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A Simple Synthetic Route for A6—-§-Methyl-17q—-acetoxy-
progesterone (Megestrol Acetate)

Ni Yuan

Zhang Shuiquan*

Yu Xindi Cai Zuyun

(Shanghai Institute of Organic Chemistry, Academia Sinica)

Abstract, A Simple synthetic route for megestrol acetate (6b) is reported. The key
intermediate C,-methylene steroid (5) may be obtained either from enol ether (4) of 17a-
acetoxy-progesterone (3) by Mannich reaction, or from A®*°-3, 17a-diacetoxy-progesterone
(2) by treatment with C,H,OCH,OC,H,. Then 5 is isomerized with Pd/CaCO, in the pre-
sence of cyclohexene and sodium acetate to obtain gb. The overall yield of route 17 a-hy-
droxy-progesterone 1—>2-—>3—>4—>5—>8b is 56 % and of route 1-»2-»5—>6b is 50%.

Descriptor, megestrol acetate, synthesis, progestin, contraceptive.

Identifier, C;,-methylene steroid.

H b 21 fil§ (A®-6-Methyl-17a—Acetoxy-Pro-
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B RINEMBRHN L YT OEEFLE T,
R4/ RIS RE L, W48 6 B 7™ X B 6b,
B R R R Z 16 544, D% it
Wi, KN #HhdAHBE 4 B 240 nm ik
i

X B B 4

B ERRIBRINS R, L e B WZZ-1
BB W E, &5 ¢ i F Shimadru
UV-200 RE 3145 %% 730 B UV H3) @ &
L, 4rheiiF UR-10 R W /&, # &
H4EF] Varian XL-200 5 EM-360 &
%, JREA IMS-01V B,

6-REBE 170-Z B & WKW (5) 1)

(A) F250ml BEOR Y. Rk A
182, 18 B/, 30ml {5, 30ml 2 E
Bgz. 3.8 ml RILBE, BoOmI™IM& 4R B
b, AARED SR E-HRELR,B
400 mg 5; m.p.227~229C, HELRZ—IK,
m.p.234~236C, P XI5 210 mg 5, S48
F465.8%, [alp*® +197°(CHCL,C, 0.85),

UV AR 260nm(e 16800);

IR v . 3075 (Ce-CH,) 1735, 1260
(C,,—OCOCH;), 1610, 1675(A*-3-fd), 1710
(Cp-FH)om™!,

'H NMR & {& (CHCl,,60 MH;,TMS) ,0.65
(s,3H, C,;-CH;),1.09¢s,3H,C,,-CH,;), 2.06
(s,3H,C,,,~OCOCH,),2.12(s, 3H, C,—~CH,),
5.0.5.10(2m, W, = 4Hz, 2H,C,~CH,), 5.98
(s,1H,C,-H),

MS m/z,384(M*),

(B) F 100 ml pdJEAAN, A 58 8,50 ml
FZAKE, Tml LKZE, 3.9ml [ H #& = Z
Befn 21 mg M RBRER, HRBEDMARHEE
# 70min, RJF, BEHE, MA1ml ke,
WEWKEEE, M 50ml 7§ K& 25 ml & 1,
MPGEE. AEL100C I, HIA 1.9 mlIN-H
R, 7.5ml 37% HEE R 120 mg % 55K
B, ZRBEH 30min, HF 60C KM 1h, R
&, AN 2mlokug, BERSE R, WA 15ml
HEE, 845, RESC,ERHETIA 20ml &
i, HAasgmi2.5h A4, SiERE wiE
K, BEUPRIKIRZE ik, TR Bk femnk
4.88g, IZMZBELER, BROAHERER
4.28,m.p, 232~235C, & 81,4%, H[alp,
IR,NMR,MS 5 A P82 6 554 —%.
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5 8.38,lH83%,m.p.217~219°C;[adp'" +
11.5°(CHCl,),

UVAEOH 287 nm(e 25400),

IR v¥', 1730,1250(C,;,~OCOCH,),1700
(Cy0-H) 1580, 1620, 1660(A**~3~f§) cm™*,

'H NMR 8 {§ (CHCl,, 60MHz, TMS) ;0.70
(s,3H,C,,~CH,), 1.10(s,3H, C,,—~CH,),1.89
(s,3H,C,~CHy), 2.00(s,3H, C,,,~OCOCH,),
2.06(s,3H,C,—CH,), 5.77(s,1H, C,-H), 5.9
(s,1H,C,-H),

MS m/z, 384(M*),
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