+E H 2 AR 1987 4E 1 A; 8 (1)

: 10-13

B - (B-EZH)-98-BEE-9o—(ji] - BER)--FH
TIR03,3,1]-Fk (P-7521) X 6ab4 0 5 ] &I MRk (6 R

BoA. 4R, vk

RE P-7521 ZE B TH TR EY, MREEUHE
EDso Jy 0.87 ng/kg, HlRIE2G0ERY 427 %, FT24
WRENGAE K 1R b, SO T RRIEIR R AR
JEANEIEMR . FRIARR AR, EIELS T 1200 £5 T
Al EDso Ak JRA I S22 M Hl B S B T I 4L

xR JUAA;  3-(B-H -9 B~ -9 a-
(M- EI)-3-% 2 — ¥603,3,11-T- k;u (P-7521);
Mk Sl S

P-7521 ZE & " E 45 I4& 1, B Ohki

FHEEMRD, Bk BRRRG, K
AFEEN T —RAGRLE WD, HEHH
BEC LW P-7521 S/ SR 138 1 o

1985 4F 12 H 5 HIBcES 1986 4 2 F 4 &M

CHER B 25 OgcRT, Fi§  200031)

MER—TF 25, MHEMR R, (E150
—FWG. A WG T P-7521 X H R HUE
1 RS540 v AR AL

CH;0

OH
CH,CH,N

P-7521

3~(3-phenylethyl)-9 B-methoxy-9 a—(mn-hydroxy-
phenyl)-3-azabicyclo[3,3,17-nonane (P-7521)

#mHE5FE
P-7521 B 3-(B-F ZH)-9B-HEH K90~
(A=) -3-%( 3 I 08,8,1]-F 1, RA



T, Brfasss, mp216-8°C, SIRI
FEMRIA S, WO R R BRI A W, FLACR
HA&, A& 2.34SD0.3ks, QTREHLH 4.
HERE RH RHEK BAE®, LA
42 7 7k B s B L 100 95 AR AL, H ED;,
e Bliss i35, 1B I8 45 %576 BIE &k
Bk 3 100 94 1 4 ia]
PR R RADEL, RREF IR TR
Dy kIS, SR R SR B WEm R
i, BRI REF R, 28 CY-2 R A {0
SEMLSE 5y . W8 S 7 AT A 25 J5 A R I 4
WU SR, Ay a0 RRD I A o T
- ReEmEm@ 157 Cohen X1,
RIBRRV G, BB IeMF w4, TR
P Ab D07, R AR SR B T RAR 4R 22 HAR L, v
N LD E A M E AT, A8 R v P-7521
1.0 ug/ke AN 20. Oug/ke B S 8 2 %
Bk, 342 FZG-81 Atk g fn VC-9 s 7%

R F o5, LA SB-408 Srjl AR il % .

£ X 5%

WMEIER P-7521 iv L4  EDy
0.37(0.29-0.47)ug/kg, * & Al G K
(158 ug/kg) ¥y 427 %, H £ 1 W A, iv0.5
ug/kg Hufee RS L 25T 4R e 176 9, A 2Al iR
44 Fiv 5 1.5min, FA[EER 132 min, iv 0.35
ug/kg i T AR 45 2 AT HE TR 140 95, 7 R (4]
244 F iv 5 3.0 min, %44 117 min,
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Tab 1. Analgesic activity of iv P-7521 in
rabbits, X+SD
Dose Pain threshold Onset  Duration
(ug/kg) elevation( %) (min) (min)
0.35 5 140174 3.0+2.,8 117%4
0.50 10 176 = 62 1.5+0.9 132+5
FEOIRSFEEAG A H % 2 7, iv P-7521

0.5 ug/keg, 7] {f SN % H 245 25 0T 62412
breaths/min j /> ] 4247 breaths/min, #fH%Y
F i 41329 . iv 1.0ug/keg T B 4G 2 00 K
141+ 56 breaths/min, & /%] 60136 breaths/
min, A ¥ F #5 f) 57 %. {H 1 7 & ok F
6.0 ug/kg DL E, WD HIFE JLF R4 90 % 48
Ay FEASBE I E N K T 5

SehiESBEED F2 %0 ivP-7521
0.5ug/kg (R SHESRHBBL L IH 1.1£
0.2L/min %/ 0.7 4 0.1 L/min, Him | ik
36%.iv 1.0 ug/kg FHZAZ5R1AY 1.56+40.7L/min
JBRAE]0.940.4 L/min, 31 F0H] 40%. 4
F 3% 3 6. 0ug/ke D)L, M0 REF R4
T 70-80% Ze i, FRARE A HI RN AT AN

Mk ME S ENRER Hx27 K,
iv P-7521 1.0 ug/kg %z fkiln %40 & v H %4
PR 13.3+1.2 kPa [% % ] 10.1+2.8 kPa
Bl 2 A 24% (p>0.05), MFIEERY N B
6.0 ug/kg LA, Himdl R4 £ B 2400
56-67 %. '

Tab 2. Inhibitory effects of iv P-75271 on respiration of rabbits, n=5, X+SD, *p>0.05, **p<{0.05,
*=*p<0.01
Dose Respiratory rate Ventilation Po, in blood
(ug/kg) (breaths/min) (L/min) (kPa)
Before After Before After Before After
0.5 62112 424 7°° 1.1£0.2 0.7+0.1%°°
1.0 14156 60+36°° 1.5+0.7 0.9+0.4° 13.3+1.2 10.1+2.8°°
6.0 161429 16+10°°° 1.84+0.5 0.4x0.4°°° 13.1+0.9 5.7+1.3°*"
45.0 105436 T+ 4°°° 1.24+0.6 0.3+0.0°° 13.9*+1.5 5.5+1.6%°"
450.0 83130 13+12°°° 1.5%£0.3 0.3+0.2°°° 13.,2+1.9

4.441.9°°°
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Control

5 min

30 min

60 min

Naloxone
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Fig 1. Effect of iv P-7521 1.0 ug/kg on the
discharge of phrenic nerve in rabbits,

MIRHEWEHRE T T % P-7521
T SR W £ A, 9 SETE P ARIE B AR
MR GE, HAIMELT P-7521 X% G ah &%
FRESEm . 45 %0], iv P-7521 1.0 ug/ks,
5 min WA LRI L AR 3 R 48 25 B 40 4
44.2%, 30 min iy {] 53.9%, 60 min i
63.8%. HITICRE#HSHBNFER, EHR
HUERAE R 2T 0w, IR T 488 K E S
NETHER AR IR S0, SRR o 22 R 3 38 B 9
il B BRI I B BT AR s R, B 1
Hyiv P=7521 1.0 ug/kg 5 G #h G HHL AT 50
Bl AT DIE B BOR AR A, B A
TR AT g 49 B B BR A

P-7521 5 PSRBT R i Uik /EA
SREFZ AR UM A, BAR P-7521 LR
SREETHAR TR AR, (B AR R #
EblE#Edc 1 L L, MIMFEIR T 2F KB E25%

TEIIIN AV B, 7B AR A,
ARG R &, P-7521 R R R EH
T, SR AR MG, HZEFRERK
MR, T ELAX AR R R 2R K e D
MEBRES, B 25 WA E I KT 2 A& RN,
B 25T 1200 £5 TH#UE EDg, MR KF &, &
BRI B, Jo b 458 A0 gl ik 1fn 5045 R i 4
IRy 4780 4EHF 75 80-90, 70-80 ¥ 56-67 %
ZAl, FHRERBEEIH. RS h T—45
EPIR I SR BT, W H L4 T
LS EEAL L PN G

3 £ x #
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inhibition of 3-(B-phenylethyl)-

9 B— methoxy- 9 a— (m-hydroxyphenyl)-3-azabicyclo [ 3, 3, 1]-nonane

(P-7521) in rabbits

ZHOU Jie, ZHENG Wei-Jun, CHI Zhi-Qiang

(Shanghai Institute of Materia Medica, Chinese Academy of Sciences, Shanghai 200031)

ABSTRACT P-7521 is an azabicycloalkane
derivative. When P-7521 was given iv to
rabbits, its analgesic ED,, was 0.37 ng/kg,
the analgesic activity was 427 times as
potent as that of morphine, and the dura-
tion of analgesic action was double that of
morphine. The analgesic dose depressed the
respiration slightly. But when doses even
as large as 1200 x ED;, were given, the

respiratory action was never completely
depressed, asphyxia and death were not
encountered.,

KEY WORDS analgesics: 3-(B-phenyl-
ethyl)—-gB8-methoxy-9a—(m-hydroxyphenyl)—
3-azabicyclo [3,3,1]—nonane (P-7521);
respiratory airflow: blood gas analysis



