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Determination of the Related Substances of Atomoxetine Hydrochloride Levamisole Isomer by HPLC
CHEN Jie, LI Zhan(Henan Provincial Institute of Food and Drug Control, Zhengzhou 450003, China)

ABSTRACT OBJECTIVE: To establish a method for the detection of related substances in atomoxetine hydrochloride levamisole
isomer. METHODS: HPLC method was adopted. The determination was performed on CHIRALPAK® OT(+) column with mobile
phase consisted of methanol-isopropyl alcohol- triethylamine (960 : 40 :0.5). ELSD detector was used, and the temperature of drift
pipe was 90 °C; flow rate was 2.5 L/min. RESULTS: The impurity peak was well separated from main component peak; the rela-
tive retention time of known impurity D-ATM, 3-ATM, 4-ATM and atomoxetine hydrochloride were 0.65, 1.26 and 1.50, respec-
tively. The detection limits were 0.002 2, 0.004 1 and 0.003 9 pg, respectively. D-ATM was found in 3 batches of sample, while
3-ATM and 4-ATM were not. CONCLUSIONS: The method has been established for the determination of the related substances as
optical isomer and isomer in atomoxetine hydrochloride. The method is simple and specific.
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Fig1 HPLC chromatograms

A. undestroyed sample (DAD) ; B. undestroyed sample (ELSD); C. so-
lution destroyed by alkali (DAD) ; D. solution destroyed by alkali
(ELSD) ; E. solution destroyed by acid (ELSD) ; F. solution destroyed
by oxidation (ELSD); G. solution destroyed by thermal (ELSD); H. so-

lution destroyed by light (ELSD)
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Tab 1 Results of linear range

e 5T Bl = 5 B, wg/ml r

D-ATM y=12 173x+68.32 0.202~1.515 0.999 8
3-ATM y=11 771x+289.69 0.206~1.545 0.999 7
4-ATM y=11 829x+76.513 0.208~1.560 0.999 9
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Tab 2 Results of relative response factor

D%y JEREE, pg/ml T AT 17 R
ERRALHVETT 10.5 124 123

D-ATM 10.1 123 521 0.97
3-ATM 10.3 121 455 1.00
4-ATM 10.4 119 852 1.03
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Tab 3 Content determination results of the impurity in 3
batches of samples (%)

e D-ATM  3-ATM  4-ATM fRIA—ZRF  BZRF
120700020  0.06 PS04 T N d] 0.11 0.28
120700030  0.07 F N 4 B N A 0.15 0.24
120700040  0.06 ARKEH REH 0.12 0.31
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