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Chiral separation and purity test of Naproxen
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Abstract Objective: To develop a high performance liquid chromatographic method for chiral separation of the un—
desired enantiomer from naproxen and quantitative determination of bulk drugs. Methods: Baseline chiral separa—
tion of naproxen was achieved under normal — phase chromatographic mode by the Chiralpak AD — H (4.6 mm X
250 mm 5 pm Daicel) chiral stationary phase. The influences of the kind of chiral stationary phase and form of the
mobile phase column temperature and flowrate on the enantiomeric separation were studied. The optimized chrom—
atographic conditions were hexane — isopropyl alcohol ( 30:70 v/v ) as the mobile phase with a flow rate of 0.5
mL * min "' and detection at the wavelength of 272nm. The column temperature was set at 20°C. Results: A base—
line separation of naproxen enantiomers was achieved and the resolution was 3. 3 between the enantiomers under the
above chromatographic conditions. Conclusion:The method is simple rapid and with good reproducibility and it
can be used for sepration and purity of naproxen.
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13 Chiralpak AD - H
Tab 1 Result of the content of inspect

the purity of naproxen

(Lot NO) (‘purity of naproxen) /ee%
090501 99.5
090502 99.5
090503 99.7 0
5 -
5.1 $ °
Chiralcel OD - - 2e
(97:3:1 V/V)
Chiralcel OD (150 mm x 4.6 mm Daicel)
Chiralpak
AD -H
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S / 70:30.
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Tab 2 The effect of isopropyl alcohol content on enantiomeric separation
(isopropyl alcohol) /% f /i tro/min (a) (R)
60 9.742 10. 893 111 2.81
65 9.833 10. 959 1.12 3.01
70 9.955 11.290 1.13 3.33
75 9.784 11. 040 1.13 3.13
80 9. 996 11.035 1.13 3.02
5.3
- (30:70)
3. 3

0.5 mL * min~'s
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Tab 3 The effect of flow rate on enantiomeric separation
( flow rate ) tpy /min tpo /min (N)
- (o) (R)
/ mL ¢ min
0.4 12.212 13.710 1.13 12699 3.35
0.5 9.955 11.290 1.13 11687 3.33
0.6 8.116 9.103 1.12 10540 2.93
5.4 20 ~35°C
o 4, 4
Van“t Hoff o
Van’t Hoff
11
o 20 C o
4
Tab 4 The effect of column temperature on enantiomeric separation
C tg; /min tg, /min () (R)
20 9.955 11.290 1.13 3.33
25 9.519 10.516 1. 10 2.71
30 9.304 10. 147 1. 09 2.40
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