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B E B ZIMNIPFERFTLRALETHIM ARG T &, Fik: kA SARMEE X, &M A Kromasil Cy, 3484 F
£2-0.02 mol/L &% (JA = T Heif ¥ pH £ 7.5)(70:30, V/V) , ik 4 1.0 ml/min, #40 5% K % 258 nm, #4224 20 pl, A28 4 40 °C,
R OR ek Je R A(BROR B ) Ao 22 R B(4-C SR ) 69 40 i 23R B &M T8 B 39 25 0.05~0.25 pg/ml(r 451 25 0.999 6.0.999 7.,
0.999 5) ; ¥t FR2 % % 8.2.7.5.8.4 ng/ml, & B M5 A 27.1.24.7.27.8 ng/ml; #55 & . & £ X589 RSD<<1% ; 4 it B Amkf =ik
%4 95.13%~101.29% ,RSD=1.89% (n=9) ; 3 B P A B L MAFRLRAB, Lk . ZH5 = EH ZHES . TLMHF,TH
TR v o 25 A X e,

KEIE SRURMEE R BT R AR

Determination of Related Substances of Bifonazole Raw Material by HPLC
HAN Chunhui,QIU Yilan,LUAN Shuang, GENG Xin(Dalian Institute for Drug Control, Liaoning Dalian 116021,
China)

ABSTRACT OBIJECTIVE: To establish a method for the determination of related substances in bifonazole raw material. METH-
ODS: HPLC method was performed on the column of Kromasil Cis with mobile phase of methanol-0.02 mol/L phosphoric acid (ad-
justed pH to 7.5 with triethylamine) (70:30, V/V) at a flow rate of 1.0 ml/min, detection wavelength was 258 nm, volume injection
was 20 pl, and the column temperature was 40 °C. RESULTS: The linear range was 0.05-0.25 pg/ml for bifonazole (+=0.999 6),
0.05-0.25 pg/ml for impurity A (bifonol) (#=0.999 7) and 0.05-0.25 pg/ml for impurity B (4-C isomer) (+=0.999 5) ; the detec-
tion limits were 8.2 ng/ml, 7.5 ng/ml and 8.4 ng/ml, and the quantification limits were 27.1 ng/ml, 24.7 ng/ml and 27.8 ng/ml, re-
spectively; RSDs of precision and reproducibility tests were lower than 1% ; recovery of impurity B was 95.13%-101.29% (RSD=
1.89% ,n=9) ; both impurity A and impurity B were were detected in the 3 batches of samples. CONCLUSIONS: The method is
accurate, sensitive and reproducible, and can be used for the determination of the related substances in bifonazole raw material.
KEYWORDS HPLC; Bifonazole raw material; Related substances
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Fig1l HPLC chromatograms

A.system suitability solution; B.test sample solution; l.impurity A;2.im-
purity B;3.bifonazole
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Tab 1 Regression equations and linear range

44 (Bl r SHEI, pg/ml
TR y=458 740841~ 14.528 162 09996 0.05~0.25
JEf A y=271220.14v—12.547 847 09997 0.05~0.25
JIB =753 845 36r+10.248 644 0999 5 0.05~0.25

2,47 30 B AR 5T 2 ok B o B VA TGS i R B A R
BRI RE, S E M L Ry 3 B IR 2= T A 2% 5T B A PR
539914 8.2.7.5..8.4 ng/ml; M FME A 10 B, BR80T A
AR5 B E we BR300 27.1.,24.7 .27.8 ng/ml.

2.6 BEERRE

A3 H2.2.37 TR IR % 5T A Z%)5 B (0.2 pg/ml)
Xof B VAT A, 0 N 2.1 I T A S L ERE 6 1R,
TSR UETRIAR . S5 5L BRORCME 40T A 4% B I 1 FH Y RSD
3N 0.1% .0.4% 0.2% (n=06) , F LSRG %1 RLIT.

2.7 FEMRAIE

B2.2.17 350 AR5 TR (IS - BXNONGF )i i, -1 74
fE12 43, a6 T2 FAE 0.4.8.16.24 h B JEFEM
A (abd AT AP E S 15 S S U/ S W [ 1 s 3 T TR AL
RSD 354 0.4% \3.5% .5.9% (n=5) . F4M6 3+ 3 000 Ix IE
JETOEE0.4.8.16.24 hBFHEFEI ", o SRIETRIFY . A5, Bk
AT AR5 AL A% 5 B I T ALY RSD 40 R 0.3% \4.2% |
5.3% (n=5) . UiWIHLIK SR IR TE 2 G T 24h AR
FEME R
28 EEMIRE

IR i (Fit5 : BXNONGF ) i it , P AT#AE 6 1y, 76 42.2.17
TR 5 0 A (A TR T, B 2. 1T (i AR R 22
TSR TR 25 AR 2T A 2% 5 B U 1HT B RSD
53910.2% 0.4% .0.3% (n="6) , FRWIA Jy L E L PERGT
29 TMmAMkEERE

SR FH 6 Tl AN [F] i it 5 7805 ) € 33 A 2 HGH A e ol
LR, 255, 26 Kromasil Cs(150 mmx4.6 mm,5 um) .
Waters SymmetryShield RP18(150 mmx4.6 mm, 5 um) , Agilent
ZORBAX Eclipse XDB-Cs(150 mmx4.6 mm, 5 um) , Tigerkin
ODS3 (150 mm x 4.6 mm, 5 um) . Supelco Discovery Cs (150
mmx4.6 mm, 5 pm) , Thermo Hypersil GOLD-ODS2 (250 mmx
4.6 mm, 5 pwm) 6 FAS[R] fb L5 785 (9 €6 A e 34 T 5 Y, 25
B SHCHE IR K3 8 14 > 2.0, I H 245 A 5245 B AN T-BE

hEZHE 016 F5E 0T 128



R WA 1 A X B B ] AR AR /N, 2R B 0 1 S5 3 S
LI

ARG LA TS R S AR AL AR FL ) pH AT T A
T S5 o 5 25 SRS . 45 SRR, 7 pH 8.7~6.8 AR
35~45 C il K 256 ~260 nm i shAH L) (72: 28, V7)) ~
(68:32, V/V) It 0.9~1.1 ml/min yEFEI N, 2250 A 5445 B 19
AT OR B S IRIRRUE | 2% 00 B S IR W (19 43 25 B 3 A5 6 R,
T2 0T 5 IR M AR 1 (03 R G IR B AT W R e , 2
BTSSR R INAS T B PR B R 58 M 50N, (3% 2R St FH 4
[SY/T8
2.10  Z:fR B e O ZRiK I

3 SR 8 R IR R e JORE 24 R i (it : BXNONGF) 9
1y, B3 20 mg, B F 100 ml S, K5 BG4 19445 B %
B IE 4598 (10 pg/ml) 1.6.2.0,2.4 ml, A 1A 3 o e
BN 2.1 T G SRR AR e 3
Jo R T IR DR, S5 SR R 2,

F2 ZFEFEBMAERKZERIEER (n=9)
Tab 2 Results of recovery test of impurity B(n=9)

B pg  MAR,pg W pg  IREICE % FHIIERICR, % RSD,%
02143 0.1617 03577 9.3

02138 0.1617 03624 9631

02154 0.1617 03655 9692

02177 02021 04125 98.26

02201 02021 04117 9751 98.10 189
02178 02021 04253 101.29

02189 02426 04569 99.00

02165 02426 04512 98.28

02158 02426 04583 99.98
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Tab 3 Results of related substances in samples(n=3, %)

B KA D SRR RIAR R
BXNON4N 0.11 0.10 0.07 03
BXNON6F 0.10 0.07 0.06 0.2
BXNON6W 0.10 0.10 0.04 0.2
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