SUPPRESSION OF 12-O-TETRADECANOYLPHORBOL-13-ACETATE INDUCED

ORNITHINE DECARBOXYLASE ACTIVITY BY RESVERATROL DERIVATIVES
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INTRODUCTION Tyrosine kinase HIID
X Resveratrol (3,4,5-trihydroxy-trans-stilbene), a phytoalexin found in grape skins, peanuts, and red wine, have a potent chemopreventive effect in multiple carcinogenesis models Spermine
ooth in vivo and in vitro. I
X Resveratrol and its analogues are known to interfere with signal transduction pathways, where they inhibit activities of various protein kinases which in turn declines the
expression of nuclear proto-oncogenes and the activity of ornithine decarboxylase (ODC) is reduced. Spermidine
 ODC activity and expression have been among the first biomarkers of neoplastic proliferation and catlyzes the rate- limiting step in polyamine biosynthesis. ]
s ODC activity I1s essential for cell proliferation and is required for progression into the S phase of the cell cycle.
 TPAInduction of ODC mRNA expression and ODC activity may be PKC activation dependent or independent. Putre?scine
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Inhibition of TPA mduced Ornithine decarboxylase activity MRNA Expression Analysis E; 1.0 ~ = —= -
 JH 4-15 showed maximum inhibition of ODC activity at IC50 1.21uM s JH 2-23 showed highest inhibition (99.0 £ 5.0 %) and Resveratrol lowest (58.0 + 2.6 % 0.8 T ~ —
« The lIC;, values for the resveratrol derivatives were found to be in the %). o oe EEBEBEBE NN BEBTED OYOPTYTS
following order: JH 2-23>JH 3-46> SB | 49>SB | 43>SB | 37> SB | 56> < The order of inhibition for other samples was as follows: BESEE-E B BN B D DB DB E B BEEEEEBEREERERI
SB | 36>JH 3-39>JH 2-44> SB | 42>SB | 45> SB | 54> JH 3-37>JH 2- JH 2-44= JH 3-39= JH 4-15> JH 4-58> JH 4-56> JH 3-3> SB I-56> JH 2-61> JH 4-59>
18>JH 2-61>JH 3-3>SB | 29>5SB | 35>JH 4-58>JH 4-56> JH 4-59>JH 4- JH 3-46> JH 3-37> SB 1-54> JH 2-18> SB |-37> SB |-49> SB |-36> SB |-35> SB |-45> SB
15. -42.
CONCLUSION

Inhibition of PKC activity

» JH 2-23 showed maximum inhibition of PKC activity

» The inhibition of PKC activity: SB 1-36> JH 2-44>SB |-56= SB |-54=SB [-43>
SB 1-45> JH 3-39= JH 3-37= JH 4-58> JH 3-3 = SB |-37 > JH 4-59=SB [-42=

‘0

»» Our studies depicts potential metabolites having greater activity [tetrabutylammonium (E)-4-(3,5-dihydroxystyryl)phenyl sulfate (IC50 1.2 uM), resveratrol .
tripotassium 3,5,4'-trisulfate (IC50 1.8 uM), resveratrol tripotassium 3,4'-disulfate (IC50 1.8 uM), and resveratrol tripotassium 3,5-disulfate (IC50 2.3 uM)], than the .
resveratrol on human bladder epithelial carcinoma HTB-24 cells in culture

* TPA-increased amount of ODC mRNA may be the result of enhanced ODC gene transcription and/or decreased degradation of ODC mRNA.
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_ _ _ | = _ = _ _ o SB 1-49=JH 2-61=SB 1-29> SB 1-35=JH 3-46.
» During ODC induction by TPA, the increase in its mRNA iIs usually much less than the observed activity, suggesting that some regulation of ODC activity occurs
posttranscriptionally. ACKNOWLEDGEMENT

 Some of the resveratrol derivatives, doesnot show any significant inhibition of PKC activity although inhibiting the ODC activity at very low concentration of 3 Indo-US Science and Technology Forum (IUSSTF), New Delhi
~ 1.2uM, suggesting their mode of action which is PKC independent. . »  National Cancer Institute, USA (Project PA 01 CA48112)
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