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We previously reported D-homo cyclopamine analogue IPI-269609 as having improved - — ((j:} ,(i ,(i Sprague Dawley rat (5 mg/kg, PO) 12,41/ 0211/
chemical stability and aqueous solubility relative to cyclopamine [20]. IPI-269609 Hh-d dent Differ of C3H10T1/2 Ho veo™ R ) ol el J o e
demonstrated in vivo efficacy in several mouse xenograft models [21,22]. However, l = Beagle dog (4 mg/kg, PO) a7Uhe/kg 0.66L/hr/kg
development of IPI-269609 as a drug candidate was limited by its moderate potency and R-com = n 1 2% 2 "
the low metabolic stability of its A/B ring system, e: b = Con) antomnist Readout for Cynomolgus monkey (4 mg/kg, PO) 6.2/hi/kg 0.9 1/hr/kg
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Further SAR studies on tt class of cyclopamine deri cused on improving

the potency and metabolic stablity. We consideret various apbroaches 1o moditying the
enone moiety of PI-26960, inclucing reduction of the enone and functionalization of the
3 position. This work describes the synthesis of reduced IPI-269609 analogs as well a
subttuted analogs that were expected to shunt the metabolic fate of IP\-269609 while
also improving potency [:
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" The cis conformation of the A/B ring system of cyclopamine analogs was found to have a

New analogues were evaluated for their ability to inhibit the hedgehog pathway using
oxysterol-dependent differentiation of C3H10T1/2 cells, as well as for their in vitro

Quantitate by RT-PCR - profound impact on the Hh antagonistic activity of these compounds. In addition, we
metabolic stability in human liver microsomes. . Activation of Hedgenog patiway 2 “ 2 s i found polar substituents with an R configuration at the C3 position to be important for
Structure and properties of 1% generation analog WSy e -Gt ECyy=100M £C.= 180 M ECo=7nM|  ECy=24nM maintaining potency. Compound 25 (IPI-926), having a methyl sulfonamide group at C3
.9 - HhP * “ 2 * with the R configuration and the cis A/B ring system is 20-30 fold more potent and has a
1PI-269609  Patencay favorable pharmacokinetic profile across species relative to IPI-269609.
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