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Klemola E & Kiiridinen L. Cytomegalovirus as a possible cause of a disease resembling
infectious mononucleosis. Brit. Med. J. 2:1099-102, 1965; and Kéiridinen L, Klemola E
& Paloheimo J. Rise of cytomegalovirus antibodies in an infectious-mononucleosis-like
syndrome after transfusion. Brit. Med. J. 1:1270-2, 1966.
[Dept. Virol., Univ. Helsinki; Aurora Hosp.; and First Dept. Med., Univ. Central Hosp., Helsinki, Finland]

A significant rise in titer of antibodies to cytomeg-
alovirus was established during the disease in five
previously healthy individuals with a mononucle-
osis-like disease without a positive heterophil ag-
glutination test. A similar disease, “cytomegalovi-
rus mononucleosis,” was demonstrated in three
patients after transfusion. [The SC/ ® indicates that
these papers have been cited in more than 265
and 215 publications, respectively.]
——————

A New Disease for an Old Virus
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In January 1965, | was working at the Depart-
ment of Virology, University of Helsinki, Finland,
as a young assistant. | was finishing my PhD
thesis on a tick-borne encephalitis virus when
my brother-in-law called me on January 19 and
told me that he had been suffering from a febrile
disease with intensive vertigo and weakness for
close to two weeks. | sent him for laboratory
tests, which showed lymphocytosis with atypical
lymphocytes in the presence of mild leuc
sis. At the same time, a serum sample was taken.
1 anticipated that the patient might have infec-
tious mononucleosis and contacted Erkki
Klemola, an enthusiastic specialis( of infectious
diseases at the Aurora Hospital in Helsinki. We
had previously published two papers concernin,
the etiology of viral meningitis. Klemola
some doubts about my “diagnostic criteria,” but
he considered the state of the patient serious
enough to warrant hospitalization. The disease
was rather persistent, with severe vertigo and
fever. The heterophil agglutination test was neg-
ative, contradicting the diagnosis of classical in-
fectious mononucleosis. As | had been develop-
ing routine diagnostics in virus serology, |
wanted to apply it to this interesting case of
mine.

Four serum samples within a period of one
month were taken from the patient and comple-
ment-fixing antibodies against 20 different vi-
ruses were determined. There was a highly sig-
nificant rise of antibodies only to cytomega-
lovirus (CMV). Now, Klemola got really inter-
ested and started to look for similar patients at
the Aurora Hospital.

Within a few months, we had five patients
with a negative heterophil agglutination test and
a significant rise in CMV antibodies. At the same
time, we were running hundreds of control sera,
almost occluding our diagnostic service. The
paper was sent for publication to the British
Medical Journal where it was published in No-
vember 1965.

The clinical picture of a febrile disease after
massive transfusion in open-heart surgery was
very similar to our newly found atypical mono-
nucleosis. We soon found a patient who had
received a large amount of fresh blood after a
gynecological operation. She had developed an
atypical mononucleosis with a significant rise in
antibodies against CMV. Two similar cases after
open-heart surgery convinced us that CMV was
the causative agent of a mononucleosis-like dis-
ease in healthy adults as well as in patients sub-
jected to massive transfusions of fresh blood. In
the above article, published in May 1966, we
suggested “cytomegalovirus-mononucleosis” as
the name for the glseaesz Soon we h|solated CM\1I
from a patient subjected to open-heart su
and shopv:ed that subclinical ?:feectlons werreg irlZo
common after massive transfusions.2 The num-
ber of CMV-mononucleosis cases with addi-
tional interesting features rose rapidly due to the
effective research by Klemola and his col-
leagues.34

is contact with active and enthusiastic clini-
cians was interrupted by my postdoctoral visit to
the Sloan-Kettering Institute for Cancer Re-
search, New York, where | started serious stud-
ies on molecular virology. After that I have re-
mained faithful to togaviruses, studying now the
functions of the nonstructural proteins of
Semliki Forest virus.5
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