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Determination of the Related Substances in Clopidogrel Bisulfate Aspirin Tablets by HPLC

HU Minhong'?, WU Yongjiangl*(l.College of Pharmaceutical Sciences, Zhejiang University, Hangzhou 310058, China;
2.Huadong Medicine Co., Ltd., Hangzhou 310000, China)

ABSTRACT: OBJECTIVE To establish an HPLC method for determining the contents of the related substances in
clopidogrel bisulfate aspirin tablets. METHODS The chromatographic analysis was performed on Waters XBridge Shield
RPi1s column(250 mmx4.6 mm, 5 pm) with 0.1% triethylamine(adjusted with phosphoric acid to pH 2.5+0.1) and methanol as
mobile phase using gradient elution at a flow rate of 1.0 mL-min~!. The UV detection wavelength was 220 nm. RESULTS
Clopidogrel bisulfate, aspirin and relate substances were well separated. The calibration curves were linear in the range of
0.59-178.32 pg'mL~! for aspirin impurity C(=0.999 9), 0.31-12.47 ug-mL~! for aspirin impurity D(r=1.000 0), 0.33—
13.21 pg'mL~" for aspirin impurity E(+=0.999 8), 0.31-18.49 pg-mL~" for aspirin impurity F(+=0.999 7), and 0.76—
30.28 ug-mL~! for clopidogrel bisulfate impurity A(7=0.999 9), respectively. The average recoveries of aspirin impurity C,
impurity D, impurity E, impurity F and clopidogrel bisulfate impurity A were 97.47%, 102.16%, 102.20%, 103.71% and
104.16% respectively, the RSDs were 5.35%, 1.93%, 1.40%, 4.63% and 2.45% respectively. CONCLUSION The method is
simple, accurate, reliable, and can be used for the quality control of the related substances in clopidogrel bisulfate aspirin
tablets.

KEYWORDS: clopidogrel bisulfate aspirin tablets; HPLC; related substances
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impurity D.

T T T T T

0 10 20 30 40 50
t/min

2 Z=ame
Fig.2 Accessory blank

Chin J Mod Appl Pharm, 2020 July, Vol.37 No.13 -1611 -



2.4 Rl FR AN E R
FREUBEIVCARZ ) C. D, E. F RS AIS
Mg B 2% A XHIRS G, FHONE AT,
BUR WR R R B, SRR, LIS M L
S/IN=10 52 TR . S/N=3 T35 MR . B =) P
A C. D, E. F XA, SMAEFERE A
XoF B ) B e = RR 40 091, 0.29, 0.31,
2.33, 0.69 pg-mL~'; K MFR K 0.48, 0.06, 0.07,
0.60, 0.16 pg-mL™",
2.5 MR 5ER
K 2 FRECAS A4 O IR S =, N BV iR
S 2 g R A, R R
il RS ] ¥ B X BRI, TERE, il g,
VIMRBE (x, pg-mL ") Risebr . DL THFL () Ak
br, EATEMERIE, 2500 1,
Rl AHRBEER

Tab. 1 Calibration curves test result
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A i L2 r ygmL-!
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BRI UCARZ4 R € 3=10.726x+1.43 0.9999  0.59~178.32
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2.6 NEVHER AL

Foe A W o i 5 i, RS 4 B OO R
WS uL, HEAMARGIEL, 2k 6 Yk, DIFEHTE]
VEMZRE C, D, E. F XJ B AR R 240 A
XF BE LA TRT R RSD 4391 0.53%, 0.37%,
0.72%, 1.39%F1 0.02%. Z5HFHH, (UZKE%
(Y5
2.7 H P H A 2 B 50

SEATHREURES LS . 140401)6 1y, H% “2.2.4”
iR JF R, e <217 TR & pREm e, 5
HPRSE R s FEANEIRIGE, T H RS %, 45
R 2, G50RM, AW BTN E i B R AH [
% R4t
2.8 [

i 2 PRI =] DE MRS S C X HR AR 24 12 mg, Jin
NGV IR RS, O BB HIVEARAR T C % e
600 ng-mL~' A&, FEH =R 0.1, 0.5, 1.0,
1.5, 3.0mL F 10 mL &), [RIRPRE S AT H
FRERNE T R G, 5 1 mL SRR T
MRIHRIR S H AR R4 3 mg, IR ZIEE, Uk

-1612 - Chin J Mod Appl Pharm, 2020 July, Vol.37 No.13

i, WS pL EARAR R, 53 BOR O IR Al R
TEINGE , HAMRZETHR RIR,
#2 HARFRYREASL HERFEENE

Tab. 2 Intra and inter day precision determination of related
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Tab.3 Results of recovery

R4 ARUPBERREEARER

Tab. 4 Test results of stability of related substance solution
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