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Abstract: Objective

granulation and direct powder compression were performed on bepotastine besilate and excipients, respectively. The content

To optimize the prescription and preparation process of Bepotastine Besilate Tablets. Methods Wet

uniformity, isomeric impurities and dissolution profile were taken as evaluation indicators to screen the optimal process. The
similarity factor (f,) of the dissolution curve in water was taken as the evaluation index to optimize the dosage of hydroxypropyl
methylcellulose (HPMC) and magnesium stearate in the prescription. Results The dissolution profiles of Bepotastine Besilate

Tablets prepared by two different preparation processes were fitted with the reference formulation, with f, > 50. However, the
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stability of samples prepared by direct powder compression was better. The optimal prescription for one Bepotastine Besilate Tablet

was 3 mg of HPMC and 1 mg of magnesium stearate. Conclusion

The optimal prescription and preparation processes are

convenient, economical ,with a short production cycle and stable product quality.

Key words: bepotastine besilate; direct powder compression;optimization wet granulation formula;prescription optimization; preparation

process oplimization
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Tab.1 Composition of self - made prescription of Bepotastine
Besilate Tablets
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AATF T fx 2.4 FEo-A
FR i BR AR 1.2 PRl
BRER  BREROE RO RIRA 3.6 &, RAM A
sl K 26. 4 il

R2 2HMIZHREHREREESH
Tab.2 Main pressing parameters of samples prepared by the

two preparation process methods
b1t 1EAGG)  REN)  REER(®%) BAA(D) HEHA(nin)
BikAE 4.00~9.50 40.00~80.00 -2.50~3.00 0.12~0.20 4.00~8.00
BREZER 4.50~10.00 40.00~80.00 -2.50~3.00 0.12~0.25 3.00~6.00

Bk 1000 mL 5, HBERRJH pH 2 2. 7, BN e
FRAMN 1. 43 o, VR IRE) — ZHE(70:30,V/ V) 5 ik -
1. 0 mL/ min; KM K: : 260 nm; A3 .25 °C; R 110 pll.
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YR it D1 by 0 77 X6F B A RS PR L I -
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mg / mL) AR AL AR T (Y) A AR IE T2 [l )
45 Y =70.036 X = 0.1705(r =0.9999,n.=5) .
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1. Bepotastine besilate
AContent test solution B. Reference solution C. Negative reference solution
Fig.1 HPLC chromatograms of the specific test for the content

uniformity determination
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Tab.3 Comparison of the content uniformity of samples

prepared by the two preparation process methods

- kR A BARAZEER
Sl S2 S3 Fl F2 F3
F394% (%) 99.31 100.53 99.54 101.12 102.33 99.14
A+2.28 554 570 4.38 411 503 6.22
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1. Bepotastine besilate 2. Isomeric impurities
A .Negative reference solution B. Test solution C. System suitability
solution
Fig.2 HPLC chromatograms of the specific test for the isomeric

impurities determination
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Tab.4 Determination results of isomeric impurities and content

of samples prepared by the two preparation process methods

under accelerated conditions (%)

HETD  BREEE  GTRED P

| SRR W U e o M o0

RikHE HRFHAER <05 0.08 019 03 0.6 0.9
AE 05~105 10022 100.93 10041 9.5 99,53

MAABER  AREAKER <05 0.0 009 003 014 02
he 05~105  99.81  99.82 100.43 100.43 10041

2.4 2FEIEITEXAH &R Ao - 18]

2.4.1 EHAME

Vs 20 A T pHL 1L OFRIRTA TR, pH 4. 5
it 2 55 2% MR, pH 6. 8 B IR h 2% PR, UK 5 Y L AARRRL
900 mL; #7450 v/ min(pH 1. 0 ELRIA W , pH 4. 5 BE R
R, pH 6. 8 BERRERZE i ), 75 v/ min (UK ) ; BUKE
] :5,10,15,20,30,45 min.

2.4.2 &N E

SRR DA T T X FRE 27, 5 mg ASHFRE , B 25 mL
D K I E 2 R B 1 mL, & 100 mL
FEIMA, K E 2, FE5), BAS 0 BE S A T o e BRORE IS
(] 73 S EC 7 25 P8 10 mL, 85k, B2 8, RPASEI
VTR A L 2. 2. 2 30 X6 R S i 5 A A v T A%
10 WL, #% 2. 2. VICF (A3 S5 (4 gFRE I | 10 s i AL
FRAMRE T AR S TE 4R b s B DT 4l
2R o 25 B BAR R R B4 TR R 1 2o A R i i ok
R I TDRL R 2 i (H 2 il £ T 200 iR
52 il pws i &3 HEEE AR - (4) ¥ KT 50,
TEUWLIE 3 FnER S,

2.5 FENMEHTHAFFIESHK

GEE 2.2 2 AR AR AERY R B R R i A
T AT X B AR 77 5 B ek FH 2 1447 07 16 A
A, o R Y AR 2 2 AR S R G R B, X7 e Y B A
FERTE M, JU R ARV i 407 1 o R B 25 e Rk 24
BRI, b T A — R R R B AR T v
U, LABH 1k ik 88 v & AR R v e R R B Ry i
AR, At RS s ki M4, S80I &
PEAR 22 WS IESE TR I, 455 2 H il 700 v R 1 335 1)
i AT 25 S R 2 AR 55 6 ) ) e 28 A Bl el
FFH B PR T, X F8 TN F 2 2 25 R I i 2 vl
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—— S 1Ll —— Sl
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0+ T r r T vt/ min - ()4 ¢/ min
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FERUEE %
120
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—— S 1Ll —— Sl

40 +ﬁ$ﬁﬁmrf 40 = AR EAETR T
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C D
A.pH 1.0# 8% B.pH 4. 588352 +% C.pH 6.8

BRER % P DK
B3 4FAESTRP ETEF S S EIF A & E
A.pH 1.0 Hydrochloric acid solution B.pH 4.5 Acetate buffer
C. pH 6.8 Phosphate buffer D. Water
Fig.3 Dissolution profiles of self — made and reference prepara-
tions in four dissolution media
x5 BHERSSILHIFIAH M ZAM0EF ()

Tab. 5 Similarity factors (f,) of dissolution profiles between the

self — made sample and reference preparation

HELZ  pHLOABRER pHASERAZSR pHOSHRAZSR K
BixHE 77.63 74.81 61.03 59.72
MRAZER 61.42 57.22 50. 61 66. 82

B AT AL, R DR R B4R v T 201 4% 5 it
FE il , HEE I 200SD A, R 2R 4 30 112 8) B2
L AER N ES B 225 2 il R 1 AR b v
FEME S5, LIK R A BT, Lo A B 00 5 2 Ll
FUT e A 7 2 S L2 6, 9 I 2R WL IR 4. 255 A
A ) 500 5 R AE it ) £ SRR I B R, b 1,2,3,4,5 1)
£, 5354 59. 50, 73. 60, 58. 40, 74. 80,62. 10, Hdr4b 75
2 5 Z Wil R 0 05 B SR, BT R B A A Ty B
BRI R H AR 42 3.0 mg, W AR FREE 1. 0 mg.
F6 FEILETTHRELTHRK (mg/ F)

Tab. 6 Composition of optimmal prescription for Bepotastine

Besilate Tablets (mg / tablet)

R BA i1 RA2 RF3 AF4 RFS
Ris RAS 10.00  10.00 10.00 10.00 10.00
Wk 95.40  96.00 96.60 96.50 95.50
LGS 10.00 10.00 10.00 10.00 10.00
AR HEE 3.60 3.00 240 3.00 3.00
BRI AR 100 1.00  1.00  0.50 1.50
ok BRERSEEORTRA 3.60 3.60 3.60 3.60 3.60
LRI 26.40  26.40 26.40 26.40 26.40
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