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Table 1 Structures and spectra data of 4substituted Oagarofurans

Compd - R mp /C Yldd/%®[ d .t /C.c sdvent ]H’NMR(CDO 5 0 MS m/z
h H oil 41.6  +55.6°,20, 0.94(s , 3H, 10CH3) , 1.22(s , 3H, 11- 206
1.5 acetone CHy ,1.34(s,3H, 11-CH3) , 5.38(d ,
J=10H .1H.3H) .5.8( m.1H.3-H)
b CH3 oil 17.1  +40.1°,28, 0.9%s ,3H, 10CH3) , 1.24(s , 3H, 11- 220
1.51 acetone CHj . 1.36(s, 3H, 11-CH3) , 1.70(s ,
3H,4-CH3) -9-8%br s - IH,3-H)
L nCs3H7 oil 17.7 +17.4°,17, 0.9Qs , 3H, 10-CH3) , 0.90(t , 3H, 14- 248
0.73 et hanol CHj . 1.24(s, 3H, 11CH3) , 1.36(s ,
3H,11-CH3 ,5.5br s , IH, 3-H)
d nCHy 25 18.9  +16.8°%, 20, 0.9Qs , 3H, 10CH3) , 0.90(t , 3H, 14- 262

1.3 acetone

CHjy , 1.23(s, 3H, 11-CH3) , 1.35(s ,
3H,11-CH3 ,5-73br s , IH, 3-H)

(to be continued)



128 PEAYNA S RE F 135
Continued Table 1
Compd - R mp/C Yidd /%Y d .t /C.c solvent 'H-NMR(CDQ 3 & MS m/z
e nCsHu 29 15.9  +19.2°,17, 0.92(s . 3H, 10GH3) » 0.92(t » 3H, 15~ 276

0.53 et hand

+19.8°, 20,
0.66 et hanol

¥ (CH2 «CH(CH3 2 3839 16.0

Iy nCoH1s oil 18.2  +15.6°,20,
0.64 et hanol

Ih nCiHa - 19.6

1 CesHsCH? 49~50 21.3  +64.9°,20,
0.45 et hanol

5 p ACsHLCH> 87~88 18.2

Ik p FCeH.CH; 131~133  23.1

1 p CH:0CsH/CH: - 17.5 +55.9°, 29,
0.41.ethand

CHy ,1.26s .30, 11-CH3) . 1.38s , 3H,
11-CH3) ,5.56br s . IH, 3-H)

0.88(s, 3H, 14CH3) - 0.92(s , 3H., 14- 276
CH3y ,0.94t ,3H, 10CH3) , 1.2 , 3H,

11CHy) - 1.38s . 3H. 11:CH3) - 5.56(br

s 1H,3H)

0.92(s, 3H, 10CH3) , 0.92(¢ , 3H, 16- 290
CHy ,1.26s ,3H,11-CH3y) , 1.37%s , 3H,
11-CH3) 5.-56br s » IH, 3-H)

0.94(s , 3H, 10CH3) , 0.94(¢ , 3H, 20- 346
CH3y ,1.26s,3H,11-CHs) , 1.3§s , 3H,
11-CH3) 5.5 br s s IH, 3-H)

0.98(s , 3H, 10CH3) , 1.30(s , 3H, 11- 296
CHy . 1.4Qs , 30, 11-CH3) . 3.44(s . 2H ,
4CHz7) »5.54br s » 1H,3-H) . 7.22(s ,

5H .Ph -H)

0.92(s . 34, 10CHs) » 1.24(s, 34, 11- 332
CHy ,1.3%s ,3H,11-CH3) ,3.7%s , 2H,
4CH2)»5.90(br s » IH, 3-H) , 7.22~
6.84 m . 4H . Ar -H)

0.96(s . 3H. 10CHs) . 1.28(s . 30, 11- 314
CHy ,1.4Qs ,3H,11-CH3) ,3.36(s , 2H,
4CH2) »5.48br s » IH, 3-H) , 7.03~
6.26 m . 4H . Ar -H)

0.96(s , 3H. 10CH3) » 1.28(s , 3H. 11- 326
CH3y ,1.4Qs,3H,11-CH3) »3-36(s , 2H ,
4CH2—) »3.80(s - 3H,OCH3) » 5-50(hr

s 1H,3H) ,6.80(d.J =8.5 . 2H. Ar -
H).7.1Qd,J =8.5Hz ,2H ,Ar -H)
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Synthesis and CNS activities of Oagarofuran deri vati ves

LIU Qian s WANG Dong hui ,II Chun ;LU Dai s WANG Wei jun -GUO Ji yu

(Institute of Materia Medica > Chinese Acade my of Medical Sciences &
Peking Union Medical College > Beijing 100050, China)

Abstract :Ai m To develop CNS drugs based on oagarofuran as alead co mpound - Methods Target molecules

were synt hesized in seven steps from( —)carvone and their structures were confir med by spectra -Biological

activities of the target compounds were deter mned on spontaneous activity -sleeping ti me stail suspension

and rearing on staircase models -Results Totally t welve 4substituted cagarofuran derivatives were synthe -
sized and it was found that this kind of co mpounds had anxidlytic and sedative effects -Cond usion The co mpounds
have anxidytic and sedative hypnotic effects with side chains of 4~~6carbons - The doses in anxidytic modes are

0.5~2 nyg /kg and in sedative hypnotic models are 9~20 ng /kg .

Key words :medicinal chemistry jpreparation chemical synthesis ; cagarof uran derivatives ;CNS activity



