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Investigation on bacterial endotoxins test of
terbutaline sulfate active pharmaceutical gredient

WANG Xinyu', LIU Zhenhua®, LU Haixia', ZHANG Haofang'
(1. Jilin Institute for Drug Control Changchun 130033, China; 2. Department of Cardiovascular Medicine ,
The Third Affiliated Hospital of Changchun University of Chinese Medicine, Changchun 130118, China)

Abstract Objective: To establish a method for the detection of bacterial endotoxin in terbutaline sulfate active
pharmaceutical ingredients ( API). Methods: The method of terbutaline sulfate was verified by gel method, and
interference test and bacterial endotoxin test were performed on three batches of samples. Results: The limit for
terbutaline sulfate API that can be used for bacterial endotoxin test was set as “the amount of endotoxin contained in
terbutaline sulfate should be less than 0. 50 EU per 1 mg”. Conclusion: Limulus gel method can be used to detect
bacterial endotoxin of terbutaline sulfate API.
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80 EU -+ 3~ s 4 3 E KA FH /K (BET /K) |, 9T
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AR e ] 24 4L ) R A 55588 U % 9301 € A5 77
B A VA AR TR N 45 S SO0 ) 200 T PN 2 A A T
E B BRI, A Bl PR P 325 A, AR A 2020 AR Rl
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M =10 mg/h + 2.5 kg =4 mg/(kg - h),
L=5EU/(kg-h) +4 mg/(kg - h) =1.25 EU -
mg ™, Ay B AR 4 o AR i AR T P R R PR, 2 UK
20 B N RE R BRAELE B L B R A1 LAk P 35 P
FERAEN/NT 0.50 EU,
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Tab.1 Sensitivity review of TAL

R PAEE AR E (concentration Witk

(TAL batch of endotoxin)/(EU + mL~") ponie

number) 0.5 0.25 0125 006 (NO)

2212053 +4+++ ++++ —=- == - = - = - -

2312062 +4+++ ++++ —=- == - == = - =
2.3 BRI AAR R P T4

2.3.1 F[RMFKE(MVC) 3T MVC =ML

oL L3RR B R R A At bR 1 28 T P 3 R PR
{H0.50 EU - mg ™' s\ FR #3877 19 2 U, BB
AT ARSI T 1A S50 T 3

Co 05 =0.25/0.50 =0.5 mg + mL ™"
2.3.2 WTHREINESER B R AT A
Mk, B BET 7K %5 ff 1 #f B i 20,105,105,
0.25.0.125.0.06 mg - mL ™" {99, FI NPC 37, B
RPN FE R PR TR IR A,
BISA 2N R N EE R IR, PPC 3R,

R E AR Z 8 A 4752
K, 1 mg - mL ™ BT EREE A AR IO 20 P 7 R
BT TIAE, 45 R Wk 2 ~5,

Tab.2 Bacterial endotoxin interference pretest of terbutaline sulfate 010164-2207001

b HH e 010164-2207001 #£ 54 JiF ( sample concentration) (mg - mL ") G
(TAL. batch number) 20 10 5 1 0.5 0.25 0. 125 0. 06
2212053 NPC - - - - - - - - - - - - - - - - - -
PPC - - + + + + + + + + + + + + + + + +
2312062 NPC - - - - - - - - - - - - - - - - - -
PPC - - + + + + + + + + + + + + + + + +
T (note) ;=7 NEAM:EE R (was negative result) 3 + 7 A PHH:45 3R (was positive result)
2.4 THIAE 1 mg + mL ™ VRV, S8 R[] ) SR ) %

BRLR e A1 AL b T 240 T 1A 75 2K 2 /K B i i

i BR 5 AT At AR (010164-2207001/010164-2208002/
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010164-2209003)3 LI, A TR R N 753K IE ST
Bio SEALERBERFS A AAE 0. 5 mg - mL ™ YREERTC

=3 010164-2208002 ALEL4F A bkt i 19 & F IR

THRAEHLBE T 0.5 mg - mL™" AUBRIERS A AL ARIA ¥
LA T AR N R A, 2R IR 4,

Tab.3 Bacterial endotoxin interference pretest of terbutaline sulfate 010164-2208002

Lianwilkiinsg

010164-2208002 #£ 51 i ( sample concentration) (mg + mL ")

(TAL. batch number) 20 10 5 1 0.5 0.25 0.125 0. 06 N
2212053 NPC - - - - - - - - - - - - - - - - - -
pPpPC - - + + + + + + + + + + + + + + + +
2312062 NPC - - - - - - - - - - - - - - - - - -
PPC - - + + + + + + + + + + + + + + + +
T (note) : =" NBIPELEH (was negative result) 5 + 7 g FTESE # (was positive result)
Fz 4 010164-2209003 FLELH A7 Huth 2w B A 2 & TR TR I
Tab.4 Bacterial endotoxin interference pretest of terbutaline sulfate 010164-2209003
anerlEiim=y 010164-2209003 #£ 51 i ( sample concentration) (mg » mL ")
(TAL. batch number) 20 10 5 1 0.5 0.25 0.125 0.06 N
2212053 NPC . - - - - - - - - - - - - - - - -
ppC - - + - + + + + + + + + + + + + + +
2312062 NPC . - - - - - - - - - - - - - - - -
ppC - - + + + + + + + + + + + + + + + +
7 (note) :“ = " P PELE S (was negative result) 3« + 7 B TESE L (was positive result)
RS B mE A AL TR
Tab.5 Bacterial endotoxin interference test of terbutaline sulfate
IR F PR PRI Z & S ( concentration of endotoxin) (EU » mL™")
( TAL. batch number) (batch number) 0.5 0.25 0.125 0.062 5 NC
2312062 A =0.25 EU - mL ™" KAt 7K (BET) + ot +t - - - - - -
010164-2207001 + 4+ o+ 4+ -- == - - == - -
010164-2208002 + 4+ ++ + 4+ + -—-=-- -—- == - -
010164-2209003 + 4+ 4+ - - == - - == - -
2212053 A =0.25 EU + mL. ™! i 7K (BET) + 4 ++ - - - - - -
010164-2207001 + 4+ + + ++ o+ o+ -—-=- -—-=- - -
010164-2208002 + 4+ + + ++ o+ o+ it it - -
010164-2209003 + 4+ o+ + o+ -- == - - == - -
7 (note) :“ = 7 K FHPELE I (was negative result) 3« + 7 K FHTELE L (was positive result)
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Tab. 6 The results of bacterial endotoxins test
#HIXAH S Pl Pl At B F 1 % R [l
(TAL. batch number) (batch number) ('sample) (PPC) (PC) (NC)
2312062 A =0.25 EU » mL ™! 010164-2207001 - - + + + + - -
010164-2208002 - - + + + + I
010164-2209003 - - + + + + R
H(note) : = 7 N BIPELE SR (was negative result) ;“ + 7y FHM:45 SR (was positive result)
S AR B e 27 R N B R 10 &, AT R (2):187.
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