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Determination of 8 Residual Organic Solvents in Almotriptan Raw Material by Capillary GC

FENG Guang-ling"*, DING Wen-juan’, FENG Ai-guo®’, MA Xin-cheng'*, LI Dan"*(1.Shandong Institute of Phar-
maceutical Industry, Jinan 250101, China; 2.Shandong Provincial Key Laboratory of Chemical Drug, Jinan
250101, China;3.Shandong Linyi Botanical Garden, Shandong Linyi 276037, China)

ABSTRACT OBJECTIVE: To establish the method for the determination of 8 residual organic solvents including ethanol, aceto-
nitrile, dichlormethane, n-hexane, acetic ether, tetrahydrofuran, isopropanol and methylbenzene in almotriptan raw material.
METHODS: Capillary GC was used. The determination was performed on Agilent DB-5 capillary column, by temperature program-
ming; the flame ionization detector was used with temperature of 250 °C. High-purity N, was used as carrier gas, and injector tem-
perature was 200 °C; in headspace sampling, equilibrium condition was 100 °C and 30 min. RESULTS: There was good linear rela-
tionship between the concentrations of 8 organic solvents and absorption area value (r were 0.999 6-0.999 9) with average recovery
of 99.8%-100.8% (RSD were 0.87%- 2.11% , n=3). The limits of quantification were 0.09-0.54 ng, and that of detection were
0.03-0.18 ng. Only isopropanol was detected in 3 batches of samples. CONCLUSIONS: Established method is simple and can be
used for the quality control of 8 organic solvents in almotriptan raw material.

KEYWORDS Almotriptan raw material; Organic solvents; Residual; Capillary GC
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Fig 1 Capillary GC chromatograms
A. reference solution; B. test solution; 1. ethanol; 2. acetonitrile; 3. di-
chlormethane; 4. n-hexane; 5. acetic ether; 6. tetrahydrofuran; 7. isopro-
panol; 8. methylbenzene; 9. DMF
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Tab 1 Linear relationship of organic solvents

bl LR, pg/ml KR r

I 248.9~750.8 A=1.246 3¢-97.65 0.999 8
I 15.06~45.18 A4=3.893 7¢-11.20 0.999 7
R 29.03~91.02 4=0.262 8¢-0.47 0.999 6
Fok: 12.66~37.97 A=18.934 0¢-27.73 0.999 9
LR 250.2~750.9 A=2.319 8¢-128.8 0.999 7
e 13.53~40.59 A=4.622 2¢—4.69 0.999 8
SRR 251.2~750.90 A4=0.489 5¢+0.81 0.999 8
GiP'S 44.19~134.25 A4=0.889 6¢-1.09 0.999 9
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Content Determination of Diastereoisomer of 1,2-cyclohexanedimethanol by HPLC

GUO Wen-min', LI Qing-juan', ZHANG Qi', CHEN Su-rui', XING Hao’[1.CSPC Zhonggi Pharmaceutical Tech-
nology (Shijiazhuang) Co., Ltd., Shijiazhuang 050035, China;2.Shijiazhuang Vocational Technology Institute,
Shijiazhuang 050081, China]

ABSTRACT OBIJECTIVE: To establish the method for the content determination of diastereoisomer of 1, 2-cyclohexanedimetha-
nol which is the key starting material to synthesis lurasidone hydrochloride by HPLC. METHODS: HPLC method was adopted. The
determination was performed on Agilent Rx C; column with mobile phase consisted of 0.01 mol/L ammonium formate buffer solu-
tion (pH 3.0)-methanol (70:30) at the flow rate of 1.0 ml/min. Differential refractive index detector was adopted with the tempera-
ture of 35 °C.The column temperature was set at 35 °C, and external method was used. RESULTS: The resolution of cyclohex-
anedimethanol and diastereoisomer was greater than 2.0. The linear range of them were 0.01-10.0 mg/ml and 10.0-200.0 pg/ml (r=
0.999 9); average recovery of diastereoisomer was greater than 99.29% (RSD=0.66% , n=3), and the detection limit was 10 ng.
CONCLUSIONS: The method is proved to be simple, rapid and suitable for the content control of diastereoisomer in lurasidone hy-
drochloride.

KEYWORDS 1,2-cyclohexanedimethanol; Diasterecoisomer; HPLC; Differential refractive index detector; Content determination

0 R - 137 P4 1 ( Lurasidone hydrochloride , & & 44 4 Latu-
da) J2 55 2 ARPURE i 43 BLAE BT 25 , T 20104 10 ] 28 H i 3 [
FDAHEHE 17, T BN RS #20 BUAE . HAE g —Fh A 3L

EAEHMPUE M 2EIRIT 2", RRE T2 B D. %
& 5-F2 e (5-HT)7 324Kk 5-HTla 52 & . 5-HT2a 244K  a2¢-'&F
R 2 A AT B T R I 22 sh AR A1 38 AT AT R

YOSOSOSOSOSOSOOS SOOI OO0 OO OO OSSOSO OO O OO OO0 00O SO0 0 SOS 0O SO SO0 0SS 0000000000000 0O 000

Xof T0 25 R A e AR 5 , 4485 % A& B i B TR) 7 30 miim J7
TR AR AN PR 00 PR B 7 100 °COP-FiT il B 2544 T
7 30 min A T2 RS
3.3 BIEARE NI E R EE

CFE O A e IE OB SR O TR WA R SN
T 14 3 P38 R (39~83 °C) , 25 ¥ 43 Ik AT 1R 35,45,
55 CHFA AT, 459416 35 CH 2\ 205 . & H be L2 b
LR LT VY W R TR B 53 S 40, 45 °CRI 55 CRsf H I ik
P B RS . BGESE 35 CHE NP , P-4 5 min, £ 8 FIA
sS4 HIESE , BT 2 200 °C, fd DMF Hi
34 HNRE

24 it TP A BILIE T B B RS AR 7 T AN 5, AR SO
AP AL T BR AR SCARTEER K 2010 4 AR CHR 1 25 )P

SR Y TR, B L. BFEOT ) B2 0F & . LS 0311-

67808931, E-mail: gwenmin@mail.ecspc.com

TEZG 20144755 25 45 5 1]

R, 2 By sl H FURL 25 h B L O L S b E G
PR DIE R RN S ORI R 05% |
0.041% .0.06% .0.029% .0.5% .0.072% .0.5% #110.089% .
L5 TR A ST W TR RS IR
PR A I B 45 SR S5 143, A5 R, RE VIR L S by 0 L B
LRI R B I B M S b I CbE LR TR
DU KR | S A B R, DT ) 24 o B o L DRAIE e 4 24
S 3Tk
[1] ZEREAR Bulwkdm 25 B 2L il 3 ; almotriptan[J]. B 5h & 25 &
A2 A A A 9 HE,2002,23(1) 1 55.
[2] HERAGMELT L P EAREFE S Z3R[S].2010 4
JACTT : L B 25 R Rk L 2010 - B 5% 61-63.
[3] JEEE. 25 iz Med B PR K&K 234 (ICH) [M].
Abmt: AR TA: A, 2000: 82-89.
(ki H 1. 2013-04-09 &[] H 1. 2013-05-10)

China Pharmacy 2014 Vol. 25 No.5 - 455 -



