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In reply: The questions posed by Dr Meehan are
important as they relate to a better understanding of
the complex relations between herpesvirus infec-
tions and episodes of acute rejections.

We did not observe significant differences in the
clinical and histological parameters in acute rejec-
tion episodes arising before, during, or after viral
infections. Only one patient had a primary cytome-
galovirus infection and so he was not exposed to the
virus before the rejection (in this case the rejection
followed the infection); all the other patients
experienced reactivations. It is tempting to spec-
ulate that asymptomatic reactivations may have
occurred. In agreement with this hypothesis, IL-10,
which is supposed to mediate the effect of the
viruses on B-cell proliferation and differentiation in
plasma cells, was found in the plasma of renal
transplanted patients with asymptomatic cytomega-
lovirus infections and liver transplanted patients
with circulating EBV with or without symptoms.1,2

We observed the deposition of C4d in rejections
occurring during or after the infection, but not in
those occurring before the infections. Thus, it could
be easier to detect an antibody-mediated injury if the
infection precedes the rejection. However, probably
due to the low number of patients, this difference
was not significant.

A reduction of the immunosuppressive therapy
may have favored the occurrence of subsequent
rejections; however, although the data concerning
the treatment of the viral infections are not avail-
able, we believe that this is unlikely. In our
department, immunosuppressive therapy is not
reduced unless the disease is severe and the

symptoms do not improve with the therapy; this,
as mentioned in the paper, was observed in only one
patient. To conclude, we would like to mention a
recent study showing that anticytomegalovirus
antibodies, present in patients with atherosclerosis,
and crossreacting with a human heat-shock protein,
are able to induce the apoptosis of endothelial cells3

as further support of the concept that cytomegalo-
virus is an immunogenic stimulus and could play a
role in the pathogenesis of chronic graft failure.
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