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The role of the complement system in oncogenesis and tumor progression remains poorly understood. We have
recently demonstrated that the induction of a tumor-specific CDB* T-cell response is improved upon transient inhibition
of the complement system, which is coupled to an increased availability of natural killer cells. The complement system
may therefore turn out to constitute a promising target for the development of novel anticancer therapeutics.

More than simply “complementing”
innare immune responses, complement
proteins play a role in cellular rurnover,
groweh and regeneration. Moreover, acti-
vated complement proteins have been
shown to mediate antineoplastic effects
by promoting complement-dependent
eyrotoxicity (CDC) as well as antibody-
dependent  cell-mediated  cyrotoxiciey
(ADCC). Yer, a growing body of evidence
suggests a dichotomic role for the comple-
ment system in tumorigenesis. In fact, the
complement anaphylatoxins C3a and C3a
have been shown to promote the overex-
pression of potentially encogenic proteins
such as phosphoniositide-3-kinase (F13K),
AKTI and mammalian target of rapamy-
cin (mTOR). Moreover, overexpression
of CD59, a membrane-bound regulator of
the complement system found on various

becoming activated and producing pro-
inflammarory cytokines.? NE cells medi-
ate cancer immunosurveillanee by killing
MHC class I-deficient cells, which cannot
be recognized by T lymphocytes, and by
limiting the merastaric disseminarion of
malignant cells* Furthermore, NK cells
can crosstalk with dendritic cells (DCs)
resulring not only in their own acrivarion
but also in DC maturation®

Although a number of srudies have
explored the function of the comple-
ment system in various pathophysiologi-
cal setrings, its impact on oncogenesis
and mmor progression remains unclear.
We have recently set out to investigate
the role of the complement system in a
mouse model of melanoma, finding thar
transient dgmmplementatiﬂn at the time
of T-cell priming with cobra venom fac-

secretion of transforming growth factor
Bl (TGFR1), which facilitares angio-
genesis, invasion and metastasis, as well
s to limit the expression of the B chain
the interleukin-2 (IL-2} recepror and
the secretion of interferon vy (IFNv) by
NEK cells” It has also been shown thar the
induction of complement component 5a
receptor 1 (CSAR1) signaling in Toll-like
receptor  (TLR)-activated macrophages
selectively inhibits the transcription of
genes that encode IL-2 family cytokines.
These cyrokines play an important role
in the activation and differentiation of
distiner subsets of T cells as well as of
NEK cells. On the other hand, the clear-
ance of apoprotic cells upon iC3b opso-
nization, which promotes phagocytosis
upon binding to complement component
3 receptor (C3R), can be accompanied
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