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Chronic Drug Induced Intrahepatic Cholestasis with a Histological
Resemblance to Primary Sclerosing Cholangitis

Yuriko KOIKE, Kendo KIYOSAWA, Yoshihiro AKAHANE, Shinkichi YAMAMURA,
Takanao KOMATSU, Shinsuke MURAYAMA, Masazumi MIURA,
Kensuke KAMIJYO, Atsuo NAGATA and Seiichi FURUTA

Department of Internal Medicine, Shinshu University School of Medicine

The case of a forty-two-year-old female with chronic intrahepatic cholestasis is reported. She
developed jaundice accompanied by generalized exanthema and eosinophilia after taking ibuprofen,
josamycin and several other medicines for common cold. Marked elevation of serum cholesterol up
to 1750 mg/dl and a decrease in serum IgA to 10 mg/dl were observed during her clinical course,
These abnormalities disappeared when the jaundice subsided. No abnormalities of extrahepatic bile
duct were found by exploratory laparotomy, or by endoscopic cholangiography performed several mo-
nths after the onset of the illness. Histological findings in surgical wedge biopsy of the liver were
suggestive of sclerosing cholangitis, that is (D central cholestasis, @ proliferation of intralobular bile
ducts, (@ degeneration and destruction of the bile duct epithelium, @ laminated fibrous proliferation
of the periductal tissue, and ® phlebitis. The relationship between chronic drug-induced intrahepatic
cholestasis, primary biliary cirrhosis and primary sclerosing cholangitis is Aiscussed, Shinshu Med.

J., 81:84-42, 1988 ;
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Table 1 Laboratory findings on admission.

AR AE S CREORENE b o, EHIR
Ak URBiade Lice Lo Lo LKL
{ 7=y codeine phosphate, picoperidamin hydroch-
loride D# 5% 32V o FEIRBEHE-3 2 A 14 A D
HEL Licica,
mide, valethamate bromide D#5. %321z L 25,
BOREME Mo CASCRES B L, RfFczo
B X O EEARSBRD X3 b, 2150 mepi-
rizole DL A FITRHIBILE HICHBL, 2 F16RAME
BEERICARE L1z, HH:38°Chs5H39° C DRI X
BRI 3B d bt ,, Hydrocortisone o¥EREZ X
D FiB, FEEMEMA Loy, EEAFRR B R
% HIMCRILE 4 A18H, Mfb~IEke L,

ABEHBUE © ek, SeFBpEE, BUNICHEIE A R

oxethazaine, hyostamin butylbro-

T.G. (mg/dl) 1200

Urine Eosino. 0.4
Protein {(—) Ery. : Macro. Baso. 1.4 B8-Lp. (mg/dl) 1400
Sugar (—) Normo, Baso, 2,4 NEFA (mEq/1) 0.468
Urobilinogen n (+) Poly, 50gGTT
Bilirubin (+) 13.4 0’ (mgydl) 85
Feces Ortho. 30’ 120
Slightly acholic 10.8 60! 140
Occult blood B (+) Reticulum cell 1.0 90/ 102
Peripheral blood Lymphocyte 7.4 1201 92
Hb (g/dl) 8.6 Plagma cell 0.4 Protein fraction
RBC 260 x 10* Monocyte 0.1 Albumin 63.4%
WBC 8000 Megakaryocyte (+H) a;-gl 2.8
Neut, 559 G/E ratio 2.1 wg-gl 9.9
Lymph. 23 Red cell life span (3:Cr) B-gl 14.0
Eosino. 16 18 days 7-gl 9.9
Mono. 6 ESR (mm) 24-59 A/G 1.73
Ht 24,5 Biochem, Immunoglobulins
Pit., 14 x 10¢ T.P. (g/dl) 5.7 IgG (mg/dl) 960
Reticulocyte 13%, GOT (K) 130 IgA 45
Bleeding T. 2! GPT (K) 110 [gM 105
Coagulation T. 8! LDH (1U/1) 700 ASLO (T.U.) 250
Rumpel-Leede (+) T.Bil. (mg/dl] 16,2 CRP (+)
Bone marrow findings (D. 14 RA (=)
Cell count 26,7 10¢ ZTT (K) 3.3 %gi?s E:;
Gran : Myeloblast  4,6% TTT (K) 2.5 Autoantibodies
Promyelocyte 3.2 T. Chol., (mg/dl) 285 anti-N. (=)
Myelocyte  23.4 Al, Pase (K.A.) 25 anti- M. (—)
Metam, 10.0 Amylase (S) 94 anti-SM. (%)
Band. 12.8 BUN (mg/dl) 9.0 LE-phenomenon (—)
Seg. 4.8 S-Fe (pg/dl) 249 HBs- Ag/Ab (—=/—)
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Fig. 1.

=i - bffe - RHE - HE

Endoscopic cholangiography finding. Normal
extra-hepatic bile ducts and narrowing of
intrahepatic bile ducts.

GPT ---[Z]---
T Chol Pred zOmg( % m 15mg  10mg 5mg,
Cholestylamine 12g day
1700
Q
Al-p(KA" O/A -
GPT 4 / \ /
1000{ 89 30 4 \ .
- O— 7 Q
TB
60 ale o——q S fivee, tehing ()
20 7 spleen s lver xanthoma (+)
ztb 218 dulness -+ hel 056 varices (—)
) s N
5001 40 (/ ”\r o stching ) T x o T @ Ale
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" \J:: P s ) __x_x——x\;/ e \X__X\ii‘;:m&?:q T chol
A wedge biopsy B biopsy’ 7 GPTB *vam..
S48 S49 S50 S51 552 S53 S54 555 S56 S57
4 6 8 10 1272 4 8 12 6 12
Hb 8.0 Coombs (—) 12.2Coombs —  12.2 12,8 13.9 Coombs — 1.4 1.0
WBC 8000 Autoantibodies —) 7100 12000 9400 7600 3100 3100 3700
S-Fe 2% 125 132 69 55 £ Autoantibodies =) 46
ZTT 35 B 1 W3 74 7.1 (YGTP 416 605 408 362)
g6 900 450 835 860 1450 1010 1570 1100 1400 1500 1110 1960
IgA 41 38 10 60 58 280 240 155 380 370 398 384
IgM 105 85 90 07 30 240 118 165 24 30 160 235
Fig. 2. Clinical course of the patient.
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Fig. 3. Histological appearance of
the liver. (First biopsy, wedge)

a) Central cholestasis without cell
infiltration in the lobules and de-
generation of central vein wall.

b) Increased interlobular bile du-
cts with lamellar fibrosis.

c) Abnormal epithelium of the bile
duct, showing flatness, vacuoli-
zation and partial destruction.
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Fig. 4.

Histological appearance of the liver (Second biopsy, needle).

Note periportal fibrosis with increased pseudo-bile ducts.

Fig. 5.
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Histological appearance of the liver (Third biopsy, needle).
Note zonal necrosis with bridging necrosis and increased pseudo-bile ducts.
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AV T4 A7 72 =% 0KA BTE0EEY TR

LWz, [F4R10/ 5 B 2 | B OFF4t (1)

BHEAT Lce WP, R4mRLizX s, B
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ZOEM r-GTP 362mIU, GOT 116K, GPT 106
K, LDH 266mIU, ZTT9.3K, TTT6.1K, =
UV v=RTF 5~ 0,644pH, #WEHT7.3g/dl, 7L T
3 3.6g/dl, FESHE alb « 53.54%, a~gl+ 3.26
%, argl. 8.10%, f-gl. 14.82%, r~gl. 20.27%,
Tl s = 7y v {E 1gG 1,960mg/dl, IgA
384mg/dl, IgM 235mg/dl “C, FEEHMEILVTh
LIEETH o fe, F AR D 3230 TR
BEEBCH oI, HEMEHEAFL B 5 A b
T R bHEMHICE & SERYROEEY T2 L
fentiazac, tolperisone HCI 7¢ Sa-#bshtz, #+h
LA R RAERG & & b I BRI LT & e, R4 T
R YA€y 3.1mg/d]l (BiEr ey 23
mg/dl) Einolc, La LEBLHEMER XU

Table 2 Laboratory findings of her family,

sister (36y0) brother (30yo) = sister (25y0)

mother (65y0)

Biochem, T.P. 7.7

Alb, 4.9

T. Bil. 0.4

Al, Pase 20,6

LDH 184

GOT 7

GPT 5

ZTT 7.5

TTT 3

T. Chol. 176

T.G. 84

8.Lp. 800

NEFA 0. 3311

Phos-Lp. 195,58
Immunoglob. IgG 1650

IgA 430

IgM 108

7.3 7.3 7.5
4.9 5.0 4.9
0.4 0.7 0.2
3.1 4.2 3.1
129 186 159 -
6 5 12
6 5 14
6.6 4.6 7
2.6 2 2.1
123 138 168
69 93
500 700
0.1368 0, 3311
153.5 191
855 1900 1400
200 380 330
56 85 185
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