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Discussion on method employing chloroform as a solvent to detect
bacterial endotoxin in omega—3—acid—triglycerides
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Abstract Objective: To develop a bacterial endotoxin test ( BET ) method for omega—3—acid-triglycerides.
Methods: Water was added after an aliquot of drug substance dissolved in chloroform and then the mixture was
vortexed for 30 seconds, the upper layer was used as sample solutions. The interference test and the recovery test
were conducted. Results: There was no interference to bacterial endo to xin test for omega—3-acid—triglycerides
by water extraction after chloroform dissolving. The recovery rate of spiked endotoxin was between 70% and 84%.
Conclusion: Chloroform may be as a feasible solvent for drug substances with slightly soluble in water for BET
test. For omega—3-acid—triglycerides, the endotoxin limit is specified in 0.1 EU * mg™".
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AT, 0 -3 BRI H I = EE AN TR, dE NS &R
G LR IE W AT, W AE KRG IR A S
UK )Z AT A0 N R A A, U SR H AR
(DMSO ) 1 — 135 F e iz ( DMF ) 25 5 e iy 17,
B AR PR DA TR N T A AR
T = PGl I KR 5 2 U 7 s, X%
B TR AR ST , A N R R A A R R
1 UEE5HH
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B0 ( Allegra X=30R % ) BECKMAN A

o =3 BRI H il —=ER Rk 25 (45 0001121836,
0001133439,0001054806 ) 5 % A5 1 (VTR
A B E, RS 0.1 mL - % 7, 3HES 1604280, 7%
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EU-mL™") 5 400 N 75 28 TAEbRMES (b EE 52500
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AHXT R @ —3 B8 5 R H I = 8 fe /N 50 vk R
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2.4 B U 6T A B PN B R W RZ
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T R B = G R e T N K A R, 1 AR R 0.25
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mg, LA =5 % 2 mL &%, 5 BET /K AU AL
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VA AT K A B N B R TAERRE SRR BEA 2 N
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Tab.1 Results of interference test of omega—3-acid triglycerides

. e R
PAL A7) St & Bl s (endotoxin  concentration )/ (EU * mL™) NC E E,
(' manufacturer and batch number ) ( batch number ) :
0.5 0.25 0.125 0.06
VYT BRI A A BR A7) BET 7K ( BET water ) ++++ ++++ -——— -——— - - 0.25
( Zhanji)ang Bokang Marine Biological Co., 0001121836 ha g o o 0.5
Lid.
1604280 0001133439 ++++ ++++ +-—- -——- 0.21
0001054806 ++ 4+ ++++ —-—+- -———- 0.21
VT2 P A AT B A ) BET 7K ( BET water ) o I - 0.42
( Zhanjiang A&C Biological Co., Ltd. ) 0001121836 it 4o o o 035
1605302
0001133439 FE4d mhe— —m oo 0.42
0001054806 ++++ +—++ -———- -———- 0.30
253 (HAS FICRIE RS ARBUILA S 10,20 MOV, SR BET KRR 1,24 8 fiF (LRl A%

mg, A “2.4.1 “T R 405 N5 R TAEbRE IR
W 10,20 pLIRAT A =T BE 2 mL MR, A 0.25 EU » mL™ (03] G alb (7 bR s
BET 7K # i A0 B A R R W20 0.5 BU - mL™ 56, S5 RAE RICR I 7E 509%~200% 2 0], iU 2.

F2 w-3ERHREHM=FEPHEENSEANEKRE
Tab.2 Recovery rate of spiked endotoxin in omega—3—acid—triglycerides

M N B ZUTE (endotoxin concentration )

BO)o AT AR YA RO 7 AR Y R ABEE

- N " R REECA,) R ML
PEtEAES AR /(EU-mL™) -, o
o . ( sensitivity )/ ( measured endotoxin )/ ( recovery )/
(' batch number ) (dilution ratio ) 0 o
0.5 0.25 0.125 00625 (EU-mL") (EU-mL™) %
BET 7K ( BET water ) ++ ++ -- - 0.25
++ ++ -- --
0001121836 L R BEAEEL Cend point dilution )
1 2 4 8
2 ++ ++ -- -- / 0.7 70
++ -— - -
4 ++ +- -- -- 1.68 84
4+ ++ - -
i NFERE S = antilg[ T 1g (HURTARREATEL x Z0MRBEARTEL x A,) /4]
Note : measured endotoxin= antilg[ ¥, lg ( dilution ratio x end point dilution x A, )/4 |
hwsHhi i

| S |



| T T

- 344 -

——

LTI/ i

& Chin J Pharm Anal 2019,39(2) ‘ JPA

254 MR NERNE R o -3 RN H
T =R 3, 4% 42,517 TUT kA X T B R
2.5 mg-ml™ M, N M 025 EU - mL!
() 2 AN Z 0 R HEA T AN P N B A A, IR I
SO AR N R TAERRMER TR RN 2 N MITIR,
YRR A B BHPE T BR 55 4R DL BET 7K 57 FH X
TN B X BE AT AR A 2 25 5, X PR A 1y
BFIPE A3 it B P T B A8 R S o B 3547 A BRI
A A8 A A 34 S B M, 3R AR b T 4
HNEER AT RERE, N EREEIFA
HE

3 itig

w =3 &R H It = e R R AR e K LR
NG, R P TR N B R TR LA S BET
IKFEAIRGIR S, T AR BT N BRI . AT
FER B RAE o =3 BRI Hih = i
A BET 7K, Ieii iz % 43 B4 41 )5 , 2 500 1+ min™
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