Y@ RP RS oy

Journal of China Pharmaceutical University 2018,49(1):93 -96 93

TMESHBIEENE selexipag F 6 AN AT R E S

EWW,THMA, EEEZF 8RR &
CRLARHER A2 025 TR B AR 050018)

i E AIMTAMEHEE, MNE selexipag F T LB AE, A Tl WAk T RGEAE 2, A LA 246048
RIGRIE, &iEAEA Kromat PC-624(V) (30.0 m x0.32 mm,1. 8 um) £4aEAx, R AR S A BEX 442 40 C, 4
5 min, ¥A 20 °C/min F £ 180 C , 44 5 min; £ K )% & F 1Lt B (FID) , 3t 4 28 E 4 200 °C 40 2205 2 4 250 C, 5%
k2001, EREEFHT 0 HERBENHYZAT B FOREREZRIFEMEXA(r=0.9982~1.000) ;45 % & . €4
MBI 2 R AT R, R 28 204 T3 S R A 96.67% ~101.7% 2 18], ZAARE LRI H L, A B R
JE &, 7T T A selexipag RAT 2 W 5% 8 &9 A ALiE A
KEEH  selexipag; T E AAA G35 55 B IEH
hE 43S RI17 NEIRERE A NEHS 1000 —5048(2018)01 —0093 — 04

doi;10. 11665/]. issn. 1000 —5048.20180113

SIAAX Fmm,ESM, kM, 5. MEAAEEEN T selexipag ¥ 6 A AIIEA K G F[T]. + B 254K 5 FIR,2018,49(1) .93
-96.

Cite this article as: LI Lili, WANG Hongpeng, TIAN Haiwei, et al. Determination of 6 residual solvents in selexipag by headspace gas chromatogra-
phy[J]. J China Pharm Univ,2018,49(1) :93 - 96.

Determination of 6 residual solvents in selexipag by headspace gas chroma-
tography

LI Lili, WANG Hongpeng, TTAN Haiwei, LI Jin, GAO Shuangshuang, HA Jing "

School of Chemical and Pharmaceutical Engineering, Hebei University of Science and Technology, Shijiazhuang 050018, China

Abstract A headspace gas chromatography method was developed for the determination of six residual solvents
including methanol, ethanol, acetone, dichloromethane, tetrahydrofuran and toluene residues in selexipag to
provide the experimental basis for its quality control. The samples were separated on Kromat PC-624( V) silica
capillary column (30.0 m x 0.32 mm, 1.8 pum) using temperature programming. The column temperature was
kept at 40 °C for 5 min initially, and then raised to 180 °C at the rate of 20 °C /min and subsequently sustained
for 5 min. FID detector temperature was 250 °C and injection temperature was 200 °C. The split ratio was 20 : 1

The six residual solvents are separated completely under the given chromatographic conditions with a good linearity
(r=0.998 2-1. 000) ; the results of precision, repeatability and stability experiments met the requirement, and the
mean recoveries of all solvents were in the range of 96. 67% -101. 7%. The analytical method is simple, accurate

and sensitive, and it can be used for the determination of residual solvents in selexipag.
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Figure 1 Chemical structure of selexipag
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Figure 2 HPLC of blank solution( A) ,mixed solvent( B) and selexipag test solution( C)
1 :Methanol ;2 ; Ethanol ;3 ; Acetone ;4 ; Dichloromethane ;5 : Tetrahydrofuran ;6 ; Toluene ; 7 : Dimethy-Isulfoxide

Table 1 Results of linearity test for the mixed solvent

Solvent Linear equation r Linear range/ ( ug/mL)
Methanol Y=2.074 X +0.041 2 1. 000 32.07-320. 1
Ethanol Y=2.599 X -0.065 6 1. 000 50. 10-501. 0
Acetone Y=16.98 X -36. 16 1. 000 51.64-516.4
Dichloromethane Y=0.3131 X-0.561 6 0.998 2 6. 080-60. 76
Tetrahydrofuran Y=21.62 X-32.76 0.999 1 7.590-75. 88
Toluene Y=14.31 X -28.58 0.998 6 10. 76-107. 6
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Table 2 Recovery of six residual solvents of selexipag(n =9)

Solvent Average recovery/ % RSD/ %
Methanol 99. 67 2.49
Ethanol 98.72 3.24
Acetone 101. 67 2.49
Dichloromethane 98. 64 1.36
Tetrahydrofuran 97. 84 1.46
Toluene 98.57 1. 64
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