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Determination of 8 Residual Organic Solvents in Candesartan Cilexetil Raw Material by Capillary GC
FENG Guang-ling"*, DING Wen-juan’, YI Xing-lu"’, FENG Ai-guo’(1.Shandong Institute of Pharmaceutical In-
dustry, Jinan 250101, China;2.Shandong Provincial Key Laboratory of Chemical Drug, Jinan 250101, China;3.
Shandong Linyi Botanical Garden, Shandong Linyi 276037, China)

ABSTRACT OBIJECTIVE:To establish the method for the determination of 8 kinds of residual organic solvents in candesartan ci-
lexetil, such as methanol, ethanol, acetonitrile, acetone, diethyl ether, dichloromethane, ethyl acetate and tetrahydrofuran. METH-
ODS: GC method was adopted. The determination was performed on Agilent HP-5 capillary column with (5% ) phenyl-(95% )
methylpolysiloxane as fixation fluid by temperature programming. The temperature of flame ionization detector was set at 250 C,
and high purity N, was used as carrier gas with headspace sampling. The heating temperature was 100 °C, and heating time was 30
min. RESULTS: The good linear range of 8 kinds of organic solvents had been obtained (+=0.999 6- 0.999 9) with average recov-
eries of 99.6%-100.3% (RSD=0.89%-1.98% , n=3). The limit of quantification were 0.09 ng, 0.15 ng, 0.12 ng, 0.3 ng, 0.6
ng, 0.18 ng, 0.45 ng and 0.21 ng. The detection limits were 0.03 ng, 0.05 ng, 0.04 ng, 0.1 ng, 0.2 ng, 0.06 ng, 0.15 ng and
0.07 ng, respectively. Only the acetone was detected. CONCLUSIONS: The established method is simple and precise, and it can
be used for the control of 8 kinds of residual organic solvents in candesartan cilexetil raw material.

KEYWORDS Candesartan cilexetil raw material; Capillary GC; Organic solvents; Content determination

X I8 8 S PR BRI AE | PRI AP BT T AR DN IR 5 Bkt O DA s
5B D5 S AT X 90 15 000 5 45 R BRI E b LA S WO 5.
St SRR IR RIS 3160 65 B A X RE 6T GPC AT et

L EETERLIET R I , (1] e T AR Hi L2 M. & A S
3.2 HPSEC-RID-MALLS ;%5 HPSEC-RID i%x 45 R b 4% % .2012(3): 12

FH 2 1 FNI3R 3 %) nT 1, R A HPSEC-RID-MALLS = o s
F9%5 15 . FiU HPSEC-RID ¥ e 5 Fluka SR gy L) FIACEUMEI G P RAR A E 2 5 = 3[S]. 20104

WSS (P2 Mo Mo B9 T2 BB . R AT PR AL AR DR L 2010 114
BRI G BRI T B e R, (9] REAMEA S REHAS]o R AR REZANE
B2\, BB 1 iJF  HPSEC-RID-MALLS J:30 2 )25 5 17 51%:,2011:2 521.
R RE A T Y LR [4] SCEZHMTZE 02 36 8 25 3 [S].2010 4E i A8 24 - d [ 2
3.3 HPSEC-RID-MALLS &3 $14%,2010:655-656.
HPSEC-RID-MALLS 3% AN 55 ZEXHE AT AR ) T A 7L 1 [5] 20, JuEa. s R HER (il 5 2 Moo bl Ok
FIBRAE , FLAT 52 1o 1 A R i A e, S5 B, ] S 3 PN TP T B TG ). 7 B 2 5 &
* W FAEZI0, S B2 AT . HLE :0531-81213291 %£,2009,44(2) : 140.
E-mail : jnfengguangling@163.com.cn (ks H91:2013-05-10 & [u] H 11:2013-07-04)

FREZG S 2014 4E55 25 445 9 1) China Pharmacy 2014 Vol. 25 No.9 - 845 -



b 7P I G (Candesartan cilexetil) 1 H 7% Takeda 2 & #F
TR VP ET 2 , v 7 S iE ”ﬁ%ﬁiﬁ*jﬁémﬁ@
Al A B G PEAE A Bt v B0 B v R — A 78
BRI R T Z R A AT F5H025"Y, feFe 5T ﬁﬁ?ﬂﬂﬁ: AT Z Ik,
T 1997 AE T IR AE S S _ T, I R _ PRI a3 RS0
GnEs e OB GO IR L0 5508 ) iiae B R SR
RIER A BT R R T R L O/ O TR | Lk
TP LR TR DU SRR S HLEE R AR T R
FRUERT A 582 R 24 AT HLI SR % 7 i (), 2 5 4 TR
2010 4 it HP 24 81 (355 ) 5% BA R0 e 14 S s ) >R
BMNE S A EGED T 8 Bl LA 7t ﬁTU”'JE%H?ALE,,u%%?
AR SCHEST 0 VR AR R TR R 2 8 8 L ] A RS il Y i v
T Skt 2 rh sk B8 1 8 BT ALV 7], ATT R 1% R Hb V0 SE g H’J?ﬁ‘l J
A bR IS LT EE AL TR A

Wb "iﬂﬁﬁﬁ1¢Aﬁi%Q£m 1,

g )-OCH N\)—OCHN
3 N
HO™ YO N\ A oo, N‘ N C(Ph), —' h N NH
LRI
i I @
SRR JILIIUI'I 15 2 H-2- £ 4 0L -3- '[2 -(1-= - . .
: PLLF AT el ) T A s i
T4 RIT R} -SH R4 -3 AR
OH
O' O/O\'ro\/ OTOH
" O
‘%‘I'ﬁ&&m“ o e X3 .
e SRR

]\{)—OCH
cl N Ny—ocr-r
N NH H,
Ao Cr Y o QO)LO)C\‘ iON ® g

lIl'ﬂﬂf\ﬂﬁ

Yol
1 R IBES & R BR LR

Fig 1 Synthesis route of candesartan cilexetil
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Fig2 GC chromatogram
A. reference solution; B.test solution; 1. methanol; 2. ethanol; 3. aceto-
nitrile; 4. acetone; 5. diethyl ether; 6. dichloromethane; 7. ethyl ace-
tate; 8. tetrahydrofuran; 9. DMF
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Tab 1 Linear relationship of 8 kinds of organic solvents

BHAR BT, pog/ml P B3
Cifid 150.9~450.1 A=1.186 7¢-28.67 0.999 6
i 250.1~750.2 A=1.221 8¢-98.11 0.999 8
g 15.01~45.05 A=3.852 4¢—10.99 0.999 7
i 250.3~750.4 A=13518¢+0.4754  0.999 8
Lt 250.0~750.1 A=1.3679¢-158.7 0.999 6
ZEH 29.01~91.06 A4=0.259 9¢-0.49 0.999 7
LRI 250.6~750.1 A=2.301 8¢—127.6 0.999 8
e 13.51~40.51 A=4.615 9¢c—4.71 0.999 9
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Tab 2 Results of recovery test( % ,n=3)
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I 99.9 100.1 100.2 100.1 131
L 99.5 99.7 99.6 99.6 0.99
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[l 100.3 100.0 100.2 100.2 1.15
Ll 99.9 100.1 100.0 100.0 1.05
THHRE 1004 100.0 100.2 100.2 1.05
R 1001 100.1 100.0 100.1 1.17
DU 99.8 100.0 100.3 100.0 1.98
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