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Description

A40926 F&— T L ) 41 AT 4 MO BE SR SR BB AT 40 D-TH 2Bt -D- N &8 (D-Ala-D-Ala) FIFE RS PTE
FoA40926 I TE GG A% U AT A0 BE R, A 2 IRBH PR TR (A A R T RERR ) R
W A B A AOR S, MIC=0.06-2 1 g/mL, X755 K20 BRI . A40926 BRIk 2 b
AT, IRANuRE TR, SEUIE R . A40926 M HRIATERRIITREE 1, AR Th Ly i fE I
SERAE I E) ok B A 3 e 0135 61.22 h).

IC50 & Target

Glycopeptide

In Vitro

A40926 XfH2ECPHVE T (IR (R IR . BERREE) KR 4% B T R I ORI
MIC=0.004-32 w g/mL, F& X iths 48 B IR 7 B dk ) MIC A8l 1 wgml, BFMKT
Teicoplanin ! Vancomycin [1].

A40926 (4-16 1 g/mL;5h) 7£ 4-8 fif MIC WKEET,5h WARK 99.9%-99.99% [l RS Bk,

HHE KM 2 Spectinomycin il 24 B #k, FILH POE KB IEIE[L].

Cell Viability Assay[1]

Cell Line: Neisseria gonorrhoeae,Streptococcus pyogenes,Streptococcus
faecalis,Staphylococcus aureus,Staphylococcus epidermidis

Concentration: MIC

Incubation Time:

Result: Exhibited antibacterial activity with MIC values of 2 pg/mL (Neisseria
gonorrhoeae), 0.06 pg/mL (Streptococcus pyogenes), 0.06 pg/mL
(Streptococcus faecalis), 0.06 pg/mL (Staphylococcus aureus), 0.06

png/mL (Staphylococcus epidermidis), respectively.

In Vivo

A40926 (10 mg/kg: F FVEST: FFIE) 3% CD-1 /N BRAWCILEREAY , IR /N B 52 3 4 B 67
FIERTE e B B T 0 i 28 B BRI R e, R BR KT Teicoplanin (ED50 7354 1.9. 0.33. 0.38
mg/kg) , (LIS K E L Teicoplanin 35 B 5 HAFEERT IR E K[ 1],

A40926 (10 mg/kg: FlkESH/ B FEST: S7a) EREME CD KRMZRE) 1R, # ik
SRS L3R R R BRI, R WI=61.22 h, K NS AR BEIE 90%, 120 h B A pRAEE
# 35.9%[2].

Animal Model: CD-1 mice (male and female, 18-22 g) infected with Staphylococcus

aureus, Streptococcus pyogenes, or Streptococcus pneumoniae(1]

Dosage: 10 mg/kg (dissolved in 10% DMSO, 40% PEG 300, 5% Tween-80, and
45% saline)

Administration: Subcutaneous injection, single dose

Result: Demonstrated protective efficacy against systemic infections caused by
gram-positive pathogens, with EDso values of 1.9 mg/kg for S. aureus,

0.33 mg/kg for S. pyogenes, and 0.38 mg/kg for S. pneumoniae.

Although slightly less effective than Teicoplanin in survival rates,
achieved peak serum concentrations of 128 pg/mL and maintained
effective levels (>1 pg/mL) for over 72 h, indicating prolonged exposure

compared to Teicoplanin.
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Animal Model: Male CD rats (161-185 g) for pharmacokinetic analysis[2]
Dosage: 10 mg/kg (formulated in 10% DMSO and 90% corn oil for s.c.)
Administration: Intravenous or subcutaneous injection, single dose, 1 cycle.
Result: Displayed a tri-exponential plasma concentration profile with a terminal

half-life of 61.22 h, mean residence time of 84.5 h, and total clearance of
0.11 L/h/kg.

Subcutaneous injection resulted in rapid absorption (Tmax=2 h) and high
bioavailability (~90%).

Urinary excretion accounted for 35.9% of the administered dose within
120 h, primarily as unchanged drug, while fecal excretion was minimal

(<5%).

Solvent&Solubility

1 B S
DMSO 1 [ R : 5.88 mg/mL (3.39 mM; ultrasonic and warming and heat to 20°C; Wi ] DMSO
P I R A R R, T (8 BT DMSO)

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 0.5772 mL 2.8860 mL 5.7719 mL
Stock Solutions 5 mM - - -
10 mM

*TEARLAE 7 S TE AN TEVA A7) o BV A B PR A& VA FIBC 1 5 — BRI 1 4 2 ORAE,

ST R R I P P R

i % B A7 77 SURBIPR : -80°C, 6 months; -20°C, 1 month. -80°C f§ {76, 54 6 > H A, -20°C
fiEfEit, EAE 1 ANH AL .

YL

WARIE N LIRSS 25707 X IR PRIE L VA IR T % .

VLNV 7 R85 e ] In Vitro 75 SUBCHITESE R, BRI I Bh 7 77«

SEVE, BTSRRI T DURAE AR AR, IS ORAE: RSB TR,

WESLHIE, 2R,

DR VAR TR 78 R B 2 LG R R VA FRIE S IE ) i P AR (5 B e AR e M B TE S AT
G, AT LOE N AR/ B8 7 1 7 B

E S

R FA AT 10% DMSO  —  40% PEG300 — 5% Tween-80 —  45% Saline
Solubility: > 0.59 mg/mL (0.34 mM); 3%

BT RT3 > 0.59 mg/mL CHRIERAD IR THE

U 1mL TARH], I 100 uL 5.9 mg/mL f#{E DMSO f##WNE] 400 uL PEG300 ', iR51Y
15 FEA R R PRI 50 uL Tween-80, JRAIIS); ARIBF4RSEIMAN 450 uL AEFRERK EHE |
mL.

AEFEEKIECH]: ¥ 0.9 g ALY, T ddH.0 JFERZE 100 mL, A A/SFVESE U 028 B H K
a3

L -

IR IR R 10% DMSO  —  90% (20% SBE-B-CD in Saline)

Solubility: > 0.59 mg/mL (0.34 mM); ¥#i% 5

BT RT3 > 0.59 mg/mL CHRIEERAD IR HIE
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PL I mL TAEM 9B, EL 100 pL 5.9 mg/mL [¥EH DMSO f##& %] 900 pL 20% fJ SBE-B-CD
AER R KK B, IREA.

2 ¢ SBE-B-CD (Mt [ 5t B-MAMIKE) MAEAT 10mL FIAEEIKY, BEBMEEEEN.
HE =

VAR 5 V8 I A -

Solubility: > 0.59 mg/mL (0.34 mM); 357

10% DMSO — 90% Corn Oil

I
BL1mL TAEBCAB, B 100 uL 5.9 mg/mL K DMSO fif #NE] 900 pL TR+, iR A1,
E = 3TN [1]. Goldstein BP, et al. A40926, a new glycopeptide antibiotic with anti-Neisseria activity. Antimicrob
Agents Chemother. 1987 Dec;31(12):1961-6.
[2]. Bernareggi A, et al. Pharmacokinetics of A40926 in rats after single intravenous and subcutaneous doses.
Antimicrob Agents Chemother. 1988 Feb;32(2):246-9.
SE Rk R WA
TR it AE AN RIA T b BV 7 L P B BRI E b i 2V — ELIC IR T, W0 R ORAT 8 S R S VR RIS PR 7 i 2K
il # IR R A7 7 FAIPR . -80° C, 6 months; -20° C, 1 month. -80° C f§f#HT, WH7E 6 NMA WA, 20° CHEFERT, B
1A H WA
ALIEVEF RE 1mg 5mg 10 mg 25 mg
B
WE
DMSO 1 mM 0.5772 mL 2.8860 mL 5.7719 mL 14.4298 mL

UET7 AT > 0.59 mg/mL CHEANEEARKD HIFER, S5 556 A HI7E A 1 LR Bh s is i
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