
This work demonstrated the spontaneous
formation of precipitated hemoglobin-like
material within the immature and/or ma-
ture erythroid cells of patients with severe
or intermediate j3-thalassemia. These in-
clusion bodies were attributed to an ex-
cess of a-hemoglobin chains and were
considered instrumental in thepathophys-
iology of this hereditary anemia. [The SCI®
indicates that this paper has been cited in
over 135 publications.]
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Thalassemia, in its various forms, is
probably the commonest inherited dis-
ease worldwide and very frequent in
Greece.1 For some years 1 investigated
various aspects of thalassemia such as
prevalence, heterogeneity, and genetic
interactions. The research was carried
out at theAlexandra Hospital in Athens
and had the support of the Hellenic Re-
search Foundation and of the US Nation-
al Institutes of Health. In fact, this par-
ticular work costalmost nothing, but the
support allowed me to spend time and
effort on research.

lt all started in 1961 with the hemoly-
sate of a patient with i1-thalassemia,
which, on electrophoresis, presented a
band of methemoglobin. This latter was
known to be associated with certain in-

dustrial poisonings and with the presence
of poorly characterized formations with-
in erythrocytes, the so-called Heinz
bodies. The methemoglobin aspect was
abandoned—to be taken up again recent-
1y2—and I began the search for visible
abnormalities within the thalassemic
erythroid cells. This led to the initial
paper and later to the final identification
of the inclusion bodies.

For months, I anxiously wondered
whether someone else would publish sim-
ilar data—all that was needed was to
think about it—but Iwas lucky. The paper
was readily accepted, and I am sorry for
only two things: (1) Blood could not print
my colored photomicrographs, of which
Iwas proud, unless I paidUS$800 for one
colored page (never again did I ask for
theprice of color printing); and (2) what
I considered a very valuable, if not the
best, part of the discussion appeared in
smaller type!

I believe this work has been cited be-
cause it answered fundamental questions
of thepathophysiology of this anemiaby
designating the “primum movens” in a
cascade of events deleterious for the
erythroid cell and, ultimately, for the or.
ganism as a whole. The model also
proved useful for understanding the un-
stable hemoglobin syndromes and the
mechanisms regulating hemoglobin syn-
thesis. Interestingly, 23 years later and
after fantastic progress in the molecular
genetics of these conditions,3 the mech-
anism by which the a-globin precipitates
damage the erythroid cells is still a sub-
ject of research.4 Perhaps the paper was
cited also because it was done with
simple methods and was correct in ob-
servation, interpretation, and predictions;
in 1962, knowledge had advanced to a
point that permitted such accuracy.
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