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Determine the content of impurity chlorobenzoyltyramine in bezafibrate
with the correction factor for the substance and impuri being examined

WEI Jia - ling' ,LIN Chang - wei’

( 1. Guangdong Institute for Drug Control , Guangzhou 510180, China;2. Guangdong Jieyang Institute for Drug Control, Jieyang 522000, China)

Abstract Objective; To establish a method using the correction factor to determine the content of impurity chloro-
benzoyltyramine in bezafibrate. Method ; By validat the analytical method to ensure that the external standard meth-
od of HPLC method to determine the content of impurity chlorobenzoyltyramine in bezafibrate meets the require-
ments for the intended analytical applications. Than ,use the external standard method of HPLC method to determine
the relative retention time between chlorobenzoyltyramine and bezafibrate ;use the slope of linear equation to deter-
mine the Correction factor between chlorobenzoyltyramine and bezafibrate. At last,use the relative retention time to
sure the position of chlorobenzoyltyramine ;use the the correction factor to determine the content of impurity chloro-
benzoyltyramine in bezafibrate. Results : The relative retention time between chlorobenzoyltyramine and bezafibrate is
0. 90; the correction factor between chlorobenzoyltyramine and bezafibrate is 1. 2494, Conclusion ; The method using
the correction factor between substance being examined and impurity to determine the content of impurity chloro-
benzoyltyramine in bezafibrate is available.
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1 UFS5RH

B AR 8, 1% Y ; Shimadzu Class — VP 12SP1 |
Waters 2996 ; ¥ Fl “ R IEF IR M 88, @i,
NUCLEODUR C (250 mm x4. 6 mm,5 pm) ,Kroma-
sil Cj3(250 mm x4.6 mm,5 pm),

ABF9EH Shimadzu Class ~ VP 12SP1 &R A
fi%{% 5 NUCLEODUR C, &5+ ALER R4 15
B Waters 2996 B3R AA1%{Y 5 Kromasil C ;i
AL R 2,

FH, I #5h1EE Heumann Pharma GmbH 7= 5
(#5498 —03428,98 — (04254 ,98 — 04255) ; F &
B i h 78 E Heumann Pharma GmbH f= 5 ; ZfE @&
Tl BRBR N S0 A Al K i oK, BRE > 18.2 MQ,
2 BRFHSRGEATRE

WA A:1% BEERIEWL; Wish A B: Z0F - 1%
BEPERIFVK (90: 10) ; BAEEVERR , Wi BIAH A:B O min B
2 89: 11, LAZRE#E B , & 35 min ATy 0: 100, 2 37
min K& 2 89: 11, I (RFRI HL B 2 45 min; #EIR ;25
C ;KM 4 :230 nm, #FHEE 20 pL,

43 BB A B e R FHL I REXT BRI 2 4 10 mg,
MZAEEAZE 50 mL, BH 5 mL, MAFFZE 50 mL,
BRI nl, MZHEZE 20 mL, /£ 555 EREHE
BAIEAMUBRE L RAE 2, A RWE 1,

2
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Figl The chromatogram of resolution test obtained from system 1

1. ¥ 3EEEFL ( chlorobenzoyltyramine) 2. 3L I 4% ( bezafibrate)

Y075 S T i 5 L DL e 0 0 R 2%

RS R12.3 (U REFK2 H12.5, HinHEHRHEE
HEER R ER R 1 N 776063 LB RK 2 K
143378 ; 2K F1, D1 45 05 {48 R4 1 hy 624250, (U 48 &
%52 H 165548,
3 EEMRN

BEERME, MZBERHRA 1 pg - mL7 K%
W ATAIEAERRE 1 . RE 2, R RESIIR
W50 5E , 65 RIS AL RE1h 100%
4 LHXR EMRERBE.EEERFRE

43 HIKE B AR B R AR B AL DL XS B & 4
10 mg, INZ.BE 2 50 mL, W HEBEBUZEW S mL, NS
52 50 mL, 4 MR (20 pg - mL™") i H &
IRERMEIRR, I Z 1% , i L ok 8 43 531 2 0. 00,0. 20,
0.50,0.70,1.00,2.00,3.00,4.00 pg * mL™'
W REBR LR R A BB, W k8
A e A AR LA A8 VR E 6 T U 0 1 4R B i )
(tg) THE SRS B AR T 2540 DL AF B AR X (R B B ]
£t = tpgamm/ tnpsns, VB WRIREE (C) ki by,
ERL(A) P AAR, 53 50 e AR B B R L DR
S BEREIHER R, ISR BRI R L N R
M B RPRIT B SR BT T R RRLE
HF £, = (Agznn/ Cxxmn )/ (Agpnn/ Conng ) o
HRWNE1.FR2,

#£1 HMYRERBERUESSR
Tab 1 Determination results of the relative retention time

e E 32 Fokm EHNFF T RHi{E
( system) ( chlorobenzoyltyramine ) ( bezafibrate ) ( average)
1 21.10 23.43 0.90
0.90
2 16. 87 19.02 0.89

F2 RERTHEER

Tab 2 Determination results of the correction factor

HEFHLIN R

, W AR
e E 3 ¢ chlowbenzoyltyrﬂﬂﬁﬂe) ( bezafibrate )

KR R? BRUHE R?

1 A=TI37C +1628 099 A=A75C-80 0995 12537
1. 2494
2 A=T32C-71 099 A=@7I0C+280 0995 1249

fPE

( system) (average)

5 WEERR
HEBRAREXARXBHTHREN 1.0 pg -
mL " AW EAMEERG 1, EE M 6 K IE
EHRRE ST, 455 RSD% =0.5% (n=6),
6 OYERW
B4 B e T T (A5 T, In AR &R
R TWE R 1.0 pg - mL ™" HIE A, B A& UK
BEREZ99 1.0 g - mL™ B, VB Ll B W
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ML RRBITTFHREN 1.0 pg - mL ™ BB,
YEJo % BB IE WL, EAUSR R4 1, MR RRBERET
¥R K 101.5% (n=3) ,
7 mAKRR

BEEWET T A4t S E&,7£0,1,10,20 h
HEAGRRGE 1 M5 SR B A A FL DL AT
FIEBRRRIEM A RSD 2 1.4% (n=4) KL 0K
W TEARE RSD 4 0.6% (n=4),
8 MWNRRE

BRI R (20 pg - mL "), INZFE MR AR
WERBRR, EANS RS |, FEBREEBIRE R
0.02 pg * mL™'B,S8/N=3 #MEEH 0.4 ng,
9 HmilllE

BUA &, 2R, B 254 IUAF 500 pg -
mL " BV, VR S AR I U IR TR oK R R
THENR L0 pg - mL™" AW, VBN BRI,
EAMNGRRG 1, M2 mR, 5 5 LSMRE
IEEF(f=1.2494) B E 5 H B3 BT R K
B SB, BRIES,

R3 HRUBER(%)
Tab 3 Results of sample analysis

ARk

e Wk EET 848 &% HE
( the external
(Lot No. ) ( the method using correction factor)
standard method)
98 -03428 0. 0620 0. 0672
98 - 04254 0. 0131 0. 0140
98 - 04255 0. 0386 0. 0408
10 itig

10.1 D FHARERER, AERBEHEE LS
TFRABBERENNE, ARAERET, ARK
B RG, FABR SEILIF AR S, 8%
B e W 42 8 149 R 100% , 29 7R 3% Ho At 40 62 3 i
T, B il R A BT RS kS,

10.2 MM REEE R ENFRELRBR W5

B A X R BB T tpemm e~ & IE B F
SusmmannnTEARBEERE (L[ AR 1 5{EE
RG2) A REMM:, NI ATE I 8 FR B R
B H B
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B9 2005 AERES A EZG MR VD B (4) B, BIR
B EHE RS 8 xRk, ik HERME
Xt B8, 4= i I FR R 242 0E , B8 TS A1 SR 44 )
REAEAR R, 4% e T AR 2245 IE 0 9k LA S8 B 5
P RREXT 2 R R 2 . 50— R I O
B 2005 AERR AP E 2GS0 R VD 56 (2) 5, Bl SMw
W SRR R 2 R B REME TR E LS BB
B ZIRTE 7 ST B AR ERT A] DL& [T & 2 ot IR
i (H— B EH LT A E RS FEH )G
BRI IR M B R LR, T R &
FRUENT P A TR IRE R T B E . SRS
#2005 AR E AR VD £ (3) %, MR IE
HFH RS B 55 BBk, #0788 5L il e
0 2% R AR R e A 3 AR A AL DR B A X
BR B ) AR o R B R 7 2 i I P O AL B, W S
T e Jo A B AR F 32 R 4 2L I R R LE B
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