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Development of Benzathine Cloxacillin as National Reference
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Abstract; To develop the first batch of national reference of benzathine cloxacillin. The key items in the quality
standard were inspected. Infrared spectrophotometry and HPLC was applied to identify raw materials. HPLC was
applied to determine the content. The IR spectrum was consistent with the USP traceable reference. The content
of cloxacillin and dibenzylethylenediamine was 92.1% . The first batch of national reference of benzathine

cloxacillin established in this study can be used for the identification of benzathine cloxacillin and its preparations.

Key words: benzathine cloxacillin; national reference; HPLC; identification

%ﬂéléﬁﬁ7ﬁ4<jb¥4\ﬁ}i$%?%%,ﬂﬁ¢@§ﬂﬁﬁi%?%ﬁﬁ
F XL 2] 4 B (0 R A BR A AT AR iR 1 R AR L
ﬁ&ﬂziﬁﬁ%ﬁ%ﬁ:mﬁ%ﬁ%ﬁ@%ﬂ%ﬁi@%li_
ARG R M PO O SR P AR ) R R L
Jilehy | L3R 3 B N R S PR L B T AR, 7R
B B TR ORGSR 5 R A EL
HIFLE g 2 6 R G T b L G e A T B

PEE B W 0 AFHUE R AR AR,
BIEE: HFE, E - mail ;2574090606@ qq. com

TEPERLST, 28 [ 5885 24 77 ol bt 1 SO 5 28080 A ) &R
45 A R E 2 A PR Al B TR A S
A7 S P AR FL 5 T AR AE T b A 16 K
CH 2 ) 2015 AF IR — I TR AR SR PG AR
5 R E M AT T AR

(P EE 25 H) 2015 AFR—E R B SR P ARTT
SRR D BB B A A T A SR P RO R



R 2G5 2019 527 HEE 53 B T

Chinese Journal of Veterinary Drug

- 19 .

TURHE 2 e ke R R S T 1) R G P A
XTRESH = AR HEY BT, H ET M PR R R L
TR I AT R v R 2 R 5 e
FRRT B T2 D S 31 BT 11479 G e P MG R
A USP A {07, {F ] 156 BE S A0 A% B 5 ) S ] 14
oo BRIt DU A B G P BAOGS BRSL  H R B
SR PG AR B A 0 (R 2T 1 S 0 5 2 Al
R R G P A R 350 7 e o LA E R

1 UFE5KG

1.1 B Waters 2695 =80 AH (435X ( Empow-
er 3 {03 T/E¥Y) ; Waters 996 - #% 45 ¥4 %) 6 1 2%
(PDA) , Mettler Toledo XS205 H, 43 # K (K5 B
0.01mg) ; Nicolet FT — 550 {# 7. - 21 40 56 i1
Metrohm 701 KF Titrino 5 [ 7K ﬁj\{w%{)‘(, HANNA
Instruments HI9017 B2 1,

1.2 7y WEEWRTEARERE 2 i B B A
B AT BR S 7 A2 77, 3645201709001 ; 5 75 At
MRS (4165 . 130423 - 200903, & £ 91.0% ) . 7%
I 2 TR R (HE 4 130638 - 201301, F H

it
99. 5% ) FI0 [ H 1 B A 2 R SE I B 5 R R

MRV AR USP X B8 5L AIE5 . GIM102 5 £ B hy f6 3% 4
IR RBAEK ; B R — EUE  BE R — AU AR AN
BERR YR 3BT 48

2 FAEEHER

2.1 wAEKER R2.6.152.6.2 T FAIERL
WAR LTS AR 1, 43 BB 30T (4 A3 it V5 Y 5 %) R
A MR AR R AR G IR 25 A T U 0
Xof BRI IS T U O R I TR A — 3, SR AL R R
B3, ARIE 1 ~ Bl 4, 7E P AR 5 e
TR B g v R G P R SR e 5 e Y
ROGT B i VA S W O R I ) — 30, HLSR S A N T
2l BE, O B — W) T, 7F 200 ~ 400 nm A% K
TR N, 38 52413 IR VT E £ B2 /I T IS FE B 1A
ALHE AR s 7F RS 4 R S i e R
EORERTE L S Nty 7 NIy S e ot R e -
JYEXoF PR T VAR S U R R N ] — 3, HLA R AR BN T
2l BE, N B — W) T, 7F 200 ~ 400 nm 9% 1
TR PN, 3 SR AT PRI VG A /N T UG B A
ALHE AR TR 5

17.847
200.00 ELP/N
220.00  240.00  260.00 280.00  300.00 320.00 340.00 360.00  380.00
17.85
\\\\
0.06 T
0.041 g
= |
0.021 /ﬂ
I
0 L; /1\
—_ T T T T T
0 2.00 4.00 6.00 8.00 10.00  12.00 1400 1600  18.00  20.00
FERAFR SUFE Aot P -1 e
PDAGS %
(R FA M R] | 43 1| 4l 1 | PDADCECL | PDADGEL 1 [ PDADCEDL
G¥shy | Al | WAL | kg fialis i
17.847] 0.072| 0.266 | S PEAK 0.000 1.058

E1

ST R At e HE

Fig1 The HPLC spectrum of cloxacillin reference
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Fig 2 The HPLC spectrum of cloxacillin in benzathine cloxacillin raw material
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Fig 3 The HPLC spectrum of dibenzylethylenediamine reference
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Fig4 The HPLC spectrum of dibenzylethylenediamine in benzathine cloxacillin raw material
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Fig 5 The IR spectrum of benzathine cloxacillin USP reference
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Fig 6 The IR spectrum of benzathine cloxacillin raw material
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Tab 1 The content homogeneity results of cloxacillin

R 5 E/ % FHIE R/ % RSD/ %
1 69.48 69.58

2 69.65 69.19

3 69.64 69.54

4 69.86 69.80

5 68.72 69.53 .67 0.4%
6 69.96 70.08

7 69.66 69.83

8 69.81 69.77

9 70.10  69.59

10 69.94 69.59
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Tab 2 Result of one — way analysis of variance for

content homogeneity
f, f, SS, MS, ss, MS, F

9 10 1.186 0.132 0.659 0.066 2.00
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Tab 3 The content determination results of cloxacillin
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Tab 4 The content determination results of

dibenzylethylenediamine
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