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Optimization for formulation matrix propertion of Bitongning Patch by uniform design
LIU Ji-yong', GU Qing?, HU Jin-hong', TIAN Jing-zhen®
(1. Department of Pharmacy, Changhai Hospital, Second Military Medical University, Shanghai 200433, China;
2. Huai-yin People’s Hospital of Jinan City, Jinan 250021, China; 3. Shandong University
of Traditional Chinese Medicine, Jinan 250014, China)

Abstract: Objective To optimize the prescription matrix proportion of Bitongning Patch and observe
its percutaneous absorption in vitro. Methods U;(6°) Uniform design was performed to investigate the
influence of scopolamine and aconitine in the proportion for 24 h cumulative permeation in vitro. The drug
permeation behavior through excised mouse skin was studied with improved Franz diffusion cell. Results
With the matrix ratio for PVA: 11.02%, PVP. 29.93%, glycerol: 7.42%, azone: 4.95%, and
propanediol: 11.06%, respectively, the Patch had the maximal cumulative permeation amount and
cumulative permeation curve coincided with the Higuchi Equation. Conclusion The prescription
composition optimized by uniform design meets the requirement of skeleton-controlled transdermal delivery
system.
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Table 1 Factors and levels of uniform design
I §

¥ PVA (X1) PVP (X2) Hi (X3) KK (X4) KM (X5) BB (X6)
2.5 5 2 0 0 0
5 10 4 2 3

1
7.5 15 6 4 2 6
10 20 8 6 3 9
4
5

12.5 25 10 8 12
15 30 12 10 15
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Table 2 Scheme of Ug(6°) uniform design

RFE X1/% X2/% X3/% Xa/% X5/% X6/%
1 2.5 15 4 10 3 12

5 30 8 8 6

7.5 10 12 6 0

10 25 2 4 15

12.5 5 6 2 9

15 20 10 0 3
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Table 3 Uniform design index and normalization result

KEERT)  SLET)
/(mg *ecm™2) /(mg*cm™%)
2.586 9 0.439 6
1.742 2 0.208 8
2.116 5 0.400 9
1.882 0 0.445 2
1.969 0 0.367 6
2.8859 0.482 9
2.197 1 0.390 8

KERH R R B EBEER AR, RARL
MR RERE QAR REER BT
RAZKREWRAZESL BB (TRE. HBREHE N

HFHE Y=Y:+6Y:

5.224 5
2.995 0
4.521 9
4.553 2
4.174 8
5.783 3

Mo A w e

0.1), 8 B 7 B Y = 2. 474 74+ 0. 003 764 076
X1X3 + 0.068 680 65 X2X5 — 0.043 182 62
X4X540.007 680 478 X4X6, r=0.999 9, % [ /3
FREATEHL, KA JYSYS] 844 i BB L
Bubs, HERAE 4,
£4 GLP RELRGIHARH 51097 K
Table 4 GLP optimization calculation (51 097 times)

B X K/ %
X1 1102
X2 29.93
X3 7.42
X4 0. 02
X5 4.95
X6 11. 06
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Stability of salvianolic acid B in water solution
YUE Xi-dian"?, QU Gui-wu?, LI Gui-sheng?®*, ZANG Yu-hong*, CHI Zhen-ming’
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Abstract; Objective To study the effects of different factors on the salvianolic acid B stability in
water solution and to provide the experimental data for production and application of salvianolic acid B.
Methods Effects of salvianolic acid B concentration, pH value, temperature, and holding period on
salvianolic acid B stability in water solution were studied by the salvianolic acid B changes determined by
HPLC in orthogonal design test. Results The most stable condition of salvianolic acid B is that the
concentration is 1 mg/mL, pH value is 2, the temperature is 20 C, and the holding period is one day.
Conclusion  Salvianolic acid B should be kept in the conditions of higher concentration, lower pH value,
lower temperature, and shorter period in solution to ensure its stability.

Key words: salvianolic acid B; stability; orthogonal design; HPLC
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