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This paper describes the first dissection of human
T lymphocytes into phenotypically and function-
ally distinct subpopulations. The finding that pe-
ripheral T lymphocytes express either receptors
for the Fc portion of 1gM or for the Fc portion of
lgC made it possible to separate cells exerting
helper or suppression functions on antibody pro-
duction. [The SC!® indicates that this paper has
been cited in over 1,300 publications since 1977.]
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This paper represents an extension of
studies that were performed in collabora-
tion with Manlio Ferrarini and Maria Cris-
tina Mingari during the period I was a post-
doctoral assistant at the Institute of Microbi-
ology, University of Genoa. At that time
(1973), several functional capabilities had al-
ready been attributed to human T lympho-
cytes. However, no information was avail-
able on whether distinct T.cell subsets could
be identified on the basis of expression (or
lack thereof) of distinct surface markers. In
this regard, we were investigating whether
activation of T cells by different means
could lead to expression of receptors for the
Fc portion of IgG or receptors for C3b on
identifiable subsets of cells.

After one year with no substantial success
in this area, we made two basic observa-
tions, namely, that 5 to 20 percent of freshly
drawn peripheral blood T lymphocytes ex-
pressed the IgG Fc receptor, while a larger
proportion expressed “new” receptors for
the Fc portion of 1gM.

1
These two classes of

receptors were mutually exclusive and thus
defined two distinct subsets (termed T~.iand
Ty) that could be isolated and analyzed for
different functional capabilities.

2
In 1975

Carlo Grossi from the University of Genoa
was spending his sabbatical year in the labo-
ratory of Max Cooper at the University of.
Alabama in Birmingham. After having been,
made aware. of our finding by Grossi,
Cooper kindly invited me to spend a few
months in his laboratory to undertake col-
laborative studies. Cooper and his cowork-
ers had recently developed a culture system
that allowed the analysis of the regulatory
control exerted by T cells on the polyclonal
B-cell responses to pokeweed mitogen.
Thus, by applying his culture system, it was
possible to demonstrate that important im-
munoregulatory activities such as help and
suppression of antibody production were as-
sociated with T

1
4 and Ty cells, respectively.

Certainly, the successful and rapid develop- I
ment of this research was made possible by
the joint effort and the enthusiasm of all the;
coauthors, namely Webb, Grossi, Lydyard,
and Cooper.

I believe that our publication has been so
highly cited because it allowed the first dis-
section of different functional capabilities
of human T-lymphocyte subsets based on
the expression of distinct surface markers.
For several years the differential expression;
of Fc receptors represented the most reli-
able and the easiest means of identifying hu-
man T-cell subsets, and this criterion has
been applied extensively in clinical immu-;
nology. More recently, other markers, name-
ly, differentiation antigens recognized by
monoclonal antibodies, have been utilized
widely to define functional subsets of hu-,
man T lymphocytes.
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In addition, the devel-

opment in our laboratory of cloning tech-i
niques allowing proliferation of virtually
100 percent of human T lymphocytes

4
has~

made possible a precise, quantitative analy-.
sis of the relationship existing between ex-.
pression of cell-surface markers and given
functional capabilities of human Tcells.
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