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Hah L HATRIT AR T RMIFRKE R, MR EBLT EHIFRIE( Ohmefentanyl,
OMF, cis-N-[ 1-(2-hydroxyphenylethyl) 3-methyl-4-piperidyl ]-N-phenylproprionamide ) ( L
P 1) R — MR AR AR AL &4, LSRR /E P 5% BE R EAY 6000 ~ 10000 1%, Bl 44
JATEAT EDsy 2USMER 1/6000 ~ 110000, FREEHFST OMF fEFIPLE], IE B R 25 K e 2
I EEFEEEEMS M ZRAESIN. K5 p M Z RS0 KdE RN
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F 1 Analgesic ip EDy; of 8 enantiomers of ochmefentanyl ( mouse hot plate)

Compounds Absolute configuration Analgesic EDsy ¥ /mg- kg ™! Analgesic potency
¥9204 (+ )-cis-(BR.4S:2’S) 0.0011(0.0008 ~0.0013) 6182 )
F9202 (= )-cis-(3R,48.2°R) 0.0046(0.0031 ~ 0.0066) 1478
F9208 (= )-trans-(3R.4R,2’S) 0.0097(0.006 ~ 0.150) 701
F9205 (+ )-trans-(3%,45,2°S) 0.014(0.011 ~ 0.017) 486
F9206 ( = )-trans-(3R.4R,2’R) 0.072(0.057 ~ 0.091) 94
F9207 ( + )-trans-(3$.48.2°R) 0.075(0.064 ~ 0.087) 91
F9201 { + )-cis-(35,4R.2°S) 10(4/10)

F9203 ( = )-cis-(38,4R,2"R) >10(0 ~ 10)
Morphine 6.8(5.5~8.4) 1

* (95% confidence limits or the number of effective mice)

#F 2 Ki value(nmol-L~"') and selectivity of ohmefentanyl enantiomers for opioid receptors.

n=3 homogenates (each was pooled from 10mice)

Compound [PHIDAGO(p) [(*HIDPDPE(S) Ki(8)/Kis)
F9204 0.004 + 0.002 90 + 10 22500 N
F9202 0.005 + 0.004 114+ 14 22800
F9208 0.06+0.03 200 13 3333
F9205 0.08 +0.07 > 1000 > 12500
F9206 0.13£0.02 150+ 10 1153
F9207 0.05£0.05 230+ 16 1533
F9201 2.9+0.4 > 10000 >3448
F9203 5.58+0.21 > 10000 > 1710

M BRI, Hodt F9204(( + )-cis-(3R,4S,2°S)OMF) B4 1Cso N 1. 1eg/ kg (N
AR, H Y 0 ZUREM T Ki(p) CH-DAGO) H 0.004. i %t & A2 H1 17 Ki(8) CH-
DPDPE) 90, Ki(8)/Ki( ) FL{E 4 22500 1 ; 55 — MK F9202(( - )-cis-(3R,4S,2° R)
OMF) AR 1Csoh 4.6pg/kg, 15 1 2R S Ki K 0.005, T 5 6 SHEMH Ki K
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B2 A detailed view of the protonated form of schmefentany] with the proposed
binding sites of the opioid receptor. Reprodeuced from Tang et al.

(1996) with permission of the publisher.



