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Development of lamellarin type axially chiral molecules aiming at the creation
of selective kinase inhibitors
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Axially chiral 16-chloro and 16-bromolamellarins N have been developed for
the creation of selective kinase inhibitors. The kinase inhibitory activities of these enantiomers
were evaluated on seven protein kinases. The (aR)-isomers of 16-chloro and 16-bromolamellarins N
exhibited potent but non-selective inhibition on five protein kinases except for CKle and CLK3. On
Pfaﬁ other hand, the (aS)-isomers showed selective inhibition against only DYRK1A, GSK-3B , and
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Inhibition (%)

Kinase 1 3b  4b 3a  4a

CDK2/CycA2 62.3 72.8 78.5 -2.6 —4.4
CDK5/p25  75.3 77.3 82.1 15.8 15.6
CKle 45.9 21.1 33.1 87 15.9
CLK3 59.3 312 33.9 7.8 9.1

DYRK1A 98.6 87.3 95.4 63.2 49.5
GSK-3p 96.2 97.4 98.3 61.3 62.2
PIMI 95.7 84.1 89.1 65.7 76.5
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