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Investigation on bacterial endotoxins test of vidarabine
monophosphate for injection®
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Abstract

injection and conduct methodological validation for harmanizing the quality control standard of this product.

Objective: To establish a bacterial endotoxin detection method for vidarabine monophosphate for

Methods: According to the Chinese Pharmacopoeia 2020 volume IV general chapter 1143 “ Bacterial endotoxin
test”, the limit of bacterial endotoxin was determined, interference test and endotoxin testing were performed.
Results: The bacterial endotoxin test were performed on 25 batches of test samples provided by 15 manufacturers
according to the experienced experimented limitation which is the amount of endotoxin in 1 mg of adenosine mono-
phosphate should be less than 0. 06 EU. All results were found to be in compliance with the specified standards.
Conclusion; The established bacterial endotoxin method can be used for quality control of vidarabine monophos-
phate for injection.
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gel-clot method; Tachypleus Amebocyte Lysate (TAL)
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Tab.1 Standards comparison of vidarabine monophosphate for injection

FrifES (standard No. )

FRERLRE ( standards item )

WS1-( X- 5 s s )-2001Z 25 10 IMhRiE
YBH27 # # #005
YBH32 # # 005
YBHIO # s 008
YBHOO * * %014
YBHII # # 008

PR AR GRAATES | kg 114 30 mg

£ 1 mg HBFRRBTRRIRY -5 NFE R A RN/ T 0. 16 EU
£ 1 mg FBERRPTHENR H P & NFER RN T 0. 16 EU
1 mg FABFRRBTHRIRTY A& NEE R A RN/ T 0. 16 EU
£ 1 mg FBERRPTHENR P & NFER RN/ T 0. 06 EU
& 1 mg HARERRPTRRIRAY -5 AN/ T 0. 05 EU

LGRS AR LE, AT N R A ATTE R
FHRE oy RAE TR B S0 AT a6 B IR (4 SR T g
ABFFEILNIE R 15 A4S KL 25 AHEUHAE A, XS
LR P LB IR BB R S 2 T N T R A A I AT
PEHEATBIRST , ASIRE 2 b ol S RV 58— ) oo 4
bR

T
1.1 35

# 3, F| ( Tachypleus Amebocyte Lysate, TAL)
(RESEH0.125 EU - mL™") A& db A4k Talk
ABRA T (A5 20160512 ) (WL B8 Hr A= W1 A BR
3] (HiE5 2103092) 5 41 N #5 R TAE AR HE (80
EU/ZZ) , v B & 25 5 & 7 BF 98 Be (3t 5
150601201987 ) ; 41 [ N 7 2= £ A% K (KA
50 mL/J) , WV R VE A WA PR A ) (it
2102250)
1.2 fiE

W2 AR S 3 AT S8BT S FH S B i
AT AN N B R A A 0 T, KRS 0. 1 o/
FRUT R2 T Z3; W02 ¢/ifi: ] KA XK
B.JKC,
L3 fua

FE R K VB 48 (JulaboTW12) 5 i E VR 4 5% (IKA
MS 3 digital ) ,

2 FEEHER
2.1 AN EHRREN T E

HREAS it 1 el FH U B A3, A il 9 BRI R e K
FHER 10 mg - kg™, —H—K. HBANEH MR
Bt AR L = KM, Hp 550 K B
5.0EU/ (kg - h) ,iJ®&k1E L =0.5 EU - mg_lo ¥
AP 25 2 FRAE IR I D™ SR, P25 5 5 BN R T
KR L ARTREA 222, WOKE v S FH BP0 1R B

R N B BB A L =0.06 EU - mg™',
2.2 EHRFNREENER

P AR R E 25 ) (fA AR E 2 8))
2020 4F i PUFBIE I 1143 19520 HE4T, T %t
N RE R ERE
2.3 RS TR

ORI M 0.125 EU - mL™" py 243855 (15
20160512) ,%F 6 ) FERAEAY 2 AR A A 7
T HORE, FB U358 0.5.1.2 4 F1 8 mg -
mL ™", 5 A5 S BH %) BE (positive control, PC) | Bf]
PEXT R (negative control, NC) , &~k B2 V- 171k 2
B AR 2, AR S TEWRE N 8 mg - mL~!
oY LT v B B 6 i e K A e TR o
2.4 XS

A 5, AR N B R R A K B 2 2 mg -
mL ™" B RELE N 0.125 EU - mL™ B4 K
AR T TP, 2R LR 3 K 4,

B 3. %4 fTLUE T, 5 3 i (NPC) Al
AP X BRI (NC) B BIr 43 A7 8 3 R B =3
RIRE RSN W45 R A7 6 240 2 808 2 A%
BGEER N (HAE (0.5 ~2.0) N Z[H] (N hy & 35 (1)
RYE0.125 EU - mL™") 5 388 F 0K 5 & 51
VTR 45 R A ) R A ARG B
FE(0.5 ~2.0) N Z 8], 15t BH 1 5 FH A B 1522 o] A
FFAE 2 mg - mL ™ B LT Uk RE IS 4 P 7 R G A
T THEH.

2.5 PHASMAENERE

IR A 0.125 EU - mL™" #3857 (L5
20160512) FEALEARAERXT 15 AT RARMERY 25 4Nt
YRR i R T 20 T P9 B A, 45 SRR B o
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Tab.2 The results of pre-interference test

133 > FLFPEA T A0 ER PN 1 R A A i, T 2015 4R R
WA I T AN A P B R A A A DU 1 R R 3 T
595 ANL100

AWFFEMCEE B 2 A FUAS 1015 S8 FH e i B
B RER SR B 15 SRR R, Kb 10 A #50R
HE S AR E, BB —AT K 0.1 o/l
& R I AR 0. 2 o/ HH LA SR F 40 74 P 5 A
O A B TAE LA B 3% il ol A Jo o 428 ) 0 2 o 1
— 2 B

ianwilEiines #it'5 (batch No. )/ KA i3 ¥ (sample concentration) /(mg + mL™") e NG
(TAL batch No. ) ] % (manufacturers)  (specification) 8 4 2 1 0.5
20160512 20210101-2 0.1¢g NPC - - - - - - - - I + o+ .
(J°%1) PPC + o+ o+ + o+ + o+ P
2004022 0.1¢g NPC - - - - - - - .
(J7%2) PPC + o+ o+ ++ + o+ P
20201001 0.1¢g NPC - - - - - - [ - _
(J"K3) PPC + o+ + o+ + 4+ + 4 + o+
20160512 20042501 0.2 ¢ NPC - - - - - - - - R + o+ .
(J7HA) PPC + 4+ + o+ + + + + + o+
20200801 0.2 g NPC - - - - - - [ - _
(I"%8B) PPC + o+ + + + o+ o+ + o+
20191205 0.2 ¢ NPC - - - - - - - I
(J#%C) PPC + o+ + + + + + o+ o+

7 (note ) : NPC Rt 5145 ( negative product control ) ; PPC SR i BH 4 ( positive product control ) 3 PC iy BHH: X R4 ( positive control ) ; NC iy

BH X} BE 45 ( negative control )

RI FHRABLER(BERBHAE:0.1 g/H#)

Tab.3 The results of interference test (sample specification:0. 1 g/bottle)

EIKFME AR MR s
(TAL batch (water/ sample ( Bacterial endotoxin concentration)/(EU - mL™") NC NPC .
(result)/(EU - mL~")
No.) batch No.) 0.25 0.125 0.06 0.03
20160512 7K + o+ + o+ - - - - - - 0.125
20210101-2() % 1) + 4+ + + - - - - - - - - - - - 0.25
2004022(J "% 2) + o+ 4+ - - - - R R - - 0.25
20201001 () "% 3) + o+ 4+ - - - N - - - - - 0.25
2103092 7K + + + - - - - - - - 0.177
20210101-2(J %K A) ++ + + - - - - - - == - - == - - 0.25
2004022 (] % B) + o+ 4+ -—— - - - - e - - 0.25
20201001 () % C) ++ + + - - == - - == - - == - - 0.25

T NPC ksl 48 s NC O B A

AT TP B 6 AT KA, Hoh
FHRUTHK2 H AT KB JRIEE bRy 14
JERE AL, 28 3 T 2% C ik b i D A R N T R

BRAE 9 0. 16 EU - mg ™" s ABF 72 25 45 i K 15
LR IR, ORI ik B N R R BRAEE - B
1 mg B0 I Bl AR R R S N T R R NN T
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0.06 EU, 55 R, 9% & A0 78 B0 BRAEL T X 40 5
WERIL T e RfERTE 15 ) K34t

A9 25 A HEUCHE Bl
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T4 FTHABLER(BRABA0.2 g/#)
Tab.4 The results of interference test (sample specification:0. 2 g/bottle )
WARHLS KRS AP R .
( TAL batch ( water/ sample (bacterial endotoxin concentration)/(EU - mL,~") NC NPC -
(result)/(EU - mL~")
No.) batch No. ) 0.25 0.125 0.06 0.03
20160512 K + o+ + o+ - - - - - - 0.125
202101012(J"% 1) T S S S - - 0.25
2004022 ()] "% 2) + o+ o+ o+ + o+ 4+ - - - == - - == - - 0. 149
20201001 ()] "% 3) + 4+ + ++ - - - - - - - - - - - - 0.177
2103092 K + o+ + o+ - - - - - - 0.125
20210101-2( "% A) TR - - - - - - 0.25
2004022(J % B) + o+ o+ o+ + 4+ - - - - == - - == - - 0.177
20201001 () % C) ++ + + ++ + + - - == - - == - - 0. 125
4 : NPC A 3 45 s NC i AP B
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