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Abstract—The conjugate addition of allylsilane (Sakurai reaction) to 11-methoxycarbonyl-17-acetyl-1,3,5(10),13(17)-gonatetraenes
provided 13�-allyl steroids. Ozonolysis followed by a decarbonylation affords steroids exhibiting the 18�-methyl group. This new
steroid is an estrone derivative. © 2002 Elsevier Science Ltd. All rights reserved.

Generally, steroids are formed by hemisyntheses and
consequently bear the natural 18-methyl group. In
totally synthetic steroids, the introduction of a methyl
group at C-13 represents a challenge. In the course of a
program directed toward developing novel steroids
matching various functionalities and especially at
C-13, we have recently reported a very short synthe-
sis of steroids 1.1 Steroids 1 were readily oxidised by
the Wacker process into the corresponding ketones 2.2

In order to introduce various substituents at C-13
via conjugate additions, an unsaturation was created
between C-13 and C-17. Actually, reaction of steroid
2� or 2� with K2CO3 in ethanol followed by treat-
ment with diazomethane led to the corresponding �,�-
unsaturated ketones 3a or 4, respectively, in good
yields.

In order to introduce the 18-methyl group, we have
investigated two kinds of reactions.

Initially, we carried out the addition of diazomethane
to unsaturated steroid 3a. This stereoselective process
has been widely used for the preparation of a number
of natural products.3 As expected, the reaction of
steroid 3a with diazomethane afforded pyrazoline 5 in
68% yield.

Photolysis of steroid 5 led to a mixture of both epimers
6 and 7 in 95% yield.4 The configuration of 6 and 7 was
determined by NOESY experiments. The absence of a
cross peak between H(18) and H(8) accounts for the cis
C/D ring junction. According to NMR, C-11 has been
partially epimerised during the reaction. Thus, the addi-
tion of diazomethane took place stereoselectively on the
�-face of the steroid moiety. Curiously, only few 13,17-
methylene steroids are reported in the literature.5 It is
interesting to note that thermolysis of 5 provided the
unexpected D-homo-steroid 8 in 73% yield as a mixture
of two inseparable epimers.
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Since the diazomethane procedure did not allow the
introduction of the 18-methyl group, we decided to
investigate next the Sakurai addition of allyltrimethyl-
silane to 3a and 4a,b.6 In both cases, the stereoselective
addition occurred on the �-face of the steroid providing
compounds 9a and 10a,b, respectively, exhibiting a cis
C/D ring junction and the 17-acetyl group on the
�-face.7 The relative configuration of the steroids was
determined by a series of 1D NMR, COSY and
NOESY experiments (400 MHz).

Rigorous establishment of the C-13 configuration was
secured by the X-ray crystallographic analysis of
steroid 10a (Fig. 1). The X-ray crystal structure reveals

the trans-anti-syn structure, chair conformation of cycle
C and a half-chair conformation for the cycle D. The
D-ring is directed to the �-side and exhibits a strongly
restricted pseudorotation similarly to natural 13�-estra-
1,3,5(10)-trienes.8 The phase angle �, a parameter for
the pseudorotation,9 has a value of +0.5° corresponding
to a 13�,14�-half-chair.

To the best of our knowledge, there was only one
13-allyl steroid reported in the literature before.10

13�-Allylgonatrienes can be transformed into estrane
derivatives in two steps: ozonolysis leading to 13�-(2-
oxoethyl)gonatrienes11,12 followed by a rhodium-(I)-

Figure 1. Structure of compound 10a showing 30% probability displacement ellipsoids.
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catalysed decarbonylation.13 This strategy has been
illustrated by the conversion of 10b into 12.14 Actually,
the hard problem of the introduction of the 18-methyl
group can be solved in three steps.15

In conclusion, the conjugate addition of allyltrimethyl-
silane to enones 3 and 4a,b allowed the introduction of
the 18�-methyl group.
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