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end of 2013. The anfllial detection rate of CS increased >20-fold during the 25-year period, reaching
0.31 in 1x105 adultfletween 2008 and 2012. The 2012 prevalence of C5 was 2.2 in 1x105. Nearly
two thirds of patienfll had clinically isolated CS. Altogether, 102 of the 110 patients received
immunosuppressivdtherapy, and 56 received an intracardiac defibrillator, Left ventricular function
was impaired (ejectfin fraction <50%) in 65 patients (59%) at diagnosis and showed no overall
change over 12 morfihs of steroid therapy. During follow-up (median, 6.6 years), 10 patients died of
a cardiac cause, 11 flltients underwent transplantation, and another 11 patients suffered an
aborted sudden carfllac death. The Kaplan-Meier estimates for 1-, 5-, and 10-year transplantation-
free cardiac survivalffere 97%, 90%, and 83%, respectively. Heart failure at presentation predicted
poor outcome (log-fink P=0.0001) with a 10-year transplantation-free cardiac survival of only 53%.
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Conclusions-: The ddlection rate of CS has inc d markedly in Finland over the last 25 years. With
current therapy, thellrognosis of CS appears better than generally considered, but patients
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Ubiquitin-Like Protein ISG15 (Interferon-Stimulated Gen
in a Mouse Model of Virus-Induced Cardiomyopathy.
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Background-: Common causative agents in the development of inflammatory cardiomyopathy include cardiotropic
viruses such as coxsackievirus B3 (CVB3). Here, we investigated the role of the ubiquitin-like modifier interferon-
stimulated gene of 15 kDa (ISG15) in the pathogenesis of viral cardiomyopathy.

Methods and Results-: In CVB3-infected mice, the absence of protein modification with ISG15 was accompanied by
a profound exacerbation of myocarditis and by a significant increase in mortality and heart failure. We found that

ISG15 in cardiomyocytes contributed significantly to the suppression of viral replication. In the absence of an intact
ISG15 system, virus titers were markedly elevated by postinfection day 8. and viral RNA persisted in ISG15-/- mice at
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