FEFENWRIGE - PR AL S WA s T 200 e 255

BORLEEE A KU EFERLE R LEMNAFRER,ER 55002528 N4 # R k%4
HIgg, &0 550025)

hE5ES  R943 XEERER A XEHS  1001-0408(2014)37-3496-04
DOI  10.6039/j.issn.1001-0408.2014.37.13

B E BRI AERRREL- MG ST TE, It TSR . ik RINAF KR ER & OoM, AL E
RIRH 5 B- S A BRI LA IR | LA ) A F AR & A R e L F ) AR, R R B SO AL T He g8 R 5 min B

Pl Lo kB ARG AL- RO REY  EHE ARG RA G QR R E KR EFAS>H K (DTA) fo X- 4 EATH 5

(XRD) & B 4] &L - it 47 %€, ﬂ‘bbi‘rx@ WA ILRAS M OB, BR B F L LA ELARGLSL-RMAFERILA1:1,
G5B E A 65 °C, LA 4 0.5 h; AR 54000 F ¥ % H 95.3% , 3 61465 4 82.3% ; 75 &1 5 min Bt 6L S F iRt A

B RkRRA e B R A 98.37T% | 61 62% .92.59% ; DTA F2 XRD B £ AL OB i T L4040 ; (LA W5 M 32 30 A4 vk I

R, ik I BT A B FIRBRL-FOM LA, T RITE £ ey Bk,

KEEIR AR ARBRL- IR A A T LA B A KIS R R

Formulation Process Optimization and Identification of Levodropropizine #-cyclodextrin Inclusion Compound
ZHAO Shan"*, WANG Hui-juan”’, LIN Bing"*, ZHUANG Xue-liang', ZHOU Ying" *(1.College of Pharmacy,
Guizhou University, Guiyang 550025, China; 2.Guizhou TCM and Ethnic Medicine Engineering Center, Gui-
yang 550025, China)

ABSTRACT OBJECTIVE: To optimize the formulation process of Levodropropizine f-cyclodextrin(5-CD) inclusion compound,
and to identify it. METHODS: The inclusion compound was prepared by saturated water solution method. The formulation process
of the compound was optimized by orthogonal design with yield and inclusion rate as index using mole ratio of levodropropizine to
p-CD, inclusion temperature and inclusion time as factors. The dissolution rate of prepared compound, Levodropropizine and S-CD
physical mixture and levodropropizine raw material were compared 5 min after dissolving. The inclusion compounds were identified
with differential thermal analysis (DTA) and X-ray diffraction (XRD). The taste of the compound was compared with that of physi-
cal mixture. RESULTS: The optimal formulation was as follows: mole ratio of levodropropizine to f-CD was 1:1; inclusion tem-
perature was 65 “C and inclusion time was 0.5 h. Average yield of inclusion compound was 95.3% and average inclusion rate was
82.3% . 5 min after dissolving, the dissolution rates of prepared compound, physical mixture and levodropropizine raw material
were 98.37% , 61.62% and 92.59% , respectively. Inclusion compound was confirmed to be formed by DTA and XRD. The bitter
taste of the compound decreased significantly, compared with physical mixture. CONCLUSIONS: Levodropropizine f-CD inclu-
sion compound is prepared successfully and can cover up the bitter taste of drugs.

KEYWORDS Levdropropizine f-cyclodextrin inclusion; Formulation process optimization; Identification; Saturated water solu-
tion method
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Tab 1 The factors and levels of orthogonal experiment

7kq: A,C B,h C
1 55 0.5 1:0.5
2 65 1 1:1
3 75 2 1:2
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Tab 2 Result of orthogonal experiment and analysis of range

sl — R ke k. G
1 1 1 1 96.0 73.2 84.6
2 1 2 2 92.4 84.2 88.3
3 1 3 3 73.6 64.8 69.2
4 2 1 2 92.4 88.3 90.4
5 2 2 3 60.6 85.7 73.2
6 2 3 1 91.2 77.9 84.6
7 3 1 3 61.2 85.2 73.2
8 3 2 1 93.8 73.1 83.5
9 3 3 2 87.5 93.8 90.7
K, 80.7 82.7 84.2
K, 82.7 81.7 89.8
K; 82.5 81.5 71.9
R 20 12 179
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Tab 3 Results of variance analysis of orthogonal experiment
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Optimization of the Formulation of Loratadine Pseudoephedrine Sulfate Sustained-release Tablets by Cen-
tral Composite Design-response Surface Methodology

GAO Kai', ZHONG Chang-mao', KUANG Shao—yiz(l.Hainan Sida Pharmaceutical Co., Ltd., Haikou 571425,
China;2.School of Pharmacy, Hainan Medical University, Haikou 571199, China)

ABSTRACT OBIJECTIVE: To optimize the formulation of sustained-release tablet core of Loratadine pseudoephedrine sulfate sus-
tained-release tablets. METHODS: Pseudoephedrine sulfate tablet core was coated with loratadine by adding loratadine into coating
layer to prepare Loratadine pseudoephedrine sulfate sustained-release tablets. The formulation of pseudoephedrine sulfate core was
optimized by central composite design-response surface methodology with the amount of GM and HPMC K15M as factors using 1,
6 and 12 h accumulative release rate of pseudoephedrine sulfate as index. The optimal formulation was selected by using overlay
contour plots and then verified. RESULTS: Loratadine and opadry coating powder with ratio of 1:3 were mixed and coated on the
tablets as quick release layer. Pseudoephedrine sulfate tablet core was used as sustained-release layer. The formulation of sus-
tained-release tablets was as follows: pseudoephedrine sulfate 12 g, GM 16.72 g, HPMC K156M 20.95 g, microcrystalline cellulose
9.73 g, magnesium stearate 0.6 g per 100 tablets (600 mg/tablet). Accumulative dissolution rate of loratadine was 87.2% at 15
min. The accumulative release rates of pseudoephedrine sulfate were 34.20% , 74.32% and 94.60% at 1, 6 and 12 h respectively.
CONCLUSIONS: The formulation of sustained-release tablet core is reasonable and feasible, and Loratadine pseudoephedrine sul-
fate sustained-release tablet can achieve sustained release.

KEYWORDS Loratadine pseudoephedrine sulfate sustained-release tablets; Pseudoephedrine sulfate; Central composite design-re-
sponse surface methodology; Sustained release tablet core
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