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[Abstract]  Objective To examine myocardial cell death in murine acute myocarditis caused by Coxsackie virus B,
{CVB;) and whether the Fas/Fas ligand (FasL) system plays a role in myocardial damage( especially in the myocyte apoptosis)
and the development of VM. Methods  One hundred and thirty BALB/¢ mice were included in the experiment. Fifteen mice in
experimental group inoculated with CVB, and five mice in control group injected with Eagle’s minimum essential medium ( MEM)
were sacrificed 5, 7, 10, 14, 21, 28 days post-inoculation (p.i.) . Light microscopy and electronmicroscopy were used to exam-
ine the inflammation, necmsis and apoptosis in myocardium. The expression of Fas and Fasl. protein in myocardium was deter-
mined by immunchistochemistry . Fas mRNA and FasL mRNA were analyzed by polymerase chain reaction { RT-PCR). Resulis
(1) The myocardial lesions were observed on the Sth day p.i., became much more obvious on the 7th to 14th day, and recovered
gradually from the 21th to 28th day p.i.. The mice in eontrol group did not show any sign of inflammation. {2) Apoptosis of myo-
cytes was seen in seven of twelve myocarditis mice under electronmicroscopy. Apoptotic cells including myocytes {around the ni-
¢us) and infiltrating Jymphocyles were detected in the myocardium of myocarditis mice by electronmicroscopy, but apoplotic cells
were not observed in the mice of control group. (3) In experimental group, Fas protein expressed mainly in myocytes and FasL
protein expressed mainly in infiltrating lymphocytes and increased remarkably from 7th to 14th days as compared with control group
{ P <0.001). The dynamic changes of FasL protein expression showed a significant positive correlation with the changes of myo-
<ardial histopathologic scores( r = 0.9082, P <0.001) . Fas mRNA in experimental group inereased remarkably from 7th to 14th
days p.i. as eompared with control group{  <0.001). Conclusion These findings suggest that cell death via necrosis and ap-
optosis at the same time exists in murine acute myocarditia caused by CVB, . Apoptosis of cardiomyocytes and lymphocytes is one
of the mechanisms of myocardial injury in VM, and myocardium damage mediated by the cylotoxic T lymphoeytes through Fas/FasL
patbway might play an important role in the development of VM.
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