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Studies on the interactions between ATR and its inhibitor Gomisin N and its
application to a potentiator of antitumor agents.
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i o radioactive Gomisin N was prepared for examining the interaction site of Gomisin
N in the binding at ATR.

A binding mode of Gomisin N at the substrate-binding site of phosphokinase domain of ATR was examined bg
constructing the phosphokinase domain using a few crystal structures of phosphokinase-related proteins by
homology modeling. Docking study of Gomisin N at the substrate binding site of of the domain suggested a

characteristic site and new Gomisin-related new liganan derivatives were designed based on the
interactions.
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entry solvent additive temp./°C time/min yield/% Rd..’s

1 MeOH — rt 30 quant. 8.2:1.8
2 Et,0 — rt 30 quant. 7.1:29
(8. DMF T L 80 .S 83 __81:19.
4 MeOH — 0 30 96 83:1.7
5 MeOH AcOH 0 20 98 6.6:3.3
6 MeOH EtsN 0 20 95 8.6:1.4
7. MeOH  KCO; . 0 ....° 25 . Quant.  92:08
8 MeOH Ko,CO3 -20 30 93 9.3:0.7
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