SRR D e P D3l 24 55 TSR 24 B i R — S A
BEE ERE AEFCIBELHAARAD, AR HE 161009

hESKS  R92T TEIRERS A XEHS  1001-0408(2015)30-4291-04

DOI 10.6039/j.issn.1001-0408.2015.30.41

W E BRI HmL RN R GERENE T &, RN S S R RE -, TRk RARRRMEE X, &
4% % Waters Symmetry Cis, 3048 4 Bk = SA7 500k (Brd — 547 6.8 g5 T 1 000 ml Kk ¥, ) RAAMATZ %A pH £4.6)- T
(49:51,V/V) ,i#i& A 1.0 ml/min, %0 5% K 4 228 nm, A28 4 25 C,#H A2 4 20 plo A 0.1 mol/L 3 B2 72k | B BR -B5 BR AN 45 7 i
(pH 4.0) .84 2 2% b iz (pH 6.8, AN 0.5% + = A Ak 4h) i A, 7 B AR Ak AR 2 900 mil, 253% 47 50 r/min, 4~ 5] % 2% 4
I R R A7 25 5 R AT S e sk SR B A AR T () 3R I s i 2R eg ARt . 2R AR T R T T SRR
M8 B A 0.625~20 pg/ml; AR AE F B A2 MK I 49 RSD<<2.0% ; 3 AP i i A 89 @l & 4 92.86% ~102.97 % ,RSD 41
A 1.9% 1.8% .2.7%(n=9), 3L LRH-F k454255 R A5 £ 0.1 mol/L 2 BR 77 P 15 min B 78 8 Z 3 X T 85% , L BHER -
B BR AN 2% o i (pH 4.0) FeBE R 25 2% i (pH 6.8, #e N 0.5% + I AR B4R ) P 4839 >50, 45k 7 k8 A Tl 8 308 1L R
PR g R B R, 3R I RM-T R A ) 25 5 R AT 25 etk b i o X L AR BOA A R — BUR T .

KR BRI R R R RATE S AURA Gk ik I W 2R AR A T

Cosistency Evaluation of Dissolubility of Manidipine Hydrochloride Tablet Generic and Original Preparation
LYU Ya-jun, CHI Xiao-na, GU Zhi-yong (Xuchang Hengsheng Pharmaceutical Co., Ltd., Henan Xuchang
461003, China)

ABSTRACT OBJECTIVE: To establish a method for the dissolubility determination of Manidipine Hydrochloride tablet and eval-
uate the quality consistency of generic and original preparation. METHODS: HPLC was performed on the column of Waters Sym-
metry Cis column with mobile phase of potassium phosphate monobasic solution (potassium phosphate monobasic 6.8 g was
well-mixed with water 1 000 ml, and pH was adjusted to 4.6 by potassium hydroxide solution)-acetonitrile (49:51, V/V) at flow
rate of 1.0 ml/min, detection wavelength was 228 nm, column temperature was 25 “C, and the injection volume was 20 pl. The dis-
solution mediums were 0.1 mol/L hydrochloric acid solution, acetic acid-sodium acetate buffer solution (pH 4.0) and phosphate buf-
fer solution [pH 6.8, adding into 0.5% sodium dodecyl sulfonate (SDS)], volume of dissolution medium was 900 ml and rotating
rate was 50 r/min, and the dissolubility of Manidipine hydrochloride tablet generic and original preparation was investigated and the
similarity of dissolution profile was evaluated by calculating similar factor (f;). RESULTS: The linear range of manidipine hydro-
chloride was 0.625-20 pg/ml; RSDs of instrument precision and stability tests were lower than 2.0% ; recoveries of 3 dissolution
mediums were 92.86%-102.97% (RSD=1.9% ,1.8% and 2.7% ,n=9), respectively. The dissolubility of 3 batches of Manidipine
hydrochloride tablet generic and original preparations was higher than 85% in 0.1 mol/L hydrochloric acid solution in 15 min; f
was >50 in acetic acid-sodium acetate buffer solution (pH 4.0) and phosphate buffer solution (pH 6.8, adding into 0.5% SDS).
CONCLUSIONS: The method is suitable for the dissolubility determination of Manidipine hydrochloride tablet; meanwhile, the dis-
solution profile in vitro of Manidipine hydrochloride tablet generic and original preparations has similarities, so the quality consis-
tency is good.

KEYWORDS Manidipine hydrochloride tablet; Generic preparation; Original preparation; HPLC; Dissolution profile; f; factor
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Fig1l HPLC chromatograms

A. acetonitrile-water; B.reference substance; C. blank accessory in hyd-
rochloric acid solution; D. test sample in hydrochloric acid solution; E.
blank accessory in acetic acid-sodium acetate buffer solution; F.test
sample in acetic acid-sodium acetate buffer solution; G.blank accessory
in phosphate buffer solution; H.test sample in phosphate buffer solution
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Tab 1 Results of recovery tests(n=9)
AR ST MAR, WER, Bk, FAENC RSD,
i mg mg % & %
0.1 mol/LERRRIAT 50 2540 2510 9882 990 19
250 2519 9992
2493 2567 10297
3% 3657 3600 9850
3657 3605 9858
3633 3604 9920
100% 4911 4860 9896
4917 4718 9595
4887 4807 9836
TR 500 2429 2432 10002 980 18
2444 241 99.06
2467 244 9907
5% 3613 3560 9878
3613 353 9751
3587 3549 984
00% 4884 474 9113
4844 4558 9410
4805 4659 9696
R 50 2512 2480 9873 %7 27
2500 2481 9888
2504 248 9920
5% 366 355 98.07
364 355 9154
3607 3531 9789
100 4903 4601  93.84
494 4613 9334
4958 4604 9286
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Tab 2 Determination results of samples dissolubility (n=6)
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Tab 3 Determination results of cumulative dissolution of Manidipine hydrochloride tablet generic and original preparations in

different dissolution mediums(n=12, %)

0.1 mol/L EhERVHE FiR-FRRR BRI

Ii¢ ] /min fitl i fiiil Jbt fiil B

20140701 20140702 20140703 0128 20140701 20140702 20140703 0128 20140701 20140702 20140703 0128
5 28 531 535 434 387 40.1 39.1 357 251 203 20.6 234
10 75 81.6 81.2 69.5 75.0 n2 72 649 523 528 543 412
15 86.6 927 90.1 88.6 89.1 93.0 92.6 83.5 792 834 88.1 758
30 89.5 96.0 913 100.1 977 9.7 100.3 9.1 89.0 89.8 90.8 88.2
45 91.0 98.6 94.5 98.1 9.5 100.4 101.6 99.0 89.9 904 922 90.3
60 942 98.6 934 99.0 100.2 100.6 101.3 9.1 912 923 928 923
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Fig 2 Dissolution profiles of Manidipine hydrochloride tab-
let generic and original preparations in 3 dissolution
mediums

A. dissolution medium was 0.1 mol/L Hydrochloric acid solution; B. dis-

solution medium was acetic acid - Sodium acetate buffer solution; C. dis-

solution medium was Phosphate buffer solution
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