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Establishment of Bacterial Endotoxin Test Method of Ademetionine 1,4-butanedisulfonate for Injection
LI Qing, CHEN Juan-hong, LU Jin-hua(Zhejiang Corps Hospital of Armed Police, Zhejiang Jiaxing 314000, Chi-
na)

ABSTRACT OBIJECTIVE: To establish a method for bacterial endotoxin test of Ademetionine 1, 4-butanedisulfonate for injec-
tion. METHODS: Maximum non-interference concentration of sample was determined by interference test according to endotoxin
gel determination stated in Chinese Pharmacopiea (2010 edition). And then methodology validation was conducted. RESULTS : The
interference on bacterial endotoxin test can be excluded when sample was diluted to below 2.5 mg/ml. CONCLUSIONS: Established

method is feasible to detect the bacterial endotoxin of Ademetionine 1,4-butanedisulfonate for injection.
KEY WORDS Ademetionine 1,4-butanedisulfonate for injection;Bacterial endotoxin test; Gel-clot; Interference test

IR A R N AL LRI P i A7 7 ) — o A B
PEo3 7, FAT S Y O (e BRI ) A BEAE 50 AL 453 )
(hn=f B AR AR A5 I H IRV A 55 ) 10 AT CRe Sk
ERD 25 TR E A A AN o AR AT P e e o
J0 VI AR T 30 3 A 290 JBE ) sl e T L 30 e 2 i 2 S
AT LASE BEf R A R aRAL T I S i B A R R
V1A A 0 R PR R A T S R A 3k 28 5 1o it A Bl B 1k P9 IR
TR AL R, JURH S 2 BROE P T IR Ak i A0 At A B B8
P ETHIRFR LR AR ORI T A RETHIR AR AR YT o L ki 5 57
AT PR R BE A 2, — BRI RIE A AT, (HI%IA AR
BHZARZ R T 024008 N5 R A R AR A B
R HA TR M, B 12 A T ki 55 750 A9 B
Ao T AR LTS T R AR T E AR N R
A 12 ) SCHIR A, 55 285 7 3 3 1o PR R P 200 T 9 o R O
S AR AS N 6 T R R S 2R A T N T R ]
Pk, BURGELNT

1 ##
1.1 IX3§

BET-32 £ 14 A 7 5 I A (Rt Rk K & B BRA
F ) ZH-2 B 8 s iR IR A A R AR HEL R ) 5
BS-1300U B4 TAE & (M4 s A BR A W) 5SC-101 74
ol XUFE PITE IR T 140 (VL B e A i & A B A W] 5
IR AR (100~250 ul, F KRR A A AR BRA D 5 3
BRI 2 A Y 22 250 C TS 1 h BN N T
FALH
1.2 Zm5iRF

TEST R T R R R AR AR GV 1 250 A AT RS

* Gy BFFETT - BERE 2 . HLTE : 0573-83600280. E-mail:
zjjxliq@gmail.com

TEZD; 20134555 24 45 25 1]

H), #5:20120401.,20120322.20120113 , #14% : 4537 500 mg) ;
#i80 (TAL , W2 BE T A 0 A BN W) L 450 1010211, AR
R EA=0.25 EUMmL; A7 M B b AL Tolk A7 BRA &L 5
1007121, 4578 RAKJEL=0.25 EU/ml) ; 415 N 25 5 TAERRE
(CSE, #1t*5-: 1010150, %1 : 4532 10 EU) 20 & N 2 R Ao A
JK(BET /K, #1t45-: 0912150, 53¢ : 5 ml) ¥4 {22 B2 i = 4
FBRA 7 o
2 HES5ER
2.1 EBRFIRFEEZLIE

HR A 2 FHE 2 3550 72 B0 AR/ 18 B CSE FH BET /K% i
B TWERIEAS #HIE S 15 min, SRS RIS F 2 2.1 4,054,
0.25 A(0.50.,0.25,0.125.,0.062 5 EU/ml) ) CSE % ¥k . % 2010
A i e ] 2 M) 57 R R AR A R 1 D IR AR, &
SR 2 R R AITE 0.5 A~2.0 ALY, BWAEA (hE 2y
HHLAE , PEILER 1 (FRrh 7" 3R Sy Ay B, =" 3R B oy
B, LAR TR

x1 BERAFNRFEEZER
Tab 1 Recheck results of TAL sensitivity test
NERIKE  EU/ml

5 ., EU/ml

s 050 025 0125 oos o
1010211 et et - - 025
1007121 e+ 4 - — 0.25

22 HRATENSERE) WHE

R A 2010 41 R € HP T 24 BO) A B PN 25 25 FRAEL A 10 20 40«
L=K/M. K NHHEMNL it A kg SR AR/ NS K
AR N TEZ R, TESTR K=5 EU/(kg-h) s M g AT 4 kg
AR A /N 8 e R R, R S T R R AR T AR
SR 7= ity o8 FE G B 45 0] 6 A ik e S e K T 25390 44 1 000
mg, B K 1R, DUAIMAF BEFE 60 kg BRIk S 1R13% 1 hit
B, L=K/M=0.3 EU/mg. M (fh2r 20 i e 5 5750 26 A PhAG

China Pharmacy 2013 Vol. 24 No.25 - 2375 -



TR FHAE T I ) B ESR ™ A 2 4 R BE R 2, i L=0.15
EU/mg,
2.3 HHRBBRNEUHRRERE (o) NHE

H i 24 A 58 1 T 85 2 50 R A0S — Al 0.50~
0.03 EU/ml. #2010 45 f € [ 25 ) 40 7 P8 2 35 AR A 76 i
L IR RAEE(MVD) =cL/A, 5 R FE S I E R
K ,MVD=1, 0| ¢=4/L,L=0.15 EU/mg., [KyES AT
P B B A R A T 20 TR P B R A, 0.60~0.03 EU/ml 1Y %
TR AR 107 (1% f5c /N R ik 8 Ry 3.33.1.67.0.83,0.42.,0.20 mg/
ml, AR Ve S 8502 9 0.25 EU/mI A8 & 3857, 4 I AS 5 5
ml Z5H, W MVD 4 601% .,
24 L mWmTFHitEe

3L T R T R RS 20, 40 2 4, AT
JBET /K 5 ml sk RS F T R R IR 1 28 208 A R i
il 5 100 mg/ml 119 2 28 A3 58 J5, T BET AR A 5 JR i 14
10.20,30.,40.50 .60 15 4745 LA %, il 13 10.0.5.0.3.3.2.5,
2.0.1.67 mg/ml 3 6 /> [ ik B 00 B (R VAV K e R AR T i
WAE R NPC; 3l #5 BBAVE M 71, 4 ol s gt -5 #% CSE,
AR AR A B v AN N B R & 5328 2.0 2(0.50 EU/mD) 1
WS T R R MR T AR A R, S A N B R IE
PPC; [ IS -7 e BH PR % R4S PC R B X BRAS NC 4% 245, 4%
WHFE2 #£3,

Fx2 HHTHIFURELE R (BETK)

Tab 2 Results of preliminary interference test of samples

2 2 5 1 nl S, 52 4 BET I i Br b A3t it v ik
X2 AT R E R SANE A GRS FIER-. £3
5T, 3HEA A A F & RIS RIS %, 1T J5 B BET K6
F) 2.5 mg/ml 8 LR A, X 2 4N R A %005 40 N R
N IGF A
2.5 HHX@mTHILE

M A Tl it a2 R, B3 AL S A T T e R A
ERIR , e 75 , H% 100 mg/ml g AER A R, T
J& F BET /K F& B 2.5 mg/ml (40 £5) FAEE S A 5 1 CSE 4331
FBERL2 2.1 2.0.52.0.25 2, 5 24~ K&K 5] (1°4 0.25 EU/
ml) JVE, $4¢ 2010 A7 R € HP ) 24 340 ) ( Z38) BRF SR 1) 20 B8 P9 B 5 A
AR TR . g 25 R B BET 7K il B Y
1 AT PN 75 2R b R VA TS oy 28 i R B ) L AT S 3548 ) A E R
T T A8 ) S 4 T PR 5 R v U TS IO 8 R A L AT
W) i EA RO R E=1g (S X/4)FE=1g ' ( T X/4),
RN FR A4,

F4 BHRTHRRABER

Tab 4 Results of interference test of samples

FEARES MR, BU/ml N
BOH fRRGE 05 025 0125 00625 EUMml
1010211 BET/K  ++++ ++++ -—-— -—— —  E=025

20120401 44+ A4+t -———  -———  —  E=025 10
20120322 ++++ A+ -t ———— = E=021 12
120113 +44+ 444+ ————  ——— - E=025 10
1007121 BETAK — ++++ ++++ -——— -—— —  E=025
20120401 44+ ++++ -——  -———  —  E=025 10
20120322 4+t A - ———— = E=021 12
20120113 444+ 44+~ ——— - F=025 10

445 Bal 4, EAE2 A~05 A2, H E{E 2 E~0.5 E.
Z 18], 1568 2.5 mg/ml ARE SR RO R JETHRE T, AT
AN BRI,
2.6 HRAFHNSERE

B3NS (R T iR R R R , e & TV 7
TEAE, A 100 mg/ml ({54 R, 1 J5 FH BET K R AL 2.5
mg/ml (40 %) 5T it W P A S VA s 8 FHA=0.25 EU/ml 9 24
TR E R, 45 S0 1001 5 0 TR P A A, IR R
A (PPC . PC) (B (NPC NC) X R, 45 5 I3 5.,

(BET water)
_ #5 _ 23 R BV FE , mg/ml e NG
#iAA 100 50 33 25 20 167
1010211 20120401 NPC -- — — - _ 4
PPC - - - - _ _
2012032 NPC - - - - - 4
PPC - - = - _ _
20120113 NPC  — — - - - o4t
PPC - - - - _ _
1007121 20120401 NPC —— — - - - 4
PPC - - - - _ _
2012032 NPC - -  — - - o4
PPC = = - - _ _
20120113 NPC - — - - - b
PPC = = —— —— .
=3 HEmTHWAEER(EHABA)

Tab 3 Results

of preliminary interference test of samples

(special solvent)

R> HRAERNBSRREER

Tab 5 Results of bacterial endotoxins test of samples
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Content Determination of Glycine in the Blood Products by HPLC with Post-column Derivatization
ZHANG Tong', WU Han-yan', ZHANG Wei', HAN Nan-yin’ (1.Beijing Institute for Drug Control, Beijing
100035, China;2.Peking University Health Science Center, Beijing 100091, China)

ABSTRACT OBJECTIVE: To establish the method for the content determination of glycine in the blood products. METHODS:
Using O-phthaldialdehyde (OPA) as post-column derivating agent, the derivant content of derivating agent and amino acid of 4
blood products were determined by HPLC. It was compared with the pre-column derivatization stated in Chinese Pharmacopeia
(2010 edition). The determination was performed on Thermo Cis column with mobile phase composed of sodium citrate buffer
(pH=4.0) at the flow rate of 1.0 ml/min. The column temperature was 60 °C and detection wavelength was 336 nm. The quantita-
tive method was carried out by internal standard (norvaline). RESULTS: The linear range of glycine was 2-200 mg/L (#=0.999 9),
and the recovery rates of 4 blood products were 99.6% (RSD=2.5% ), 98.5% (RSD=0.3% ), 100.2% (RSD=1.6% ), 98.6%
(RSD=2.2% ). The limit of quantitation was 20 ng. The method was found to be basically in line with standard method. CONCLU-
SIONS: The method is sensitive, accurate and reliable.

KEY WORDS HPLC;Post-column derivatization; Blood products; Glycine ; O-phthaldialdehyde ; Content determination
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