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Methotrexate Induced Chronic Active Hepatitis
= A report of two cases—

Jee Young Han, M.D., Young Nyun Park, M D, Chanil Park, M.D. and Chae Yoon Chon, M D.*
LDefariment of Pathology and lternal Medicine®, Y onses University College of Medicine

Although methotrexate(M TX) has been known to have many side effects, especially toxicity
on the hemopoietic cells and the liver, it has been used as a potent anticancer drug and for the
treatment of psoriasis or rheumatoid arthritis. The severity of hepatotoxicity varies from mild
fatty change to chronic active hepatitisiCAH) and cirrhosis. We experienced two cases of MTX-
induced CAH in patients with psoriasis, which prompted us to report in view of the absence of
biopsy proven MTX hepatotoxicity in the Korean literature.

Microscopically, the liver showed a distorted lobular architecture with portal fibrous expansion,
piecemeal necrosis and bridging necrosis/fibrosis. The hepatic lobules revealed fatty changes of
hepatocyte, focal hepatocytolysis, delicate collagen deposits along the space of Disse and the
characteristically marked polyploid nuclear change of hepatocytes. (Korean J Pathol 1994: 28:

Key Words: Methotrexate, Hepatotoxicity, Chronic active hepatitis, Cirrhosis, Psoriasis

HNoooB

Methotrexate(M TX)+ folatevt dihydrofolate
FHEALE #xhele thymidine monophosphate
48 oAt ezy DNAYAL dhalils folate
HAitao] 7] wlfol A2 AlE5r 5 sl Hale]
v} Felel s Paey 2B del ol glok oz
MTX+e =42 48 548 don 4 903 =
A= FAEAE 2R et =3 daq] FhE
Abe] okalp b A Ay AFE, abd =44 3
delv ghd 854 zlde] Hed o)=rm=a g

H 419939 64 309, AlAEa:1993d 124 149
F A A AR AlEE 134, $HdE 120-752
GEELERCEE LR EL e

kst AT Aol AHFLE AgsEsE d
59 MTX?E s #54 398 fiee a2y
e F s AME ofo] U gEelE &
Taln ST el of Aoz a<1d o7t ul
et ol AzEE A7 MTXE 584 2499
atel o gRAl 2] A R4 A4 WEE Fb
¢ ot #E4 e wAE AYsislel 2asiz
7} e,

g il
1.8 3

el 1: @ 434 g=l=M 409870 FF FF
4 F4=2 Jdsdd A" 1593 e w4
dle] MTXE ¥a71dez Sgeigied of 3d4
o= o3 10mge MTXE A&5zez BE54



— g2l ¢ 39l MTXel ofd sh4y #3549 3l -

#HAEE glglen, of 2~37048 iy
deie] qlgich A cekgl 279 HE K

] X8
Rl

UHe) 24 wao] HAS) sHHoH Basle] Az
A ek AAle] Wolsle Aoz A=, 94 7
dujel ]~ #FaAlx T HBsApg# anti-HCV = &4

Fig. 1. Peritoneoscopic findings of case 1{a) and case 2(b). The liver surfaces of both cases show irregular dim-
pling and granular to nodular elevation suggesting severe CAH or early cirrhosis.

sive fibrosis and periportal inflammatory infiltration which lead to bridging necrosis and fibrosis.
{b) High power view of porto-periportal area showing irregular destruction of the interface by fibrosis
and inflammatory cell infiltration accompaning piscemeal necrosis and bridging.
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lyploid change of hepatocytes. Microphoto-

graphy from case 2 (b) showing linear collagenous fibrosis (arrow) along the space of Disse, which oblite-
rates the sinusoids in some areas (Masson trichrome stain).
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