i

T
HPLC AN EANR]T Z ER MR i 56 th e JUR 24 B Rt P A e i i

it E EERF(RETHGRRA, KE  300070)

FEHES R927.2 XHEFRER A
DOI  10.6039/j.issn.1001-0408.2013.37.22

LS

XE%HS 1001-0408(2013)37-3516-03

W E A AR eE R AR E R RS SRR A XM RS T R, ik R RHRGRA G R LRk, &
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Content Determination of Related Substances in Trimetazidine Hydrochloride Crude Drug and Its Prepara-
tions from Different Manufacturers by HPLC
HUA Lian, TANG Su-fang(Tianjin Municipal Institute for Drug Control, Tianjin 300070, China)

ABSTRACT OBJECTIVE: To establish a method for simultaneous determination of related substances in crude drug and prepara-
tions of trimetazidine hydrochloride. METHODS: HPLC method and gradient elution were adopted. The determination was per-
formed on Thermo Hypersil Gold Cis column with mobile phase A consisted of 0.287% sodium 1-heptanesulfonate-methanol (643 :
357, pH 3.0) and mobile phase B consisted of methanol (gradient elution) at the flow rate of 1.0 ml/min. The detection wavelength
was set at 240 nm. The contents of related substance were determined in 22 batches of samples (crude drug, tablet and capsule)
from 7 manufacturers. RESULTS: The linear range of trimetazidine hydrochloride was 0.4-200.0 pg/ml (»=0.999 9, n=6). RSDs
of precision (n=5) and repeatability (n=6) and stability (n=5) tests were all lower than 3.7%. All the results of samples from dif-
ferent manufacturers met the limits under this chromatographic condition. CONCLUSIONS: The established method is accurate and
suitable for the quality control of crude drug, tablet and capsule of trimetazidine hydrochloride.
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Tab 1 Gradient elution process

], min FBIA A LB, % TSI B L, %
0~10 100~100 0~0
10~60 100~40 0~60
60~62 40~100 60~0
62~70 100~100 0~0
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Fig1l HPLC chromatograms of destructive test
A. solution destroyed by acid; B. solution destroyed by alkali; C. solu-

tion destroyed by strong light; D. solution destroyed by high tempera-
ture; E. solution destroyed by oxidation; 1. TH; 2. impurity destroyed
by oxidation
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Fig2 HPLC chromatograms of related substance
A. crude drug 1%; B. crude drug 2°; C. crude drug 3%; D. tablet 1*; E. tab-
let 4%; F. tablet 7%; G. tablet 10°; H. tablet 13%; 1. capsule 1% J. capsule 47;
K. 1.0% solution control; 1. TH; 2. impurity destroyed by oxidation
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Tab 2 Results of the determination of related substance in

samples
FE & i TR —JR & i, % IR, %
TRk 2 1" 0.19 0.51
2¢ 0.12 0.22
3% 0.05 0.09
4 0.04 0.07
5 0.07 0.07
h 1" 0.04 0.11
2¢ 0.03 0.11
3% 0.03 0.08
4 0.03 0.08
5 0.03 0.08
6* 0.03 0.09
7* 0.27 0.51
8" 0.20 0.60
9 0.11 0.43
10* 0.14 0.38
11" 0.14 0.40
12% 0.14 0.40
13" 0.09 0.28
i3 ¥ 0.14 0.41
2¢ 0.14 0.45
3% 0.13 0.55
4" 0.14 0.38
Y54 1.
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