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Buddleoside-phospholipids Complex: Preparation and Pharmacokinetic Evaluation
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ABSTRACT: OBJECTIVE To prepare buddleoside-phospholipids complex, and then investigate its pharmacokinetic
properties. METHODS The buddleoside-phospholipids complex was prepared by solvent evaporation method, and the
compounding rate was used as the evaluation index. The preparation process was optimized by orthogonal experiment. After SD
rats were administrated with drugs, the blood concentration of buddleoside was detected by HPLC. RESULTS The
recombination ratio of buddleoside-phospholipids complex was near to 100% under the optimized preparations. The results of
X-ray diffraction indicated that buddleoside showed an amorphous state in the complex. The solubility in water and octanol was
enhanced greatly. Pharmacokinetic results in SD rats showed that the 7,,,c, Cinax, AUCq. and other parameters of the complex has
significant difference compared to buddleoside suspension. The bioavailability of buddleoside was enhanced to 1.11 times by the
complex. CONCLUSION The phospholipids complex improved the solubility property of buddleoside, and the oral
bioavailability of buddleoside was improved significantly.
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23 EXR®IHABRMHOESDH S T E

KA TS K00 % S IR 2 &> oL,
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®1 HEHAFRITE
Tab. 1 Factor-level design table

K A/h B/C C/mg-mL™! D
1 3.5 25 0.5 1:1
2 4.5 35 1 1:1.2
3 5.5 45 2 115
F2 EXRBE
Tab. 2 Results of orthogonal test
9T A B C D HEE%
1 1 1 1 1 66.8
2 1 2 2 2 90.4
3 1 3 3 3 99.2
4 2 1 2 3 70.3
5 2 2 3 1 91.6
6 2 3 1 2 98.9
7 3 1 3 2 72.9
8 3 2 1 3 93.5
9 3 3 2 1 99.8
K 85.467 70.000 86.400 86.067

K 86.933 91.833 86.833 87.400
K; 88.733 99.300 87.900 87.667
& 3.266 29.300 1.500 1.600

R3 TEMMER

Tab.3 Results of variance analysis

5 2 KUE f J5 % Ft
A 2 16.062 4.492
B 2 1390.936 388.964"
C(R %) 2 3.576 1.000
D 2 4.409 1.233

#: F0.01(2, 2)=99, "P<0.01.
Note: F0.01(2, 2)=99, "P<0.01.
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Fig. 1 X-ray diffraction spectrum
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Tab. 4 Apparent solubility of buddleoside samples(n=3)

ik K/ug-mL™ 1F 3 E/ug- mL ™!
FAEH 0.23+0.02 10.86+0.03
R G 0.58+0.04 15.3440.02
FWTHEZ Y 1.2240.05" 236.41+1.24"
H: S5EATL, VP<0.01.
Note: Compared with buddleoside, "P<0.01.
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Fig. 2 Chromatograms of blank rat plasma sample(A), reference product solution(B) and the rat plasma sample collected after

oral administration(C)

1-buddleoside; 2—sulfamethoxazole.
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2.6.7 ZHIEER EEAHFSHCKRH 3PIT 2
a5, R A SPSS 19.0 Bk AT B3
PERGEG, Z5-BF 26 R HAL(AUC) iR IR B (Coax)
X B 5 R LA ¢ K058, 3 (4 0) F
TRV 1] () R AES AR ARG B, 45 R W3R
5, I 2 -t ] il 2 LI 3. 243N i AT A R
Ny SRR AN tnaxs Cnax 1 AUC 252
WG FRI 2L, ¥ B3 2 7 (P<0.05
B P<0.01). HH 1, BELEKP<0.01); tmex H
(0.76£0.13)h %L J5 %2 (0.96+0.21)h;  Cppax H1(428.44+
88.63ngmL™-h & F I m E (903.67+
142.30)ng-mL™"-h, ZRACFBEAG 2 A WHIARNT 2E4)
FIF SRR A 2.11 5. Nk, #REAWHE AN
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Tab. 5 Pharmacokinetic parameters in rats of suspension of
buddleoside and phospholipids complex(n=6)

e ST SHHEE AW
fmax/h 0.76+0.13 0.96+0.21"
Cinax/ng-mL™" 302.14+40.28 599.58+96.43%

fin/h 1.41+0.31 2.69+0.52?

AUCq./ng-mL™"-h 428.44+88.63 903.67+142.30%

AUCy./ngmL"h 456.76£96.36 973.08+162.53%

H: 5FAEELL, VP<0.05, 2P<0.01.
Note: Compared with buddleoside, 1)P<O.05, 2p<0.01.
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Fig. 3 Profiles of plasma concentration-time of suspension
of buddleoside and phospholipids complex(n=6)
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