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Separation of perindopril tert — butylamine and ( +) —17
epi — perindopril by high performance liquid chromatography
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(1. Chinese Pharmacopoeia Commission, Beijing 100061, China; 2. Shanghai Institute for Food and Drug Control, Shanghai 201203, China;
3. National Medical Products Administration Key Laboratory for Quality Analysis of Chemical Drug Preparations, Shanghai 201203, China)

Abstract Objective:To develop an HPLC method for the separation of perindopril tert — butylamine and its epi-
mer [ ( £) —1” —epi — perindopril tert — butylamine ] and the determination of the epimer. Methods: Perindopril
and ( £) —1” —epi — perindopril were separated on an Agilent Poroshell CS — C ¢ column (100 mm x 3. 0 mm,
2.7 pwm) maintained at 50 °C with the mobile phase containing a mixture of 0. 15% sodium heptanesulfonate

solution (adjusted to pH 2.0 with phosphoric acid) and acetonitrile — pentanol (217: 3) (82: 18, V/V) at

0.8 mL - min~', and the detection wavelength was set at 215 nm. The injection volume was 2 plL.
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Results: ( +) -1”

ratio more than 3.0 or a resolution factor of 1.7. Good linear relationships were established between the peak

— epi — perindopril and perindopril were separated successfully in 25 min with peak to valley
response and the concentration in the range of 2 =2 000 pg + mL ™' for the epimer and perindopril tert — butyl-
amine(r > 0.999). The quantitative limits(S/N = 10) were both about 1. 0 pg + mL ™", and the detection limits
(S/N=3) were both 0.3 pg - mL.™". The spiked recovery of the epimerer was 97.2% (RSD=1.8% , n=9).
The content of ( +) —1” —ept — perindopril tert — butylamine in 10 batches of samples ranged from 0. 025% to
0.078%.

ty and stability. It can be effectively employed for the quality control of perindopril tert — butylamine.

Conclusion: The proposed method enhances the resolution efficiency, shows high accuracy , repeatabili-
Keywords : perindopril tert — butylamine; ( +) — 17 epi — perindopriltert — butylamine ; epimer; HPLC; stereoiso-

mer separation; impurity determination ;quality control
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Fig.1 Chemical structures of perindopril fert — butylamine and its epimer
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Tab.1 Recovery of ( =) —1” —epi — perindopril tert — butylamine in perindopril tert — butylamine crude drug

95 LSS BRI A EN/i s A& -4 [l AR RSD/
(No.) (detected ) /mg (spiked)/mg (original ) /mg (recovery) /% (average recovery) /% %
R1 0.008 0 0.005 6 0.002 5 97.0 97.8 0. 87
R2 0.008 1 0. 005 6 0.002 5 97.8
R3 0.008 1 0.005 6 0.002 6 98.7
R4 0.029 2 0.028 2 0.002 5 94.6 96.5 3.2
R5 0.029 3 0.028 2 0.002 6 94.9
R6 0.030 7 0.028 2 0.002 5 100.0
R7 0.057 2 0.056 3 0.002 6 96.9 97.3 0.76
R8 0.057 1 0.056 3 0.002 6 96. 8
R9 0.057 8 0.056 3 0.002 6 98.1
SF-24{H (average ) /% 97.2
RSD/% 1.8
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No. ) standard ) /% normalization ) / %
802008401 0. 044 0.042
801700531 0. 026 0.025
801609823 0.041 0. 040
801700518 0.043 0.041
DY - PDP -2020036 0.073 0.071
DY - PDP -2020037 0. 050 0. 049
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DY -7 -23 - 2020024 0. 060 0. 057
DY -7 -23 -2020025 0.058 0. 055
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Fig. 4 Chromatograms of system solution on different columns
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Fig. 5 Effects of different organic phases on resolution
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