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A Novel Experimental Model of Autoimmune Myocarditis

Makoto KODAMA®** Tohru 1ZUMI* Akira SHIBATA*,
Yoh MATUMOTO™* and Michio FUJIWARA**

First Department of Internal Medicine® and Department of

Immunology**, Niigata University School of

Medicine, Niigata, Japan

Acute myocarditis has been suspected that its pathogenesis may be related to au-

toimmunity in part.

Some of the experimental myocarditis by coxsakievirus B-3 were

revealed that postinfection autoimmunity was an important mechanism of the diseases.
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Thus, we tried to establish an animal model of autoimmune myocarditis.

Severe acute myocarditis can be induced in Lewis rats by immunization with
human cardiac myosin in complete Freund's adjuvant. This myocarditis was charac-
terized by massive pericardial effusion, marked enlargement of the heart, yellowish-
white discoloration of the cardiac surface. In the lesion, remarkable cell infiltration
containing multinucleated giant cells and extensive myocardial necrosis were observed.

It was also found that the same lesion could be inducible in naive rats by the adoptive

transfer of in vitro activated spleen cells from previously immunized rats.

In conclusion, this experimental myocarditis is a cell mediated autoimmune disease

and may provide a unique animal model to elucidate a pathogenesis of human myoc-

arditis.

Key words: Autoimmune myocarditis, Giant cell myocarditis, Cardiac myosin,
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The Thrapeutic Model of Systemic Lupus Erythematosus

Satoshi ITO* Michio FUJIWARA* and Masaaki ARAKAWA™®*

Department of Immunology* and Medicine (1I)**
Niigata University School of Medicine

The therapeutic effect of 15—deoxyspergualin (DSP), a newly developed immunosup-

pressive agent, on the development of spontaneously occuring lupus glomerulonephritis in

MRL/1pr and male BXSB mice was examined. Administration of the drug was begun

from the age of 13 weeks, when polyclonal B cell activation and lupus nephropathy were

apparent.

Treatment with DSP up to 20 weeks of age at a dose of 2mg/kg twice a

day, 5mg/kg daily or 20mg/kg three times a week strongly suppressed the increment

of IgG—producing cell numbers in the spleen, and decreased serum levels of immune

complexes and anti—-DNA antibodies. Glomerular histological score by light microscopy

and IgG and C3 deposition estimated by immunofluorescence were remarkably improved.
In MRL/1pr mice, DSP reduced the swelling of lymph node and the numbers of Thy—1%,
B220" cell population in lymphoid organs. Responsiveness to Con A and IL—2 production

of spleen cells were improved by the treatment.

Thus, DSP was shown to suppress the progression of polyclonal B cell activation

and lupus nephropathy in MRL/1pr and male BXSB mice. These results suggest that

DSP might be used as a therapeutic agent for human erythematosus.
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