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Study on preparation of granisetron hydrochlorid microemulsion and its

percutem permeation in vitro
ZHANG Xue—mei,et ol
(Department of Pharmacochemistry and Biomaterial , Chongging Engineering Research Center of Drug,
College of Pharmacy , Chongging Medical University )

[ Abstract JObjective:To prepare O/W granisetron hydrochloride ( GH )microemulsion of a new type transdermal delivery system. Methods:
The microemulsion was prepared with the formulation containing isopropyl myristate—phosphatidyl choline—tween80—ethanol-water by the
pseudo—ternary phase diagram.Quality of feedstock and adjuvant was selected as investigation factor.Dosage was selected as investigation
level.The permeation steady state flux, lag time and cumulative permeation quantity of GH were selected as indices, Orthogonal tests were
carried out to obtain the optimum formulation. Results:The optimum formulation of GH was A2B1C2 that IPM/Km,Km and GH were 1:
6,3:1,5.0%. Conclusion:These results indicated that the studied microemulsion system with high osmosis acoss nude rabbits skin could
be a potential vehicle for the transdermal delivery of GH.
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1.6.1 fBiEL&M4  €i%4E:Phenomenex LUNA CI8(250 mm x
4.6 mm,S wm); FENA: B BE - BERRER 28 vh iR (0.02 mol/L B
RS, 3% = Z %V pH & 3.0)46:54(V/V ); i #:1.0
ml/min; FHR : 25°C ; K K : 302 nm,
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GH 1§%L1% fz i) HPLC a7 EETE R 47 , Sn s AR B
GH I A/0F 8 000, TERL LI S R T, BACFL AR X GH A 2
TR, WHE 2, LIEER A SFGHEE C T4t 1H, 18
FruE 28 7 HR - A=31.996C+19.241,r=0.999 9, 5B ER, 7
0.500 1 ~ 500.100 0 mg/L i BBl A Z5 ik B 5 IE T AR HE R R
RF, kBN 100.06%, B A RSD & 0.53%, H[E] RSD
# 1.08%,
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FEFRE, K 16 &td, FHEX CH MIA LR B BEEF MK
INIBFAR K R A>B >C, R EMTHIEE RN A2B1C2, 1R
EASRIGE R, i N REL T LT 4, SRESTH
253, Bl IPM/ Km 2% 1:6 . Km 2% 3:1.GRN ¥ 5.0%,
24 GH#MISRABEE RER AKERHEREE
LIETBEE Q (. glem?®) WHARTR, BFHA] t(h) A& A brtE
E 23] 4 FRER CH BB ER - ifaIdhZk, S5 WA 3,
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A C
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F1 EIMERFESIRE
BAWE P4y B o EHBEE o
[ 1 g/(em?h)] (h) (. g/em?)
<40 20 0~0.5 100~80 <1000 20
40~80 20~40 0.5~1.0 80~60 1 000~2 000 20~40
80~120 40~60 1.0~1.5 60~40 2 00 0~3 000 40~60
120~160 60~80 1.5~2.0 40~20 3 00 0~4 000 60~80
160~200 80~100 >2.0 20 >4 000 80~100
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2 FXTRER
A} IPMKm Km GH AR BEHE B HE ERBEE BiFs
HE A B C%) [kgfem™h)] () (1 glem?)

1 1:7 3:1 4.0 Q=98.64t-145.82(r=0.996 2) 98.64 1.48 2236.34 134.85

2 1:7 4:1 5.0 Q=73.51t-113.71(¢=0.995 6) 73.51 1.55 1662.24 108.00

3 1:7 5:1 6.0 Q=69.11t-100.61(=0.996 3) 69.11 1.46 1 568.32 107.53

4 1:6 3:1 5.0 Q=164.48t-32.68(=0.999 8) 164.48 0.20 3911.38 252.47

5 1:6 4:1 6.0 Q=103.32t-127.08(=0.997 5) 103.32 1.23 2365.17 149.76

6 1:6 5:1 4.0 Q=84.66t—87.03(r=0.998 6) 84.66 1.03 1952.33 140.18

7 1:5 3:1 6.0 0=143.40t-219.83(=0.995 8) 143.40 1.53 3244.44 175.39

8 1:5 4:1 4.0 0Q=94.461-116.37(=0.997 9) 94.46 1.23 2161.13 141.25

9 1:5 5:1 5.0 0Q=110.691-153.26(r=0.996 7) 110.69 1.38 2 518.56 150.52

K, 350.38 562.71 416.28

K, 54241 399.01 510.99

K, 467.16 398.23 432.68

R 192.03 164.48 94.71

%3 4 BAEY CH BRBIBGITER (n=3)
. T BANE R HE AHBER
[ gflem? )] (h) (1 gem?)

GH #3. 0=164.481-32.68(r=0.999 8) 164.48 0.20 3911.38
GH BB 0=59.21t-168.07(=0.950 3) 59.21 2.84 1464.36
GH BB H 0=10.56t-20.02(r=0.984 3) 10.56 1.90 253.62
GH KBEH| 0=4.16t-4.91(=0.995 1) 4.16 1.18 98.44
4500 BRI RO B K TR 0, 27 B VR BE M, 4 3L
4000 1 1 SR B AN R BB R R T F M. 541, B BkAR K
3500 1 T RRLAEAE R IS, X B R T AR — R B IR B R R

o 20007 {1, 3 R BEER PR Z R B3I TE RS0 , 30 5 S RO R AR

}E,, 2500 g,

2 20007 TEE BN SR, CHRLIO RS S TR B 24 h BALS
15007 2 BB, T BN HPRT, GHISEL A FIRE tay
= GH B BB B B2 5, LRI HAE 0T

N 3 R ST I P R B S T R 3 R RS B 0 BB

15 20 30
t (h)

0 10

1. GH 1% ;2. GHIR & ;3. GHEERK ;4. GHAKIF

3 4 FFBM GH FHRRALE
BER-HEME (n=3)

1bPER, B TSR & 21 IPM 5t GH 1 PC A B R BOTA IR
PC NAYIBEAE R, 3T R SR AR I B A R A=A,
B3R RR B, A (R 24 R AR . 7E
EZREYP, X IPM AR AR, HEE Km H 3:1 8 5:1
I, 2R3 B I RS . KR R S i R R T M A
ZYITEAR , T 3% 1015 T A X ok 22 T 82 e I L A 245 490 1
e, %4 Km=3:1 &%, FEE A E I, GHIMZ 283 He
KW/, K IPM BN A RFHBSEER, ARS

PR 3 AT B8 SIS B A M . BN, Ak B2kt T
W =5 KE PR (IE T BEH &1 O/W BIEIR SRR B
TR 2, Hof B A B B R T @ AL AR B
JE10, SRR i B 45 25 P R Bk, HLAR B AR LR 2
HEEREREERESE . ORI RBRENEERE
BB, HMELH B o BA (BN E M . (WMARRFIR
RHAETSAAY N ENS AT HYEARREY, 2
VBT A RR N BEPIRRE, AR MRt BN
DTRER, RAY LR EBERRERR, CHMF —B#A
IR, AR AE TPM R GHAE B ot A R R AR B h 5
H—T7 T, CHIFLRI R K o SE M BUZ R A KB 1R R
BBz kXt GHETR I L0 GHAL =5 i B AR I T REVR IR
THFLEK X AKX A REHE R, GRS EHK
/VARIE , 2 i SCHE 5 B M B IR A AT B TPM D91, BT LA



BRERXAFER 2009 £ 34 5% 6 H (Journal of Chongging Medical University 2009. Vol.34 No.6 ) — 739 —

R RS :0253-3626(2009)06-0739-04

W SRy e VR S BE IR 1 A8 BLPE B R 1 S BEDIL IR o

X kL BEFBRLHERLNNEML, Y 2
(1. BRER ¥ BE —ERF SR, EK 400016,2. £ =FEE K EVERHER.CBIMNL, T 400037)
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