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Method for Bacterial Endotoxin Test of Posaconazole Active Pharmaceutical Ingredients
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Abstract: Objective To establish a method for bacterial endotoxin test of posaconazole active pharmaceutical ingredients (API).
Methods

Edition, Volume IV ), posaconazole was dissolved with N, N — dimethylformamide, diluted with BET water, the gel method was used to

According to bacterial endotoxin test (BET) method in the general rule 1143 in the Chinese Pharmacopoeia (2020

carry out interference test and endotoxin recovery interference verification test with limulus amebocyte lysate reagents from two
manufacturers, and then the BET of posaconazole was performed. Results Posaconazole was dissolved with 2% N, N -
dimethylformamide and then prepared into a test solution with a mass concentration < 0.833 mg / mL with BET water, which had

no effect on the results of BET. Conclusion The BET method established in this study is feasible,which can be used to control

the bacterial endotoxin of posaconazole APl in the production of preparations.
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DK - 98 — I %4 it $AHE IR /K 98 B (R T 2 0
A BT SR IR S 4 (FE [ TKA 242 7)) 5 XS205DU #Y
L2041 R (i -+ Mettler Toledo A7) )

1.2 X%

THVD FEme Jsokt 25 (56 245 < M > A BRA A4t
S0 5124 SPO - 1 - 210401 ,SPO - 1 -200305,SPO - 1 -
200306) 5 % iR ) (VL B S A W A RN | L ik 5 2R
2007203 ; fE AL AL TAlk A FRA R #E521030112;
A A2 0. 1 mL, RAGE R 0. 125 EU/ mL) ; 2
PN RE R TAERRME S (b B 2 ik e o e, it 5
150601 — 202089, KUK K453 90 EU) ; 4078 N 7 R
2 /K (BET HK , VT2 FE W AR A BR A &)L ik
2010210, FL A%}y 4596 100 mL) 5 N, N — — /T 5E T gk Jie
([ 25 S AL 2= 50 A BRA | L 4558 20200422, A%
AR 500 mL) .

2 HEEHR
2.1 [REHE

TP EMEIm PR 1 U K534 800 mg / kg, WA
T v B /N IR R (M) 2 13,33 mg / (kgeh),
TSR BN B T S T i RN B R AT RS2 N B R
Fit (K) =5 EU/ (kg-h) ,AREAXNEHERRE(L) =
K/ M, 58,0 L =0.37 EU/ mg, W46, BRAEE N
0.3 EU / mg ARHEAR MVC = A / LV7-0- 0HHE A i
JINA 80 B o et M B (N SR AR A i rh R 1 A R R
B ), 453 Cy 5o = 1. 666 mg / mL.Cy 55 = 0. 833 mg/ mL,
Co 125=0. 416 mg/mL.C;, o4=0. 2mg/mL.C; (;=0. 1 mg/ml;
FEANR T X5 0 e /N 2800 88 ot ot ok B2 2% A T EA T A T
NEER A
2.2 ERFRFEEZRAR

HAH P N B 28 T AERRIE A IE 5, in BET FHZK 23530 il
2N N0, 5N 0. 25N IR, LA BET FHZK Ry B X 1R
(NC) , 4K 18 2020 4F pig € H [l 24 ML (U8 ) )3 D) 1143 215
A FR R AR O e A 2 4t iR R A T SR A%
55, S5 RS R (N) S REUE 8RR 1

1 ERFRGESHLER
Tab.1 The verification results of tachypleus amebocyte lysate
(TAL) sensitivity test

2.3 WTFHMHIKE 1

TP MRS Tk, 55 N, N — —F I 1 B s
i b R A, 0. 125 EU / mL & #EAT LT
PRI I VD R I At I T BT B VR BE A 5 mg / mL Y
e S W, n BET FH 7K 43 5104 B, 45 1 4 Wk B2 R
3.332,1.666,0. 833,0.417,0.2,0. 1 mg/ mL (1) & %1 B
P X6} B (NPC) I ; BUBR 0. 1 mg / mL 5 i e BE M) L3k
VUL, XA BRI AN Y PN 35 R PR VA, Tl 7 T e vk
FE4¥ 514 1. 666,0. 833,0.417,0. 2,0. 1 mg/ mL i 2 %)
FE X R (PPC) VT B R AL VA A T P T
FFBREFHPEXT BE(PC) FIRHPEXT BR(NC) A5 245 45 R L3 2,

®2 HIXBFHRBRB 1 4R

Tab.2 Results of the pre — interference test I

wRA A9 XS 2 HJE (g / mlL)

#%  mk Lo 0.8 0417 02 01 O
2007203 NPC - - - - - —— —— —— 44
PPC - - - - —— -~ 44
21030112 NPC - = - = - = —— - - 44
PPC - oo 4y

B WaF Z4UE(EU/ ml) RHRE
TAL#t5
0.25 0.125 0.06 0.03 (\,EU /mL)
2007203 ++++ +H+++ - --- —-- - - - 0.125
21030112 ++++ +4+++ - --- ---- -- 0.125

Eo- AMERE, + AMEBEE.TF AR,
Note: — refers to a negative reaction and + refers to a positive

reaction (for Tab. 1 -8).

AU Y R M AN BT A K R 0. 1 mg / mLL
i, X6 P 8 25 R RN e R N, N -
FH T e A B e 5 2ok g, i N R A A A — i i T HE
FH o 80T % 592 05 RIS T 9 8 R 5 8 300 = 2 T
i B, a7 B PR
2.4 BFFHAEANSENTHILRE

VR F T PR B NV, NV — R e L
BET HI7/K 4> A B 2 4% ,2% , 1%, 0. 5%, 0. 25% RT3
B, A R NPC [RIB il 28 A 2N B I AH [R1HR B2 Y
N - WS H RS W, VR b PPCL 2R AH 0. 125 EU / mL
A, MR IR 25 7 1 AT TP 5, Jf % PC I NC
BB 3 AT, N, N — L R A R A e
0. 25% ~ 2% I, %F PN #5285 2 00 S by o HAE T, i
IEA T ik FHAR TR 80N 0. 25% ~ 2%

IE SRR - U 8 Z AR SIS & L i BET FHZK
R B 43 B HC A 2N N 0. 5N, 0. 25N Y ¥ W, TR] ek il 2% %
R N TR ZAY 2% N, N — — B L F R, 647 T4
RIS RN FEN, N - LB R ARF 434 < 2%

3 BAAMEENSESERLTRENEMN
Tab.3 Effect of solvent on the reaction of bacterial endotoxin
with TAL

FRA A7) B (%)
o s PC NC
A s 4 2 1 0.5 0.25
2007203 NPC - - —-—- —=— —=- - 44+ =--
PPC - - + + + 4+ + + + +
21030112 NPC - - - - —= —= — = +4 --
PPC - - + + + + + + + +
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Tab.4 Results of the interference test
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Tab. 6 Results of the verification test of bacterial endotoxin

recovery interference test

A %9 Ra£A4AEU /ol \,
#F ER 0.25 0.125 006 0.03 NPC NC (EU/mL)
2007203 BET Ak + 4 ++ -- -- -- 0125
WoNN-ZFA ++++ ++44+ -=- -- -- 0.125
FERIRR
21030112 BETJ & + 4 +4 -- -- -- 0125
WoNN-ZFh ++44 ++++ -- -- -- 0.125
PERBIER

A KIBHES LESSEEE) \
i) *5 0.25 0.125 0.06 0.03 (EU/mL)
2007203 BET A%k ++ ++ -- -- -- 0105
SPO-1-210401 ++++ ++++ ---- ---- 0.125
20030112 BET Ak +4 ++ -- -- -- 012
SPO-1-210401  +4++ +++4 ---- ---- 0.125

X P 2 S R s B JC R BT PR LR 4
2.5 FHRKE O

BOAvb et 0.5 ¢, W B FRAE , NS mL N, N - —H
S PP P e At I 100 mg / mL BOVATR , F BET FIK 73
SRR, BVASHIA V0 B Mk T VA B2 439012 1. 666, 0. 833,
0.417,0.2,0. 1 mg/ mL B F 51 NPC %9 , 73 Fh il 28 1
R VR B VA TR D A 2N AH T N B R Y PPC VAT, i
PPk ee . JF % PC FMINC, 45 R WL 5.0 WL, i[ vb
R o R B AN R 0. 833 mg / mL ISR N EE R 5
H AR S

*5 HARFHBRBILESE

Tab.5 Results of the pre — interference test II

wRA AT B R iR E R E (mg / mL) CooNe
5 EE 1666 0.833 0.417 0.2 0.1

2007203 NPC -- -- -- - - - - +4 --
PPC -- + + + 4+ + 4+ + +

21030112 NPC - - -- - - - - - - 44 - -
PPC -- + + + 4+ + 4+ o+ +

2.6 BRLBEHKRNANSZEEKTFHREIERE

BUAVPEEME 0. 5 o, K % FRE , A S. 0 mL N, N -
R B e A A BC ) A 100 mg / mL AYYE M, N BET
FHAKZE A B B BT v FEE 4 0. 833 mg / mlL f A V0 S B
V5 55 B 100 mg / mL A YA VD JHEME N, N — — G HH ik
1 mLL, A 30 EU / mL N8 Z %W, F BET K
Fis Bl SN 25 E W E 4 0. 25 EU / mL, YA 70 BEME 1 vk
JE4 0. 833 mg / mL AR (2N) , J5 FH [RIHE B2 A T v B e
RBP4 )45 0. 125,0. 06,0. 03 EU / mL 41 i
PEE 2R AT V0 BRI TV, [0 i ot 5 A ) e B8 PN 73 R 1Y)
IS HEA TR I I IV, NV — PP 358 Y 5 v J3 42 1
TE 2% J VAR JE5F s N, N — —F 5L I B e i e
XL S A N B R T T E AR LR 6.
2.7 EXF#HiLga0-12]

3 AR B I VD R e 3 i 45 0. 833 mg / mL
Bl s A i, R AT IE S T A5 R LR T AT R
e B R RO 24N R B &R S Al B R Y
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Tab.7 Results of the interference test of samples

ERA KRS LESSE GCOIRN;

*3 5 0.25 0.125 0.06 0.03 e (EU/mL)
2007203 BET A%k ++ ++ -- -- 0.125
SPO-I-210401 ++++ 4444 ---- ---- -- -- (I
SPO-1-200305 ++++ +4++ --=-- ---- -- 0.125
SPO-1-200306 ++ 4+ ++44 ---- ---- -- 0.125
21030112 BET Ak +t +4 -- e 0.125
SPO-1-210401 ++++ +444 ---- -=--- -- -- (15
SPO-T-200305 ++++ ++++ --=-- =-=--- -- 0.125
SPO-1-200306 ++++ ++++ ---- ---- -- 0.125

J I TG S T, AT AT A0 B P R A A
2.8 HEHNSERE
K 3 ALK A0 FEVBAR B, (04 T 4N BRI 8 A
AR A AR R E | W3R 8.
*8 HWRARBARNEERELESR
Tab.8 Results of BET of the samples

. N ks i g
FRARE R IRE NPC PPC PC  NC
K (mg / mLL)
2007203 SPO - 1-210401 0.417 - 44
SPO - 1 - 210303 0.417 - 44 o+ - -
SPO -1-210306 0.417 - -+t
21030112 SPO - 1-210401 0.417 -— 44
SPO - 1 - 210305 0.417 - 44 o+ - -
SPO - 1-210306 0.417 - 44
3 itig

240 A N 7 2R AN IR P, AT A s A 1
T HRF A AMBIYx AT R — i 2 01, 5245
N RE R IR A MBS 25 R ALA™ A0 BESON  B
IES9 207 AR S oy W 4/ Vi vk €y é /0 €11 RS
GREEZ CERI 5= 2R A7 JE > T U E TN
b 5 3 A e T B SRR R o 24 2o A v A R
PN ZOB AR S s 77 Al 1 A 7 e i R T RE AT A 2 AU
e Gl N T Ee N i i ol Y R |
BRT PN T 28R A 7 A 24 ST R A HE B S5 A D B
CEST A = i A T, — R FH I B 8 i 2% S X T 114



