Journal of China Pharmaceutical University 1998,29(1): 1+ 13

11

; 5,9-

tem, TTS)

( Azone)

Scheme 1

OH

(5)

x 1997-1023 (Y459-1)

( N . 210009)
(3,7- -1- ) s .2
- ,5,0- - 5 .5, 9- 2- o
5, 9- -1, 2- 5-
: . 4,8 q- ;50— - ;590 2 2
-1, 2— ;
( Transdermal Therapeatic Sys-— ) , )
, 1 .2
, 4, & -1- () 5,9- -1- (2);
5 2 5,9- 2-
- (3);
. , 2
55 9_ _15 2_ (4) ’
5 1
, . . Scheme 1,
Scheme 2, 4 8o
HBI' 1_12504 ’
( 3,7- -1- ,
(DHCHO CH.OH
@H20
1)
® o
VRN
| CHe— CHz CH,CH;OH
CCla, P(CeHs)3 a M, MgCl —— @H:0
CH3CN
1 @
(® (I) /CHz c|)H N
® CHy—C—CH——CH: —Ch——CH,
@Hz20 |
CHs
&)



12 29
Scheme 2
I I I
NN 4%% NN N CH= CH- Br(8) NN HCOOH, 10, NN
| OHwﬂ Br 25 | MgBrMI CH= CH, v - 1h02 | CH-CH,
K R K 7 oo
v v v v O OH
(5 (7 9 (4
NaOH
ICHz—CHz ———CH= CH- Br
Br Br (8
1 5,9- 1-  (27g, 63% , GC 9. 5%%.
IR (neat)v 3350, 1060, 2950, 1465, 1380,1370 cm™ 5 H' -
L1 & NMR(CDCl;)8 0. 86(9H, d,J= 6. 1Hz, 3CH;), 1. 38( 14H,

IR Perkin Elmer 983 H'-NMR PM X~
60si( B ZAB-HS ( VG B
GTC-PA
3,7=—F X A& FK% (6"

500 ml s 47 ¢( 0. 3 mol),
100 g(0. 38 mol) 150 m1, , 25C
68 ¢( O 44 mol), ,1h i
6h, . ,
, , , 72~
74C /1. 333k Pa 3, 7- - (6)42 g,
8% ( 2l 7% ), GC 97. 10%.
4,8-=F k18 (1)
CaCk
250 ml , 3.2 g(0. 133
mol) , 8 ml 3,7- - (6)20 g
(0. 133 mol) 90 m]
5 ml, s R R s
1h s 3h, s N2
6 g(0. 20 mol) , L5h ,

, 10% , ) ,
MgSO0s , , 88~ 89C /1. 066
kPa 4,8- A- (1) 15g, 766 , GC

93. 51%. IR (neat) v 3350, 1060, 2950, 1465, 1380,

1370 em™ '; H'-NMR (CDCL) 3 0. 8(9H, d,J= 6. 1 Hz,

3CH;), 1. 38(12H,m,5CH,, 2CH), 1. 46(1H,s,0 H, D,0
),3.55(2H, t,J= 6.5Hz CH)ppm; MSm /e

M, 154(M-18,1. 9% ), 69,57

5,9—%F A& 1K (2

“4, 8- -1- (1~ >
1.5¢(0.06 mol- 4 ml 3,7-
-1- (6) 10 g( 0. 057 mol) 45 ml

, 3,7- -1- ;
3 5g(0.079 mol), 1 5h ,

1 h, , , ,

86~ 88C /533 p,

9 )

m, 6CH,2CH), 1. 41(1H,s, OH, D0 ). 3. 64
(2H,t,J= 6. SHz, CH,O H) ppm; MSm/e M, 168(M-
18, 11. % ),83, 69,57
5,9—% & 23|\ & 288 (3)
100 ml s 1.7¢g,3,7-
- (6)11. 5¢ B316. 7
g . 124~ 125C /1. 333
kPa 5.9- 2- 2-  (3)86¢,
57. 8% , GC 98. 21%. IR (neat) v 3420, 1150,
2940, 1460, 1380, 1370, 3011, 1020 cm™'; H-NMR

(CDCly) 8 0. 38(4H, m, 2CH,), 0. 87(9H, d, J= 6. 1 Hz,
3CH). 1 00(3H,s, CHs), L 30(1H, s, OH, DO

), L 41(13H, m, 3CH, 5CH) ppm; MSm ke M, 206
(M-18,6 2% ), 95,67
R (8)
150 ml 15 ¢m
. CaCh
. BrCHCH,Br 120 g (0. 64 mol),
8 ml NaOH 43.2 g (1. 08 mol),706C ,
30 min s )
54.3 g, 8®o. IR(neat) v 3040, 1640, 650 cm™ !
5,9=F & 1&H% (9
“4, 8- -1- (1) ,
1. 5 g(0. 08 mol) 50 ml 3,7-
-1- (7 ( [49Y16. 3 ¢(0. 073 mol)
10 ml ) 3,7- -1-
, Fe Cls THF 10 ml
. 0C .  cacr ClIb
= CHBx(8) , 1L5h , 1h,
2 h, , , , 49~
51C /1. 333 kPa 5, 9- - (964,

5%. I1R(neat) v 3040, 1640, 2950, 1385, 1375 cm™ !
5,9=F & 1,2 — 8 (4)
. 50 ml
, 30% H,0, 3.5 ml(0. 044 mol) 8%
14.95 m1( 0. 334 mol), 40 C 5,9- -



13

1= (9)4.1g(0.244 mol), 30 min , 15 h,
, , 50% NaOH 4

ml, s (10 mK 3),
, MgSO . , , 120C /666 pa
5,9- -1, 2- (4 1.6 g, 32.
W , GC 98. 5. IR(neat) v 3350, 1020~ 1120,

2950,1385, 1375 em™ '; H-NM R(CCL)d 0.87(9H,d, J=

6. 1Hz, 3CHs ),

1. 38(12H, m, 2CH, 5CH)» 3. 20(3H, m,

CH-CH,),4. 51(2H,s, 20H)ppm; MSm /e M, 171(M-
29,6.% ), 117,69, 57
L2 & AR 3R
Franz , 37C
12h,
) 5-
> K, E. R

( 5-Fu ), 1

Tab 1. Enhancing effect of tetrahydrogeraniol derivatives
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Abstract Four derivatives were prepared from tetrahydrogeraniol via Grignard reaction. They are 4, 8-
dimethyld-nonanol, 5, 9-dimethyl-1-decanol, 5, 9-dimethyl-2-cyclopropyl-2-decanol, and 5, 9-dimethyl-

1, 2-decanediol, and they were evaluated as penetration enhancer toward 5—Flourouracil. The results

showed that the enhancing effects declined as the numbers of carbon atoms in these derivatives increase

and also related with the steric-hindrance.
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