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Study on testing for bacterial endotoxin in oxaliplatin

ZHANG De bo' ,PU Xu'fli:ng1 ,YANG Kui2(1 . Chengdu Institute for Drug Control, Chengdu 610021 , China ;2. Chengdu
University of Traditional Chinese Medicine , chengdu 610021 , China)

ABSTRACT :OBJECTIVE ~ To establish a method of examining bacterial endotoxin for oxaliplatin injection and oxaliplatin for
injection . METHOD  According to bacteria endotoxin test-and eliminated interfere factors approved by Chinese Pharmacopoeia 2000 .
RESULTS The most suitable limit of bacterial endotoxin in preparations for injection of oxaliplatin was 1 EU* mL™ ' Tt was proved
that the maximum noninterference concentration was 0.5mg* mL™' and the best testing concentration was no more than 0.25mg®
mL~' .CONCLUSION This method for bacterial endotoxin is accurate and reliable and can replace the pyrogen test .

KEY WORDS :oxaliplatin injection ; oxaliplatin for injection ; bacterial endotoxins test ; interference test
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2000 XI E 1.3 ( )
XIX F :180EU/ 10/, 12002-3;
2000 100EU/ 10/, 12002-12,
, 1.4
1 s :100mL, 0.1g
1.1 5.1g, :020511 ,020512,020513,
(M0.25EU/ mL, :10x 0.1 mL/ , :50mg, 120030601 ,
10203251 ,0306021 ; (MO.5EU/ mL, 110 x 20030801 ,20030802 ,
0.1mL/ : 0208092, 0306021 ; (M O. 1.5
125EU/ mL, :10x 0.1 mL/ 10306182 ; ( )
s 250 °C lh
(M0.25EU/ mL, 10 x 0.1 mL/ 2
120020731 ,20030402 ; (MO0.5EU/ mL, 2.1
10x0.1mL/ 120021030 ,20031224, 0.1mL s
) 4,
1.2 2.0A,1 .0A,0.5),0.25) s
:10x2mL/ 0111200, <0.01 37~387C 60 min
EU/ mL; 10 x 5mL/ 0210090 ; 110 x 5mL/ 2 s A= antilg
, 0311050, <0.015EU/ mL, (-2X/ 4) , 1.
1
Tab 1 Sensitivity verification of TAL
TAL ( EUsmL™ ")
Lot. No Sensitivity( EU* mL"") 21 A 0.5)1 0.251 NC ( EUsmL™")
20021030 0.5 +HHt + + o+ + o+ A \-» . 0.5
0208092 0.5 + o+ - 0.5
0203251 025 + + + + + + + + - - - - - - 0.25
20020731 0.25 o+ o+ .- 0.5
0306182 0.125 + + + + + + + + [ - 0.125
0306111 0.25 + + + + + Bt + - - - - 0.25
0306021 0.5 ot et S - 0.5
20031224 0.5 + ++ + + + + + - - - - - - 0.5
20030402 0.25 ++ + -+ + + + + - - - - 0.25
() (=)
Note :( +) gel formed and without change when inversion, ( - ) gel was not formed or gel formed but changed when inversion
1 : 0.5A~ 2.3
2.0\ s s (020512 20030801 ) s
2.2 (L) 1,0.5,0.25,0.125,0.0625 mg/
: R 130 mg/ mL , ,
m?( 250 ~500mL 5% 2, 4
) 3od 1. 2-6h. 2.01,0.25) 37 ~38°C
> 60 min . >
160kg 1.
73m*, 130mg/ m*> x 1.73m” = 5 OA
225mg. 0.25) ,
- 222 .g:lfgl(;k.gtth ~2-66EU mg I'mg/ mL
s 1EU/ mg. 2.4
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1,0.5mg/ mL . 37~38°C 60 min ,
TAL, , 4 Es = antilg( X X/ 4) ,Et = antilg( X X/ 4) Es
2.0,1.0,0.5,0.25) . Et. 2, 3.
s BET TAL
2 (D
Tab 2 Results of inhibition or enhance ment test for products( [ )
( EUsmL™")
TAL( N
Lot No. (mg/ mL) 0\ 1.0A 0.5)1 0.251 (EU-mL™")
0208092 BET ++++ A+ - - - - 0.5
0.5 EU-mL""' 020511 1 e B 1.0
020512 1 R S .- - - - 1.0
020513 1 ++++ - - - - .- - - - 1.0
20021030 BET e - 1.0
0.5EU*mL"! 020511 1 - >1.0
020512 1 - - - - - - - - - - - - N v - >1.0
020513 1 - - - - - - - - - - - - - >1.0
0306021 BET +4+++ - - o 0.5
0.5 EUsmL"' 20030601 1 + 4+ + e . ERAEER B - 0.84
20030801 1 +4+++ Lo -Ta - -H-" -8B A 1.0
20030802 1 +++: 029 B 1SR - - i 1.0
20031224 BET - B e T e - 0.5
0.5 EUsmL"' 20030601 1 SR Y A VN A ) 1.0 .
20030801 1 + 4+ + (3= - »_ _ . - 1.0
20030802 1 FAE A oh o Lol i 1.0
(+) ()
Note :( +) gel formed and without change when inversion, ( - ) gel was not formed or gel formed but changed when inyersion
2 (1) , 0208092 ( ) +(2) ,Es \Et
Es=0.5 EU/mL, Et=1.0 EU/ mL, Et 0.5A~2 .0\ Et / Es 0.5~2.0 s
/Es=2.0, ( 1 mg/mL (
) . 20021030 Es=1.0EU/ mL, ).
Et >1 .0EU/ mL, I'mg/ mL
3 (1D)
Tab 3 Results of inhibition or enhance ment test for products(1l)
( EUsmL™")
TAL( M
Lot No. ( mg/ mL) 2.0A 1.0A 0.5\ 0.25\ (EUsmL" ")
0208092 BET ++++ ++++ - - - R 0.5
0.SEU" mL"' 020511 0.5 e N 0.5
020512 0.5 ++++ A+ - - - - - 0.5
020513 0.5 ++++ +++ 4+ - - - - R 0.5
20021030 BET ++++ ++++ - - - R 0.5
0.5 EUsmL"' 020511 0.5 R T e S T T - 0.5
020512 0.5 ++++ +++ 4+ - - - - R 0.5
020513 0.5 ++++ ++++ - - - - .- - - - 0.5
0306021 BET + + + + + 4+ + + - - - - - 0.5
0.5SEUmL"! 20030601 0.5 T S S T T T - 0.5
20030801 0.5 ++++ +++ 4+ - - - - R 0.5
20030802 0.5 ++++ ++++ - - - - .- - - - 0.5
20031224 BET - + + + + + 4+ + + - - - - - 0.5
0.5 EU-mL"' 20030601 0.5 T S S T T T - 0.5
20030801 0.5 + 4+ ++++ - - - - .- - - - 0.5
20030802 0.5 ++++ ++++ - - - - .- - - - 0.5
(+) (=)
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Note :( +) gel formed and without change when inversion, ( - ) gel was not formed or gel formed but changed when inversion

3 : 25mg/ mL S )
Es=0.5 EU/mL, Et=0.5 EU/mL, Et/Es ( 2000 XI E), 250ng
0.5~2.0 s 0.5mg/ mL 0.25EU.
4
3 S 0.25mg/ mL,
. 0.25 EU/ mL , “37
0.5mg/ mL, 0. . 4,

4

Tab4 Results of bacterial endotoxins test for products

TAL Lot No. PPC PC NC
(mg/ mL)

0203251 020511 0.25 - - + + -

0.25EU*mL"! 020512 0.25 ¥ - 4 + -
020513 0.25 =Y + + N

0306111 20030601 0.25 4 + + -

0.25EU*mL"' 20030801 0.25 - e + _
20030802 0.25 g - + + N

(1) (=)

Note :( +) gel formed and without change when inversion, ( - ) gel was not formed or gel formed but changed when inversion

5

5.1 (1) 5.4 2500
2 . 0.25EU.
5.2 , Es, Et ,
0.5A~2.0) s Et/ Es 0.5~2.0 s 5.5
s Et 35
/Es =1 s 1mL
Smg N lkg 1mL,
5.3 0.5mg/ mL
0.25mg/ mL(250pg/ mL) [1] . [J1.
(1) .2000 ,(1) :52.
\ 0.5\~ (2] . [71.
2.0\ ,2002 ,(2) :138.
TAL [31] . [71.
5 () ,2001 ,(1) : 28
[4]
’ [I17. 12001 ,36(6) :403 .
[5]
- (3) [J]. ,2003 ,20(2) :151 .
’ [6] . [11.
.2003 ,(4) :5.
, :2003-07-08
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