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Study on Testing for Bacterial Endotoxin in Etoposide Phosphate Injection

CHEN Wen-xing, XIE Ji-yuan, XU Xia-fei( Nanjing University of Chinese Medicine, Nanjing 210029, China)

ABSTRACT : OBJECTIVE To establish the method of assaying bacterial endotoxin in etoposide phosphate injection. METHODS
Bacterial endotoxin test procedure and guideline in Chinese Pharmacopoeia( 2005 edition) were used. RESULTS The test showed
that the interference elements could be excluded by diluting Etoposide Phosphate injection at a concentration of 0.42 mg * mL™", and
it is effective that endotoxin can be tested by tachypleus amebocyte lysate with accuracy of 0. 125 EU » mL™". The limited value of en-
dotoxin of etoposide phosphate injection was 0.3 EU * mg™'. CONCLUSION Bacterial endotoxin test could take place of rabbit
method for pyrogen to control the quantity of Etoposide Phosphate injection.

KEY WORDS: Etoposide Phosphate injection; bacterial endotoxin test; interference test
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P B FE A A T AR
1 K¥sfs

T B AK T IO, W VR ol 251 PR A W B L,
k5 :20040303 , 20040306, 20040309 . KK : 100mg/ 37 . MK
I P T 59 2 MV IER 0. 9% SUAL B A S VB0V A A B fa
., BARWR LR35 0.1 mg » mL ™", ASZES LLAR T 250ml 5%
FAHEE W HE, B 0.4 mg + mL™" s #IR A CRBUE 0. 125
EU « mL™', TR RO 2B AT BR A W)L #iE 50 051205, R
M 0. 125 EU » mL ™', VL IR AEMH R A A, ik 5
060219 ; 4114 P9 # K A& /K (5 mL/Amp, WH %5 & <
0.005 EU » mL™", #E VL1 HEE v A o) A7 B4 A, 4tk 5
060112) ; 4H T N 75 R LAFEARAE & CRESCRUT 120EU, H [H 24
s ZE A R BT, 50 2005-11 ) 5 B 8 2% 6 4% W E i Uk,
BT JEAE TR 250°C T8 1 h B 35T, iRIGHeELE
*1 HRANRGEEGARE

Tab 1 Sensitivity verification of TAL

T AE & T AT
2 HEEHEER
2.1 #HIRHABEE

4 2005 W25 JLF S XT E 2018 P4 5 240 292 4 ) R A
FESAZIN T S, A0 187 N B 24 A A T IR 41 B Py 25 3% A%
Pk SRR IR 20, 1N, 0. 5N, 0. 25\ ARV VR, S Fi B — 25
YLE IR AT % IR AT 30 s, B — R B PAT MO0 3, [N
I B PN R A A KA 2 SR R R, e P A
L EHMAC37C + 1D CIEEARB T, fRIEC60 £2)min, &
TR S G R 3 G 57 B W B 3 AR B M 4 . A R
REFAG A gl AT A e R, T SRR B T L
FPIIME N o G5 o, PR AR SR 4% B LA
I A 0. 125 EU » mL™", SO R B 0. 125 EU -
mL ™ RFIF SR E R, Wk 1,

WA bR AR Py 2 K /EU + mL-! g PO
ity /EU * mL™! 0.25 0.125 0.062 0.031 /EU » mL"!
051205 0.125 + + + + + + 4+ + - — . - = 0.125
060219 0.125 + + + + + + + + - - 3= — — — - I 0.125

e C+) NBREHR BAEIE ARG, (=) hARIB R B Bkt R EE B AL T . CLUR D

Note: ¢ + ) gelating and no deforming when inversion, ( —) no gelating or gelating but deforming when inversion

2.2 VRS BERRAKAT I A0 T A A A (LD 1 e

L =K/M, 2rf K #0058 19 45 253 45, N BE A T4
TRE/NN AT 42 32 (1 P9 5 3% B KA o, VST K = SEU -
kg™ e h™' s M O A AR TR B /NI 45 2 1R B KR o I
PRI 40 G317 40 FH F K508 8 100 mg » m ™2, 60 kg A3
MR 1.625 m*, W M =100 x 1.625/60 =2.7 mg * kg ™" *
h™'sf A REL —IUEA 3 ~ 10, RSN f=5; ) L =
K/M=5EU kg™ «h™'/2.7mg* kg™ «h™'/5=0.37 EU »
mg ™, LR AR I R T 25 A, O T Ik B K 251 22
A AR A TR P R AR BRAE A 8 0.3 EU » mg ™'
2.3 B/NHSRRREAR

B RUE N 0. 125 EU » mL™ &R AN, C =N L =
0.125/0.3=0.42 mg * mL™'.
2.4 THEE TG

PLO.42 mg  mL ™" AR b B e /IR RE U B, FH A1 1T P g
FR A F 7K DA /AR B MR B D 2% i, MG R R FR RS, 19 RE S I
W R TN, ) 3.36,1.68,0.84,0.42 mg » mL ™", TR
HUVEMCH NPC 251 PPC R4 K HE SRR 5 Bl NPC AH
[ AR A0, B RRE AR vh A R BEFE S 547 0. 125 EU
e mL”REER N 3, R A BUE 0. 125 EU » mL ™" 45
735 F NPC F1 PPC A Z8 51 (A il B I, ks vk I 3
Ko g5, N BRI HIKEZ R 0.42 mg » mL™!
N R T E . Wk 2.
2.5 ST HBERRAKAC I E T

P W ) R B ARSI, F 4 1 N R F R A K
R S5 55 T A0 T v A R C TR SR TS T A I 0. 42
rp BN 242 2% 7 2007 4F 10 H 58 24 3555 5 31

F2 EHASBBRKITEETHAL TR E
Tab 2 Screening test of inhibition or enhancement test for Eto-

poside Phosphate injection

- FEA R/ mg + mL ™! B 2 BH P

336 1.68 0.84 0.42 X X

051205 NPC - - - - - - - - - - ¥+
PPC -+ + - + + + +

051205 NPC - - - - - - —-— - - o+
ppC - - -+ -+ + +

mg * mL ") 3 K 40 N R AR AR AR o Al B A R
FLAERRYE S 2. 0N, IN,0. 5N, 0. 25N VO Fh R B () 14 25 25 9
Wo P P B A 7 KR S P ol R A0 6 1 1 5 )
JSCPRIAE— R B SPAT AU S, 5 AN 1T P #4234 A 7K RH 7 5
P8 A AR A 1 9 YA P S T ) TR o U R T A A
R FH /K L RSP PR 5 2 s T A B 1 S I 2% Rk 5 1 LA
SPAIME CEs ) R0 T3 S5 PR Al 1 40K G 40 A 9 980 ) A 1) P 3 35 0
BRI Y 28 B BE I LA P IMECED o 45 9L B, Al R A
J£0.125 EU » mL ™" (4RI T R, P88 S ARME R I
Es=0.125 EU » mL™", {67E 0. 5X ~2. O\ Z [0 ; =AMk 51 4
PRI FTIAEF7E 0. 42 mg » mL ™" BB IR B R 10 Ex {3978
0.5Es ~2.0Es 2 [8], 13 ] = tkyd 5 FH BB A H Gy 4 H % 5 v
R IZIRI T THAEH . W& 3.
2.6 ArdEHEST
TR L PR vy A A i S P 1 4K ¥ e A A
HHEGHNA RN S LT K EHR 0.42 mg « mL ™',
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Tab 3 Results of inhibition or enhancement test for Etoposide Phosphate injection
. i ae il W EIKSE/EU » mL~! Es 8§, [OA=VPIN
Py 5 R . = ° iy
it 0.250 0.125 0.062 0.031 Et/EU * mL ™! FH X
0T P 2 A K 051205 o+ o+ o+ o+ -—=- -——- 0.125(CEs) - -
060219 ++ + + ++ + + -—-=-- -—-=-- 0.125CEs) - -
AT R AAKT I T 051205 o+ - --—- --—- 0.149CED
0.42 mg * mL ™' 20040303 060219 + 4+ + + 4+ + +- - - -—--- 0.105CE)
LEST R AKITIF 051205 ot o+ ---- ---- 0.125CED
0.42 mg * mL ™' 20040306 060219 + 4+ + + 4+ 4+ + 4+ - - - - 0.088(CEt)
TEI R AT T 051205 b+ + o+ - - -— - 0. 178CED
0.42 mg * mL ' 20040309 060219 + 4+ + + + 4+ + + + £ S - = 0.105(Et)
DRLE AT S 20 R AR : HOA i A A O [ 25 86 2005 4 WSy, A DURIAR R R R BT 4, Rh I ity I 40 77 P9 7 A
B HRB XTED 46 mg AP BRRRKHE I 1T 5 0 1 2 TR Pl AR 5B S P R A U

N/NF 0.3 EU.
2.7 ESHBEREKITHEN B R E

I = bk S P 0 R A 1 R AR L ik A A
VEIUT A A, 45 A 2 B M, 5 P B IR A ST A 41
HREREMGER. 4R I%E 4,

R4 “HBEERNZEAESLS
Tab 4 Results of bacterial endotoxin test for three batch of
products
. AWl
o it
051205 060219
[EREmopiEl + o+ o+
S e o e -
AR B 20040303 + 4 + o+
20040306 + + + +
20040309 + + + 4+
A BERRAKITIA T 20040303
20040306 - - R
20040309 -
3 g

2 AT A B 3% A R TS, BV A S8 P AT B 4K )

Fe A BEFRARAE S A RS I DR B B VR R T,
U T I A8 5 2 R HE BRI TR R 3R e AEAS S A 1

G P B AT T AL A T N B SR A VA N 4R SR

R EZREN 0.42 mg » mL ™" BEAT 5256, WG L T4 &
SR T TR K R T R T R 4N N B R RAE R 0.3 BU -

SIS RN B R AR TR mg R RLN /N T 0.3
EU. bR W% 7 ik MR AT W B B A 2K, mT LU 40
P T AT AR ARRE 5 S v ke A N S W PR AK T v R

o
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