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Analysis of proteolytic mechanisms of GATA-6 as novel molecular target of chemothera
py for colorectal cancer

Hironori, Ushijima
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GATA-6 1is transcription factor essential for differentiation or proliferation of e
arly embryonic cells. Recently it is reported that GATA-6 involved proliferation and surviving of gastroin
testinal tumor cells. In this study, | configured the research theme, "How effective is the degradation of

GATA-6 as novel molecular target of chemotherapy for colorectal cancer”. Especially | focused on two issu
es, (1) ldentification of signal transduction pathway for degradation of GATA-6, and EZ; Estimation of eff
ectiveness of degradation of GATA-6 as novel anti-tumor chemotherapy. Experiment for (1) resulted that nov
el kinase pathwaﬁ activating JNK involved degradation of GATA-6 via nuclear export pathway. The other expe
riment for (2) showed that JNK activator inducing proteolysis of GATA-6 arrested the cell cycle at G2/M ph
ase, and suppressed proliferation of colorectal cancer cells.
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Table 1. 6 kinase inhibitors strongly inhibited GATA-6 degaradation

Compound Category MW IC5, (enzyme) Inhibition

Cdk1/2 inhibitor Il CDK 4254 600 nM +
TBB CKll 4347 0.9 M ++
(casein kinase)

SP600125 JNK 2202 40 nM ++
LY-294002 PI3K 3438 1.4 M +
Wortmannin PI3K 4284 5nM +
4-cyano3- PKA 168.2 30 nM ++
methylisoquinoline

Bisindolymaleimide | PKC 4489 20 nM

VEGFR tyrosine VEGF 3378 10 nM

kinase inhibitor Il

tc1-17a cells were cultured for 24 hr in the presence (+) or absence (-) of 2 mM
dbcAMP together with 1 pM inhibitors for various protein kinases. The nuclear
extract was separetaed by SDS-PAGE, and GATA-6 was detected by Western
blotting using antibodies recognizing the C-terminal of GATA-6.
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CDK (cyclin dependent kinase), CKII
(casein kinase I1), INK (c-jun N terminal
kinase), PI3K (phosphoinositide-3 kinase)
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