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Death-inducing TNF family member-mediated cytotoxicity

Killer cells such as CTL, NK cells, and monocytes play important roles in immune surveillance against trans-
formed cells and virus-infected cells. CTL and NK cells directly kill target cells via two major effector pathways,
the perforin-mediated and FasL-mediated pathways. In addition to these pathways, however, some studies by
using the gene-targeting mice suggested the possible existence of some other effector mechanisms for the
cytotoxicity. Monocytes not only mediate inflammatory responses via production of various cytokines and chemi-
cal mediators, but also kill directly some transformed cells. However the effector mechanisms remain largely
unknown. Recently, some death-inducing TNF family members, such as TNF-related apoptosis-inducing ligand
(TRAIL) and TWEAK were identified and it has been reported that TRAIL- and TWEAK-dependent mechanisms
constitute novel pathways of killer cell cytotoxicity. FasL and TRAIL have also been implicated in the tissue
damage associated with some inflammatory diseases, such as hepatitis and rheumatoid arthritis. This review
describes the expression of FasL, TRAIL, and TWEAK on killer cells and discusses the pathophysiological roles

of these molecules in immune system.
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Cell line Description Cell death?

FasL TRAIL TWEAK
Jurkat T-ALL +++ +++ -
SUPT13 T-ALL T ++ +++ -
HUT78 T-ALL T + ++ -
Steer92 T-ALL T ++ + -
THP-1 Monocytic I;uf(;mia - - -
U937 Histiocytic lymphoma + 4+ -
KYM-1 Rhabdomyo;;'goma +++ +++ +++
HT-29 Colon adenocarcinoma +4+b +++ +++0
HSC3 Squamous c_eHZarcinoma ++ ++ +++
KATO-IIl Gastric carcinoma + ++b +b
A498 Renal cell ca_r;i;oma ++ ++ -
Caki 1 Renal cell ca_rgi;oma - ++ -

., <5% ; +,5~80% ; ++, 40~75% ; +++, >75%
b cell death was observed only in the presence of IFN-y.
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