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3], H LK Rk, BRI 1 mp 135~137C,[«]¥ —31.91(c 4. 7,MeOH) ; FHJ{K 11, mp
107 ~109°C ,[0]8—0. 49(c 4. 1,MeOH) .53 F & C2sH3N,0,,Mr=2366. 5. 3R FF ¥ R 3 m/E
VY b 47 56 AR, CuKo 3B T, A BB A 8%, 0 T, 0<C657°,
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20. 064(5) A AN FEH Z=1, RER V=2142.23(.96) A, A+ B E D,.=1. 137
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Fig 1 The stereoscopic views of cis- (3R,4S,2' R)-ohmefentanyl (I) and its cell-unit.
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Fig 2 The stereoscopic views of trans-(3R,4R,2’ S)-ohmefentanyl (II) and its cell-unit.
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Fig 3 Route of synthesis of cis-(3R,4S,2' R)-ohmefentanyl (I).

Burke 34X} 5 [F]4K cis- (—)-(38,4R)-2- A ML B BATH 4 RE KRS L3-7
ELTVFRE, M- FERELTELR®, SRV 18 X-HIREFH BB REFHH
SR B AT P[] 4 3£ 47 HNMR 43477 22 B 30K B2 31 49 ) & 5 Burke BRIRI 209 A R
R, 169'HNMR 2347 B REKRFARSRITBAN 1T HRERR—FEHH HRNE
WOROE ST HY SR IR RE R by T 4- V- AL J5 BN ZE AT SH K, B I G, R BR 57 R A IR 3h BT 3K .

H-YHPR i, s=4.1 Hz ,,/?i/N
)
oH i

J. 39=4.3 Hz H

H J(s. 5)=12.6 Hz

,COEt
\Ph
J(4, 5e)=4.1 Hz

Ji4. 30)=4.1 Hz

Fig 4 The splitting patterns of the 4-proton on the piperidine rings of cis- N- [ 1- ( 2-hydroxyl- 2-
phenylethyl)-3-methyl-4-piperidyl Janiline and cis-chmefentanyl.

ZEISFH,84 CQ')—N1)—C(2)=114. 4(7)°, C(1' ) —N(1)—C(6)=111. 5(6)°,
C(2)—N(1)—C(6)=108. 9(7)°, =& f1X331. 8°, /NF360°, FBI N(1)N sp*Z4k,C
(1'),C(2),C(6) ,N(1) 4 H b F—A T iy U AT & . C(4) —N(7) —C(8) =116. 3(7)°,
C(4)—N(7)—C(1")=121. 8(6)°, C(8)—N(7)—C(17)=121. 6(7)°, =@ A3 f14359. 7°,
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HEAE360°, FHI N(7)K sp*B4b, Ik HY C(4),C(17),C(8) ,N(DHW R FFR—FFE L.

HHH C(17) —N(7)—C(8)—C(9)=1.9(5)°, C(4)—N(7)—C(8)—0(2)=3.0(4)°,
C(1")—N(7)—C(8)—0(2)=176.6(10)°, RP COEF 54 ABRBEENEMETF LML TF
M —FE.N(7)—C(17)—C(27)—C(3")=178. 2(11)°, N(7) —C(1") —C(6") —C(5") =
—177.411)°, MFH N5 N-FEF L FH,C(8) —N(7)—C(1”) —C(2") = —89. 4(8)°,
C(8)—N(7)—C(1")—C(67)=86.7(8)°, W CUEFE4-HRBHEEARWTES VN-EH
FHEEMMHEER.
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108. 1(7)°, =@ M2 M330.7°, /NF360°, I NK sp R EENOH=EARBYBA:
C(4)— N(7)—C(8)=114. 9(8)°, C(4) —N(7)—C(1”)=121. 5(7)°, C(8) —N(7)—C(1")=
123.5(8)°, =@ A1 f1359. 9°, i {B1360°, N(7)K spZ&fk.
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(12)°, C(4)—N(7)—C(8)—C(9)=176.6(11)°, R C(OREFE54-ABMEEN AR FIE
AFEFE.N(7) —C(17) —C(2") —C(3") =179. 0(12)°, N(7) —C(1") —~C(6") —C(5") =
—179.6(13)°, RE N5 N-FH LV H . SWMARHWERRH R, HFEH CU) —NT)—C
(17)—C(2")=—79. 9(8)°, C(8)—N(7)—C(1")—C(2")=102. 0(10)°, C(4)—N(7)—C(1")
— C(6")=97.3(9)°, C(8)—N(7)—C(17)—C(6")=—80. 9(9)°, i # C(OF T 54-FBtRE
EABWFIE S N-EFFHEM _EAERI100°,

REZHITNERBRRNE I FES FRERKER O(1D—H-N(1) (2. 7484 ); R
WD TREES FREARER 0(1) —H--NQ) (2.8181 A4, EFESFH 0(1)—H
(A)-0(2) (B) (2.818 A ) BBE.
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CRYSTAL STRUCTURES OF OHMEFENTANYL STEREOISOMERS

ZX Wang, YC Zhu, RY Ji, Y Lu”, ZY Tian* and QT Zheng*
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Mediwca, Chinese Academy of Medical Sciences and Peking Unwon Medwal College, Beijing, 100050)

ABSTRACT Ohmefentanyl, N-[1-(2-hydroxyl-2- phenylethyl )- 3- methyl- piperidyl ]- N-
phenylpropanamide, is a new and potent analgesic agent. Two stereoisomers. cis- (3R, 48, 2" R)-
ohmefentany! (1) and trans- (3R, 4R, 2' §)- ohmefentanyl (1I1), were selected for X- Ray
crystallographic study. The two isomers were shown to have an sp® N(1) and an sp? N(7) and the
piperidine ring has a chair conformation. The cis-isomer I has an axial 3-methyl with an equatorial 4-
N-phenylpropanamide group, while the two groups of the trans-isomer Il are all equatorial. In I
molecule, the plane formed by the 4-propanamide group and atom C(4) is almost perpendicular to the
4-N-phenyl ring plane; in II, the dihedral angle of the two planes is about 100°. Intramolecular
hydrogen bond of O(1)—H--N(1) occurs in both the two isomers and isomer II is also involved in
intermolecular hydrogen bond O(1) —H(A):--0(2) (B).
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