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Similarity of Dissolution Profiles Between the Imitative Preparation and Reference

Preparation of Labetalol Hydrochloride Tablets
HAO Lijuan,XU Yanmei ,MIAO Huijjuan,WANG Chunxia,GAO Yanxia
(Hebei Institute for Drug and Medical Device Inspection - NMPA Key Laboratory for Quality Control and Evaluation of Generic Drug .Shijiazhuang .
Hebei,China 050227 )

Abstract: Objective To establish a method for the determination of the dissolution of Labetalol Hydrochloride Tablets, and to
evaluate the similarity of the dissolution profiles between the imitative preparation and the reference preparation. Methods The
dissolution of the preparation in four kinds of dissolution media (pH 1.2 hydrochloric acid solution, water,pH 4.0 acetate buffer
and pH 6.8 phosphate buffer) was determined by the high — performance liquid chromatography (HPLC) method with paddle
method. The chromatographic column was Agilent Eclipse XDB - C; column (250 mm X 4.6 mm,5 pm),the mobile phase was
acetonitrile — 0. 1% phosphoric acid solution (25 : 75,V / V) ,the flow rate was 1.0 mL/min,the detection wavelength was 230 nm,
the column temperature was 40 °C,and the injection volume was 20 L. The cumulative dissolution was calculated, the dissolution
profile was drawn, and the similarity factor (f,) method was used to evaluate the similarity of dissolution profiles. Results The
mass concentration of labetalol hydrochloride in four kinds of dissolution media showed a good linear relationship with the peak
area in the range of 10.11 -1 011.00 pg/ mL (r=10.999 7,0.999 8,0.999 6, 0.999 9). The RSDs of precision, stability and
repeatability tests were less than 1.5%. With the reference preparation as the control, the dissolution profile of the imitative
preparation sample from manufacturer B with hydrochloric acid solution (pH 1.2) and phosphate buffer (pH 6.8) as the
dissolution medium was similar to that of the reference preparation,while the imitative preparation sample from manufacturer C has
no such similarity in the four kinds of dissolution media. Conclusion The method is suitable for the determination of the
dissolution of Labetalol Hydrochloride Tablets, and can provide a reference for the quality consistency evaluation of the imitative
preparation of Labetalol Hydrochloride Tablets.

Key words: Labetalol Hydrochloride Tablets;dissolution profile;similarity factor method;consistency evaluation
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VI V) sk : 1.0 mL/ min; &0 3 4 2 230 nm; A9 -
40 °C; #FFE .20 pL.

2.2 AHEH

WA B A g A5 10T (- 11 Al 144 i 7003 S il 2k
DU 55 e AscHg e SR ) )T ] G 2 ot M A LA
JR 23R 2] SRS R B RN DRk
e v RE 250, %38 50 r/ min, 35 1A 5 900 mLL,
MEE (37 £0.5)°C; FHEY 4 Fhigs il /v 51530 4 pH 1. 2
ERRR VAW R R R 7. 65 mL, MK RS2 1 000 mL
TRAIHIAL) 7K pH 4. O i 1R £k 2 il O 2% FiR a2 T R #h
1.22 g, /i1 2 mol / LEARRYA W 20. 5 mL, MK fif e 45
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Tab.1 Results of linear relation test of different dissolution

media (n = 6)
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1. Labetalol hydrochloride

a. Blank control solution

A. Water B.pH 1.2 hydrochloric acid solution

b. Reference solution

C.pH 4.0 acetate buffer solution

c. Test solution

D. pH 6.8 phosphate buffer solution

Fig.1 HPLC chromatograms
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A. Water B.pH 1.2 hydrochloric acid solution

C. pH 4.0 acetate buffer solution D.pH 6.8 phosphate buffer solution

Fig. 2 Dissolution profiles of imitative and reference preparations of Labetalol Hydrochloride Tablets in different dissolution media (n =12)
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Tab.2 Results of the f, of the imitative preparation and refer-

ence preparation (n =12)
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Fray f f Fray A f
pH1.2%% 08181102 62.82 180901 16.34

20170304 64.95
08180502  65.49
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08180502 39.98

64.42 180201 17.42 16.76
180601 16.53
180901 37.28
180201 37.04

180601 38.07  37.46

pH4. 08 08181102 43.04 180901 37.95

B 20170304 41.35  41.29 180201 39.49

ik 08180502 39.49 180601 38.57  38.67
pH6. 84 08181102 75.27 180901 27.57

Bk 20170304 75.69  74.37 180201 28.33  27.51
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