table 2. Laboratory findings of cholestatic hepatitis
ALT® ALP® Bilirubin® GGT* Cholesterol Eosinophil AutoAb
1 32 1.5 23 2 250 8% ASM
2 1 2 35 3 170 2% -
3 6 12 9 11 367 1% -
4 20 1.5 14 3 150 3% ASM
5 25 1.5 22 4.5 169 12% -
6 2.5 4 17 18 543 8% -
7 5 1.5 27 3 192 1% ANA
8 4 5 11 12 184 3% -
9 10 15 22 32 878 9% -
10 3 1.5 20 4 153 0% ASM
11 12 3 13 28 406 2% ANA
12 10 9.5 17 26 353 0% ANA
13 3 1 16 2.5 130 1% ND
14 8 1 22 1 242 13% ND

ASM: anti-smooth muscle antibodies, ANA: antinuclear antibodies,

ND: autoantibody check not done, (-}: negative

Cholesterol (mg/dL)

X the upper normal limit.

AutoAb: autoantibody
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Table 3. Histological features of liver biopsies

V4 - PBE - o1BF - FoI - HEY —

Patient 1 2 3 4 5 6 7 8 9 10 11 12 13 14
Biopsy(week) 8 2 4 3 7 3 4 2 2 5 8 7 2 1
Portal + o+ U T T A
inflammation
Portal T T - T T S T
fibrosis
Bile ductule ., _ . 4+ 4 & s o+ o+ 4+ o+ -+ 4
proliferation
Bile duct

Jamage P P P P P P P P P P P A A P
Hepatocyte T T T = = T S T
necrosis
Cholestasis + + + + + + + ++ + + + + + +
Intralobular T T T = T S T S
inflammation
Eosinophil - - _ - - _
infiltration o i i '

P: present, A: absent

Aletch. e SEFAAY Bgol ¥R
¥ 1499 84 F A2 64, A= 831
I 87 Yole 40.849d. 9458 B3
14%(100%), 247 849(57.1%), =AWs
147 (100%), A7z 127(85.7%)< R
2, 29 4B 5% 18(1.1%), E4E 29
(14.3%), H34A 29(14.3%), 5% 249
(14.3%)% JEMIRIT.

2EAAY TEe FAYJALEE A
59, FARA (1RAGA) 398, R 34
A% ticlopidine & 19, A& 1734
F 290l Sixla, 1 9 28dME An|idol
ATHE 1).

2. BAY 2
INBHAS ALTE B3 602 U/L(73-
1893 U/L), ALP+ 1157 U/L(294-4150 U/
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L), total ilirubin® 23.0 mg/dL(10.8-41.
4 U/L), GGTE 379 U/L48-1121 U/L)=
et & SY2HEL 299 mg/dL(130-
878 mg/dL)E 14% F 694N F Zd2H
& A7t 250 mg/dL ez FHE ERN
o, 5HdlA TxPde] IAFFINEE ER
2, 142 F 12944 2A71gA AR 31,
o] Z 6ol ASMU ANAES EFTH(E 2).

k2o o3 FFAHAA AP AF FHSF
EZG F A ALTE 3z 34zl &
o) =gshe BT A 47 3193 12
9d ok, 1S AAME o)dE BEY HE
71Zte 8.9/ x, 5%Y #|AAME
ALP =¥ bilirubing #1344 3717t 674€
BE 30/0€7A A&HAT. ALT/ALP
ratio(R)¥ 110l 2ujgte} ok, 3o(Z
7+ 1,4.5) clME Rgke] 2~5 AlelRioh.
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Fig. 1. Photomicrograph shows mild to

moderate cholestasis having bile
plugs in the bile canaliculi and
hepatocyte(H&E, x200).

Fig. 2. Photomicrograph shows moderate
bile ductules proliferation and
bile duct damage(H&E, x200).
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Fig. 3. Photomicrograph shows severe

portal inflammation and moderate
portal fibrosis(H&E, x200).
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223 A% ZE o BRAR 2F
AAE BAxn IAXES A4 A3 R 9F
MEES Ao BRHUHE 3, 28 1-3).
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2 P L Hlolgiy A, 4B, &
2, ALY T U €4 o A,
SEAAA 719l Whgr1Ae ol 43 ¥
A ggte, immunoallergic mechanism
(Zimmerman 1978: Stricker¢} Spoelstra 1985

. Pessayre$t Larrey 1988)3% cytokines

(Crawford$} Boyer, 1998)¢l <& 24 3ch
3 geA gid.

AN g9 vixE A W 232d
EEL gAT A2 dA g 34 Wdd €
9l A2 BE AP 60%90A 0% Ta
SFARL(EAET AFA, 1987), FAU AE,
3EA, 325 T RIA 2 54 g
d7t gAY 4T A 20%°14E
AAPAn Busan JoAFH F, 1999).
o|2 v|Ro|E o] 22| A% vlolH A HY
uo} B JF FFHAAY Aol ¢ &R
Aoz 3=y Yn(Farrel, 1994), 4ES8
WAle] AMWIE} uj=e] 3%(Eisenberg 7.
1993)d ¥l& o}F &3] AHER JoBR F
e uo|g2A PET FE 2 AEd 9T
2EFAA ol WY 9 BE Ao Bl

FA 2 zEe Y FFEAe €24 2
&4 27393 A 93ARE Bole B¢
7} gled g Bnd FAEL /7] HlA &
%12 (organic arsenicals) (Stolzer &, 1950)
7} chlorpromazine(Walkerst Combes, 1966)
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o o F4 FFIA 4AF sz Ay
g dzA ¥ g2 e EuHAtt
(Zimmerman, 1978: Larry$} Erlinger, 1988).
A9l RE A o) FERANE 2o 4 YA
ot &3] AHEHE YAE Fole amoxicillin,
erythromycin, ethambutol, ketoconazole,
B-blocker, ACE inhibitors,
warfarin, sulfonylureas, tamoxifen,
estrogens, H2 blockers, NSAIDs, tricyclic
antidepressants, benzodiazepines $°] B
253 Y McGillZ Kwiatkowski, 1998).

42 ojF FAAZTFINE A5AU BLEE
YelE major form3 L {loIx|A|gt ]
&HQ 1 AAME °]dE RBole minor
formel 9tk Major formQ 7% <, 2%
ol §471° uvehtx, GHFont FHAF
(xanthelasmata), {H|Fd), My &2, 34
TZ7H8, SEH2HE F7HE Bole Avx A
tHLarry®}t Erlinger, 1988). ¥ d7A&
1499 82 F 11HoM A&AQQ 32 € &
%%& 29 major forme ¥e2 Yehd:,
°]% 54 ARELAEL RYEH olEL BEF
5714ela 28 5709 FQF ALP =& ALTH
A&AQ S Bl

1499 9F B 3AERe] AsEEA
4 ALT, ALP, bilirubin, GGT %°| 3%
o] 4 djel A 4 W) 7hA] Frkske AR R
ged, ol ArFA Y Fed AstA] AIA
Tk &322 ALT, ALPY 44S H<l o(®
A 6, 8)Z ©|Fo] Bopy AsiEAA} o]} A
9 A&7t B0 Qe AoE BuY
144 68 &A1, 3, 6, 9, 11, 12)¢1X4+=
ZY 2 E FA7F 250 mg/dL ol F7t
ded o F 3926, 9, 11) SHY2HEF

ticlopidine,

27} 400 mg/dL |42 A3HA s,
A3 4z 10, 29, 078U AEAHY
ALT, ALPY o< JYeRiAAT, 2EHA
A Tl 3AY F ZH2HEFAE B8
HAh. ofEd o &S ALT/ALP
ratio(R)dl wel ALT7F 371d TAXBR)
5). ALP7F F7iHoidle BEIAE(RL2),
ALT$ ALP7} 37t e £33 (2(R<5)
o2 BHdk=tl(Mcintyre ¥, 1991), 2 &
FolMe 1499 @A F 119dA = Rake] 2
ogte] 2EANES JERAR, 3HAAE
2~5At01e] EF e Feiz AT

oFE] ofg 194 2 WA W 4202
AEs7 % s, o] $ A 172 clometacin,
methyldopa, minocycline, nitrofurantoin,
oxyphenysatin®] 571X A7l tiEHo=2
13 A7M944d 97 Q4%8el A8k,
20 dihydralazine, ticrynafen, halothane,
iproniazid®] 471 %A2AM a7
microsomal proteindl W& FH(anti-
LKM antibodys)?} Yehte 2% A7PE g
93 FARE 238 2o 33go)] ojFch(qhE
2, 2001). 28Y, e APERA e
ofz] =& Ao Z Type lo] WS A8}
(o194, 1999), AHAZANE ABF 129
% 63914 ANAY ASM S BAT, ¢
A 224 2 WA T F Ud9
3IA T2 3PHo| 73t

FERAE Td] Hedy FEe F479
2] 2ERAG EAQ4) XY A&
o] vehtx, T GEAAT theket 2uy
Af3t A% AL 23S JebdtH(Degott
T, 1992). a3, o4 ddMe BE AR
1095 g@#ado Jete Asx Ao



(Altraif &, 1994). @824 AE 2 @&
A9 A3 FEE 270 g &4 AP
Axot dAgiths Bart AR (Degott 5,
1992), £ A7elM e ALY 1715282 o3
& Jepd 599 4G B9 95 99
a3 2Eed 2 25 AR g3ith
ol 27] A Wil 4B7EHE JH3 43
& 4 3lE AL ol (Hautekeete 5, 1995),
22 o A3 Aoz A2 tg2A YE
g 4 glov(Desmet 5, 1997), 4T 34
ol 47 A% @F v/l ZAsH L &
F4A9 AL BY 4 JdH(Yamada 7.,
1987: Alpini €, 1988). AR 27]°] £
B 4Z7 AR AEHAL, 290 @
Zo] AYA 3F(@AH, 7, 10)9] 2% ¥laA
ALT., ALPY] o3 73] &A%m, 94 54
o] Wgted ol AFW BH &4 ARA
o gade] FHoz g $u7t 3AH ¢
4 AR FXA Aoz FE5E.

2 ¢

GERAN A9 A YL, A
224 2 A7E ol A 1991deA 20001
A dgtitta oA F5E9ds 843
Ab 2 e R JEFAAN el #RE
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