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Role of serine/ threonine protein kinase hFIST/ HIPK2 in signal transduction pathway

in Fas/FasL- and TNF/ TNFRI-mediated apoptosis
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Abstract. Objective To investigate the mechanisms in the regulation of Fas/ FasL signal transduction pathway

and to find more new Fas-associated proteins by means of investigating the roles of hFIST/HIPK2 (human Fas-inter-

acting signal transducer/ homeodomain-interacting protein kinase) in this pathway. Methods Full length hFIST/
HIPK2, Fas (CD95/Apo-1), TNFR1, FADD, TRADD, and Caspase-8 cDNAs were transfected into human kidney
embiyonic cell line 293T cells by transient transfection. The interaction of Fas with these apoptosis-associated poteins
was analyzed by immunoprecipitation and Western blotting. Results hFIST/HIPK2 interacted with TRADD, but
not with TNFR1, FADD nor Caspase-8. Apo-1 and TNFR1 competitively inhibited the interaction of hFIST/HIPK2
with TRADD. Fas interacted with FADD both in the presence of and in the absence of Fasl.. Fas could interact with
TRADD. Conclusion hFIST/HIPK2 may interact with TRADD and Fas with TRADD, suggesting that hFIST/HIPK2
may play an indirect wle in the signal transduction pathway in Fas/Fasl- and TNF/ INFR1-mediated apoptosis.
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