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Tab 1 . Structures, melting points and spectra data of intermediates
NHMf
\N/R
/R
Compd - N7 Formula Yield BP’ MS
R % C/ kPa(mmHg) m/z
"a N, | CnHxaN; 72.2 132/2.67(20) 182(M™*)
b N ] CuHxN2  92.6 151 ~ 2/5.33(40) 180(M*)
c @ CioHuN2  89.9 134/2.67(20)  196(M")
™\
d N__NH CyHsNs 783 170 ~ 2/2.6720) 197(M™)
€ O CiHzN:0 875 150 ~ 2/2.6720) 198(M™)
* Boiling points were uncorrected; ** Known compound
Tab 2. Structures, physical properties, spectra data and analgesic activities of compounds tested
€ 7
O/N"CCHZR
Rl
\N/
TR
Compd® NR'R? R Formula Mp®  Yield MS  EDso(mg/ kg) EDso(HPT)
T % m'z_HPT° WI'__EDg (WT)
1 N_] e CwHaN:O-HCI 8. 0 T4 0MT) 368 124 297
2 N | 4-CIPhO  CisH27N202C1+ HC1 187~9 72.6 35%M%) 322 319 1.01
3 NI pn CsHeN20» HC1* 12H20  196~9 677 298(M*) 178 2.21  8.05
' 1785 349
4 N || 2-CIPhO  CisH2sN202Cl HCF 1/2H0 g0 8 (i) 21 234 1073
5 N || 4-CPhO  CiHsN:02Cl1- HCF 1/2H0 213~5 60.9 348(M*) 200 1.48 13.51
6 N ) 34-ChPh CxHEN:CL- HO + H0 196~8 T3.2 382M*') 735 451  1.63
7 N ) 4-NHPh CxH3N3O-2HCI*1/2H20  20~3 827 329M*) 67.1 792  0.85
o @ 2-CIPhO  CxH2N202Cl - HCI dA5~7 80 364MY) - - ~
9 @ Ph C2H:N20-HCI N4~6 743 314M*) 627 584 107
73 383M*) 251 58.6  0.34

10 OH'M_Clzph Cl9H2N3OC L2+ 2HC1)1/2H20 191.5 ~3
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Continued

, : b d
Compd® . NR! R R Formula Mp®  Yield MS EDso(mg/ ke) EDso(HPT)
’ C % (m/z) I_IPTC Wrd EDso(WT)

11 @H Ph  CiH®N:O-HCI'L2H0 176~ B 652 316M") 0.2 318  0.63

228
128 N b 3.4=CLPh CisH20N202C I HC I 122H20 69.8 384(M7)  70.8 19.9 3.56

~230.5

N . g 238 +

13 Ph Ci9H2sN>0-+ HC1 240 68.2 316(M™7) 54.1 41.4 1.31
U-50488 N i 3.4~-ChPh - - - - 1.7 039 30
*K-1t N || 34CLhPh - - - - 3.7 0.073 Sl

a. Analytical errors were  within2 0.5% for C and £0.3% for N, H unless otherwise stated; b. Melting points were
uncorrected;c. HPT: Mouse hot plate test (ip); d- WT: Mouse writhing test(ip ); e.N: calculated 10.22;found 9.86;f.
N:calculated 6.98; found 6-58; g- H: calculated 6.50; found 6.87 ; h. H: calculated 8.23; found 8-59; N: calculated 7.94;
found 7.58 ;  * Known compound -
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SYNTHESIS AND ANALGESIC ACTIVITY OF ANALOGS OF
U — 50488, AN OPIATE KAPPA — AGONIST

SC Ma, YL Yang and XM Yuan
(Institute of Materia Medical of general Hospital of Nanjing 210002 )

ABSTRACT In this paper, we report the synthesis and analgesic activities in mouse
hot plate test and writhing test of some analogs of U — 50488, a k — agonist. Results showed
that compounds in which the amino group was pyrrolinyl had higher x — agonist activity
and the substitution of two chlorine atoms in 3 and 4 — positions of the benzene nucleus
was very important to x — activity. Furthermore, all of compounds in which the amino
group was piperidyl piperazinyl or morpholinyl exhibited very weak x —agonist activity.
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