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Summary. To investigate a role of cellular immunity in 
foreign serum-induced bile duct lesion (BDL) in mice, 
athymic BALB/c nude (nu/nu)  mice were intra- 
peritoneally injected with swine serum (SS) twice a 
week up to 8 weeks and were compared with euthymic 
BALB/c heterozygote (nu/+) and wild-type (+/+) mice 
treated with SS in the same way for 4 weeks. All 
immunized nu/+ and +/+ mice developed marked BDL, 
and their sera showed high anti-SS IgE and I g G l  
antibody titers, whereas no immunized nulnu mice 
developed lesions, and their sera showed no elevation of 
antibody titers. Next, nu/nu mice were reconstituted with 
splenocytes derived from nu/+ mice, and then were 
intraperitoneally injected with SS twice a week for 3 
weeks. Most of the reconstituted nulnu mice developed 
BDL, and their sera showed the elevation of anti-SS IgE 
and IgG antibody titers. These results suggest that 
cellular immunity may play a pivotal role in the 
pathogenesis of swine serum-induced BDL. 
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periductal fibrosis (Imaoka et al., 1986; Doi et al., 1987; 
Itagaki et al., 1987, 1988). 

The precise pathogenesis of foreign serum-induced 
BDL is not clear. In this connection, Fallon-Friedlander 
et al. (1987) reported that purified human IgA produced 
bile duct proliferation identical to that induced with 
whole serum, and explained that heterologous IgA 
functioned as a specific extrahepatic bile duct growth 
factor. However histopathological findings suggest that 
the development of BDL may be somewhat attributed to 
immune responses (Doi et al., 1987). In addition, BDL 
was suppressed by cyclophosphamide treatment (Doi et 
al., 1990). Taking these facts into account, immune 
responses seem to play a role in the development of 
foreign serum-induced BDL. 

To investigate whether immune responses are 
involved in BDL or not, athymic BALBIc nude mice 
were first treated with swine serum (SS) up to 8 weeks. 
Then, SS was injected into BALB/c nude mice which 
were reconstituted with splenocytes derived from 
heterozygote euthymic BALB/c mice. 

Materials and methods 

Introduction Animals 

Repeated intraperitoneal injections of foreign sera 
caused severe bile duct lesion (BDL) resulting in 
enlargement of bile duct in some strains of mice 
(Kitamura et a1.,1985; Imaoka et al., 1986; Fallon- 
Friedlander et al., 1987). The highly susceptible strains 
of mice showed splenomegaly, enlargement of lymph 
nodes, eosinophilia, and hyperimmunoglobulinemia 
(especially IgGl and IgE), and they developed BDL 
characterized by proliferation of mucous glands, 
hypertrophy and hyperplasia of biliary and glandular 
epithelia1 cells, infiltration of inflammatory cells and 

Male BALB/c-nu/nu, -nu/+ and -+/+ mice were 
used. They were obtained from Japan SLC Inc.  
(Shizuoka, Japan), and housed in filter-capped mouse 
cages under controlled conditions (temperature, 
2322 "C; relative humidity, 5525%), and given 5 mega- 
rad-irradiated CMF pellets (Oriental Yeast Co. Ltd., 
Tokyo) and autoclaved water ad libitum. For the 
evaluation of IgE titer by the passive cutaneous 
anaphylactic reaction (PCA) method, 20 8-week-old 
male Sprague-Dawley (SD) rats (Japan SLC Inc., 
Shizuoka, Japan) were used. 
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