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—CH%O—); 3.40(m, 1H, H;); 3.48(S,3H,
OCH,;); 3.51(S, 3H, OCH,); 3.60(S,3H,
OCH;); 3.78(d, J=4Hz, 1H, H,); 5.17
(S, 2H, OCH,0); 5.20 (2d, AB, 2H,
OCH,0); 7.00~7.15 (m, 3H, H;, H,,
Hy), e CyH330,(366.42) i HE%
C 62.23, H7.15, WM {EX% C62.27, H
7.01%.,

I HlEAB-RE-6-PEKPEE-9E
PSP N B K DIk VI,

366mg(1mmol) 2-[1-(2/,3'-WEE Kk P
HH)-2,3-F-FE-1-HKEE])-28 P’ VI,
EFooml AR, MAMRLERHTE, BFwm
BIE 10N, TLCR R RPL 5B 2 R
fE . BRatLAsk KHEfT R BN, BT Fadk
B, 433 200mgVII (iR d), W 90%.,
HNMR (CDCl,) éppm(200MHz), 1.1~2.1
(m, 6H, 3CH,); 2.60(2d, AB, J=15Hz,

(o)
2H, CHng—); 2.65(m, 1H, 5D,0%:#,
OH); 3.50(S, 3H, OCH,); 3.55(dd, J,=
7Hz, J,=10Hz, H,); 3.60(S, 3H, OCHj,);
4.60(d, J=7Hz, H,); 5.27(2d, AB, 2H,
OCH,0); 6.70~7.00(m, 3H, H;,Hy, Hy),
TCHEOH CiHyp O (322.36)H B E% C

63.34, He6.88; MWMElE % C63.68, H
7.11,
=, fl&48-BE-6-FHERKPEE-968
~B PR EICE PR VI,

322 mg (1 mmol) NE XK DItk F Aidy
VI, BT 10 mlZ§H, A 10 ml 20% &4
WK, REBmBGER 6 /I, REXE
KxZE, Br®ikiE %A 6 mol/L #i8h f %
rH 6, LIS ERRM(3x20 ml), &HAH
M, kt, AEKKRBETHR. RERRNL
G, BEERAY 20mg, BER(ZMZE—
RME)EH 317 mg BEaL R VI k97,
mp 75.3°C, LA RN, Bt & —
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7 F & f k. CigHp06-H, 0O (1326.35),

HE % C 58.89, H 6.79; W EHEY% C

59.00, H 6.64, 'HNMR (CDCl;) dppm

(60 MHz), 1.1~2.1(m, 6H, 3CH,); 2.60
o

(S, 2H, CHA-O-); 3.50(S, 3H, OCH,);
3.65(m, 1H, Hy); 4.70(d, 1H, J=7Hz,
H);5.25(2d,2H,J=7Hz, OCH,;0); 6.30
(S, 2H, 5D,0 3#, 2xO0H); 6.70~7.10
(m, 3H, H;H; Hy), IRyE3Cm~!3430(OH),
1713(CO); 777,735(1,2,3-= B %), MS
(E-I)m/z 308 (M*), 290,231,45, '3SCNMR
(CDCly)dppm (20 MHz) 19.4(t, C,); 29.5
29.7(2t, C;f1Cy); 44.1(t, Cyy); 47.8(s,
Ca); 56.0(q, Cy3); 71.5(d,C,); 92.4(d,
Ci)s 95.2(t, Cyp); 116.2(d,0;); 117.0(d,
Co); 121.7(d,Cg); 134.8(s, Co,); 142.3(s,
Cs)s 147.1(s, Cs); 174.8(s, Cyy),

M, et IX kR R .

335mg(Immol)4F- R H-6- FE K FEE
-9bB-N, N-Z B3 BN S E B ok
IX®, #%F10ml Z8, fnAloml20% & &k
PIKER, REBMPBGER 24 /I, BREX
BRZEE, Bl KW BB MR R (2%
10ml), k# 4 /55 6 mol/L & hfuE
pHS5, BALZKMZERR(I x20ml), AHLH
KBESEATEKRBREE TR, BEXRRERS
EhRA 305 mg, FZM EE—Aihek B4
da, #294mg QG R, KWEKNY%, TESTR
B, ZEAHE 15 T4 dizk,CieHz06-H,0
(326.35), HBE%C 58.89, H 6.79, JE
(6% C 58.97, H 6.57, FiMl IR, 'HNMR,
CNMR K MS Ei%, 5{t &% VIII 524 —
.
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STUDY OF THE ANALOGUES OF MORPHINE SYNTHESIS
OF THE 48-BYDROXY-§-METHOXYMETHYLENOXY-
9b-METHOXYCARBONYLMETHYL
HEXAHYDRODIBENZOFURAN

School of Pharmaceutical Sciences
Faculty of Pharmacy, Univ. of Paris-Sud

Zhang Yong-min, et al
S. Labidalle, et al

The preparation of the 48-hydroxy-6-methoxymethylenoxy-2bf-methoxycarbonylmethyl hexahydr-

odibenzofuran from the intermediate 2-oxo-3a-(2’,3'-dimethoxymethylenoxyphenyl)-7a-iodo octahydro-

benzofuran by methanolysis is described. The stereochemical structure of the title compound has been

determined.

HER 120" B AT AhPE- Y A0 T AT B o

LREARAFIESAATE Ky Rixm*

1209l R B R (40 &5 BRA BHEA
., EERSE C—CHENR, FERS RN
6%, A 0.16% /Y%, T ERAE BN, ER
FpE T, miedhhiE. WESTZHRAECHA
MR MERR, TABRMBEL, SMEHFARK
L&, B, BRAEFSHERESHRBEN50me/
m’, BAFTAMNBRAERRESN REAX, WA
S5&EHBE. FHFREMCE. RROMREEX, B
TERUBH TR IADXKEEMAT, RAIM5 48
EZRERRT A8 120830, KPR
LR E LSS, DiREAE AR bR Sk
HaHlsg, SREFHKEESHENREZREH
BEMAX(r=0.919, P<0.025), HBRZFHSMHEE
Bx E WU ERREIS B 2 3 B 20.5 2y INEIEM
40 2 BhBET R B A PR A ch Ao B R] B e BE DU L RIRI
P i e.8%0. BT A LW 1.5~2.5 itz I,
EAZKPHNBANRESTRE, WHPHARHE

BB RA, EWEAA —-HhE, X

Bi2y1:0.46~1:0.57, #{& 1:0.52,
BIMETALBE 1.5~2.5 /7 et 2 |/, RET

26 NMEESEER J 26 Ak O H SORE R, SR 1 43 B Y

1917 mg/m*f1 1027 mg/m®, = H 2k % 1:0.54,

EHHXFR r=0.75, P<0.0005, HHER¥{E,
ERBUT AN XGFREMAERC R Rk, 3t
120% Ry ok iR B S I AR Rk A # 19 32 BR Mk
F, A ESERAITE,

AYLRE I RO BEST TRE, LR
HARKMAL120# 8, BEHIER 100 mg/m?, 500
mg/m®, 1000 mg/m®, 2000 mg/m® & 4 Fh ¥ 8¢, P
AER R RESL, FHBkEK, &R,
REMSBAEE, FF BTRE4LDMHEE X DT
7%,
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