[image: image1.png]Journal of
Medicinal Chemistry o

ACS Med. Chem. Lett.

Research Article

Synthesis and topical an
[16.alpha., 17.alpha.-d]-isoxazolidines

Michael J. Green , Robert L. Tiberi , Richard
Friary  Barry W LUtky ; Joseph Berkenkoph, [ por e
Kiomara Fermandez , Nargaret Horahan

J. Med. Chem., 1982, 25 (12), pp 1492-1455
0L 10,1021 /jma0354020 Addto ACS
Pubticaion Date: Dacember 1562 =iy

Citing Artices

Your current credentials do not allow

1 AcS Legacy Archives retrieval of the ful text.




[image: image2.png]Synthes
[16a,17a-dIsoxazolidines

ind Topical Antiinflammatory Activity of Some Steroidal

Michael J Green,»* Robert L. Tiberi Richard Friar,* Barry N. Lutsky, ! Joseph Berkenkoph,!

Xiomara Fernandez, and Margaret Monaban'

Department of Notural Products Research and Deprtent of Physolos, Research Division, Schering-Plsgh Corporaion,

Bisomfitd, e Jersey 07003, Received Aprl 5. 1682

15 Dipear yeanddionof Nmahylirons, N

and pyreoline oo o 141

benninicone, 1 preguatiane 32 diones
s descibed. Tnsachcom nly {1601 soxazlins e slted The pentacycc adducis 16-19 ware active

topieal aninflammatory agents i mice,with 18
The hesacyelie addct 20 ws nactiv i thisasay.

‘The fusion of heterocycli rings onto steroid nuclei in
rdero aier he bl acily of e parent molle

' very productive endeavor for medicinal chemn-
. Tl b gty tasfo e tinammatory
steroids where several such analogues have found clnical
. Examples of orticosteroida with ring D fused het-
erocycenincude the {17, 6a-d]-2* methylcsasoline 1*and
the 16achydrory-16,17-scotonides 2 and 3. These com-
pounds aze potent, topical antiinflammatory agents in
man, and the acetonides in partcular are widely used
clneally for o vriety of sk dineses N

i a program aimed at finding novel compounds wit

high topica antinflammatary activity, we have sought to
synthesize stroids with other heterocyclic ings fused to
the 16,17-pasitions o corticosteroids. In this report we
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describe the preparation and topial antiinflammatory
actvity of a seriesof (16a,17a-d]isosazoldines. We chose
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