
used to treat colorectal cancer. HER1 is human
epidermal growth factor-1 (40). The MOA of
ADCC is made more interesting by the fact that
activating CD137 of the NK cell can increase
the NK cell’s ability to kill its target. CD137,
also known as 4-1BB, is a membrane-bound
protein of the NK cell. Triggering CD137 by
artificial means using an anti-CD137 antibody
(41), or by natural means by way of the CD137
ligand that is expressed by one type of T cell
(gammadelta T cells) (42), enhances the ability
of the T cell to kill its target.

c. Regulatory T Cells

Anticancer drugs also include drugs that
block normally occurring mechanisms that set
upper limits to immune response. Upper limits
to immune response are imposed by a class of
T cells called T-regulatory cells (Tregs). If
Tregs did not exist, it is likely that every
human being would suffer from various auto-
immune disorders, and would die from mas-
sive inflammation (43). In fact, a component of
the MOA of some autoimmune diseases is

naturally occurring mutations that impair
function of the Tregs (44). Consistent with this
mechanism in autoimmune diseases is the fact
that an antibody that inhibits Treg activity
(anti-CD25 antibody; daclizumab), may be
effective in treating cancer (45,46). In short, the
fact that Treg activity can protect tumors from
being attacked by CD81 T cells, serves as the
rationale for impairing Treg activity, in the
treatment of cancer.

Various types of Treg exist, but the most
physiologically relevant type of Treg is
CD41CD251 T cells. These Tregs are distin-
guished by their expression of the transcrip-
tion factor, Foxp3 (47). The gene and the
protein are called Foxp3, while the encoded
protein is sometimes called “scurfin.” Foxp3
means, “forkhead box protein-3.” The
CD41CD251 Tregs account for about 10% of
all the CD41 T cells in the body.

Tregs guard against autoimmunity, but in
the context of a cancer patient, what is desir-
able is to inhibit Tregs (48). Cancer patients
may have increased levels of Tregs and, in par-
ticular, an increase in Tregs infiltrating their
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