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Interleukin 16 was originally known as lymphocyte
chemoattractant factor (LCF) (1, 2) because of its
first identified function. In its biologically active
form, it is a cationic homotetramer consisting of
14kDa chains (2, 3). It has a unique cDNA that
codes for a 130 amino acid protein, which is unre-
lated to previously described chemokines or other
chemotactic/growth factor cytokines (3). The gene is
located on chromosome 15. All of IL-16's biological
activities depend upon the cell surface expression of
CD4 (3-6) through which it transmits its functional
signals (5, 7) independently of the expression of CD3
(4-7). In this regard, it is a CD4 ligand. As a result,
CD4+ T cells, eosinophils (6), and monocytes (4) are
responsive, while CD4- cells are not.

In addition to its chemotactic activity, IL-16
activates resting CD4+ T cells, as indicated by
upregulation of HLA-DR antigen and IL-2R
(CD25) expression. A result of IL-16-dependent
CD25 expression (4) is a Go to G, cell cycle phase
shift that defines an IL-2 responsive competence
point (3) associated with reversible unresponsive-
ness to antigen (8).

IL-16 is a chemotactic and activating factor
for CD4+ monocytes, in which it induces HLA-
DR expression via a CD4-dependent, interferon-
independent pathway (4). It is one of the most potent
chemotactic factors for eosinophils (6). IL-16 was
first identified as a product of CD8+ T cells (9), in
which it is constitutively synthesized and stored in
a biologically active preformed state (10). CD4+ T
cells, bronchial epithelial cells (11), and eosinophils
are additional sources. Secretion of IL-16 can be
induced from peripheral blood mononuclear cells by

* Requests for reprints should be addressed to the Chairman of
the lUlS/WHO Nomenclature Committee: Professor Michel D.
Kazatchkine, Service d'Immunologie, H6pital Broussais, 96 rue
Didot, 75014 Paris, France.
I Chairman: Professor T. Kishimoto, Japan.
Reprint No. 5725

antigen (1), concanavalin A (1) and histamine (9,10)
and from epithelial cells by histamine (11).

Murine and rat homologue proteins have been
identified (12); however their cDNAs have not
been cloned. IL-16 has been identified as an
early chemoattractant/growth factor in the bron-
choalveolar lavage of antigen-challenged atopic
asthmatics (13); in the bronchoalveolar lavage of
patients with sarcoidosis; and in the blister fluid of
patients with bullous pemphigoid (14)- all diseases
associated with a CD4+ T cell organ infiltration.
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