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_ _'._ ‘The present invention relates tor a novel method for the.

BT

Thus, for example compound v may be oonverted mto
ﬁu-methyl-ll'u-hydroxyprogesterone by. " following .- the -

5:'; procedure ontlined in- Fritsche ¢t al. application . N. .
| 686,564 filed sifnultaneonsly. herewith. - As’ disclosed. in

-~ and- tréafed with’ methyl magnesinm bromlde to obtain - :
. 5e-hydroxy-6g-methyl" tigogenin (IV) which, under the

preparatlon of G-methyl stergids. from diosgenin, and o

" ithe novel intermediates resulting from ‘the method..

The C-6 methylated steroids have recently been. demos- T

';';strated to be potent chemotherapeutic agents, e. g., Spero
“et al,, J. A, C. S. 79, p. 1515 (1957), However, for

‘i Gaemethyl, 118 17u-d1hydroxy—21~acetoxY-4-pregneue-

:Loken application S. N. 686,563 filed mmu.ltaneously here- -

with, . 6z-methyl- 17u-hydroxy progesterone and -its 17
esters exhibit progestatlonal activity, S D
. Briefly, the process. is a3 follows:. . T
" "Dibsgenin acetate (I). is treated wrth an orgamc per-

.acid i “form_the: correspondmg oxide, (IT). which'.as ex~
- pected is . obtamed as.4_mixture of the «.and:g.oxides.

The. e-oxide (1) is isolated by. fractlonal crystalhzanon

conditions employed. for. degradation to the. pregnane
-series, undergoes & dehydration at. C-5 to form, predomi- -

" npantly,” 6-:methyl - 5,16 - pregnedlen-3ﬁ-ol~20Jone acetate -

: 20
o 'w1deepread uti]lzauon of C-6 methylated ‘compounds such’

j(V), confirmation of the 5-6 location of the. double ‘bond

" is obtained by the difference of molecular rotatitn calcu-
‘lated” from. the data reported by L: F. Fieser and
-Rigaudy for: the choleeterol senee [J A C S col 73, p

©4660°(1957) 1.

"3,20:dione or Ga-methyl-llﬁ,lh 21-Arihydroxy-1,4-preg- .
- ‘nadiene-3,20-dione it is’ necessary’ ‘to "assure- their avail-

_-ability in large, preferably unlimited, quantities. -

]
. Since.diosgenin, snd its. acetate, can be prepared inex- -
pensively from plant materials in unlimited quantities,
- synthesis froim d:osgemn would make‘the C-6-methylated -

" -steroids ¢ comrnerc:ally available ‘to . the medical- profes-'f

- ‘sion, - The instanf invention provrdes a mefhicd “for con- :
: vertmg dlosgemn int6'novel C-6 methyl sterords, which in

30 ventional Te

" {uin’ can be converted: into the compounds descrlbed by ’

- '_'the Spero et al. article.. :
o The' foIlowmg equatlons illustrate preparatron of 6-
.'_methyl 5 16 pregna n_3ﬁ—ol 20-one aeetate -

Compound V i e; 6

_ -_3_5'

-methyl A5 m-pregnathen Sﬁ-ol 20- -~

' ':r,OIIE\ acetate is a- d:rect G-methylated homologue of the .
-well-known intermediate for corticoids, androgens, estro-

gens and- progestional hormones: A%19-pregnadien 3-,6-01- :

- -20-ome “acetate  (16-dehiydropregnenolone “acetate)
-such -it- is convertible, for- example, into the 6. methyl
- Af%pregnene-118,17x-21-trinl-3,20-dione described by the
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Bpero-et al,-article ‘or the. §-thethyl progesterone disclosed -
“by- Ringolcl gt al..(J. Org. Chém., January 1957, pp. 99, .

: 100} Xt may: also, of course; . be. converted 'into.such

-ather: C-6, methyl. compounds, as. maiy. be requlred in the

future by the medteal professmn

70’

- The instant process contams several novel features ap-

parently uniquely applicable to the chosgemn series, which

‘arg specifically desirable expedients in the' synthests of the
C-6 methyl derivatives.”  These expedients. will. be de:
*tailed in the descnpuon of the overall process which,
'-foIlows : '

e epro_' 'tron cau be accomphshed emyloymg con-

a mixiure'of the ) epimeric oxides of dtosg;emn (iI).
‘Inasmuch ds only the reactlon of the « oxide with the

';Gngaard_reageut results in. the desired 6- methylatlon, 3

.separatmn of tb.e . and ,8 ox:des and employment only of
‘the «-oxide will prevent wastage of valnable reagents by
- production of undesired side- prodncts from the g oxide.
":Moreover; scparation of the « and g oxides allows, for
-Example, recycling the’ g oxide via formation of the 5,6 -~ . .
--g]ycol then its methyl sulfonate and.-back to'an oxirgne - -
ring having the « configiration. According to the practice - .
‘of the .instant invention the « and g oxide separation -
‘can be effected by fractional crystallization from heptane
.as set forth in the. exa.mplee “The' differential solubility . -

~- of the epimeric-oxides in.the solvent: allows. crystalliza- . .
. tion to proceed ﬁ'actmnally Sumlarly the correspondmg

agents, for example, per acetic acid, perph- - -
'_-thalrc acid or perbeuzom acid “under conventlonal epoxi- -
dizing conditions. “In each instance the.oxide product. is



