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In vivo antimicrobial activities of novel glycopeptide antibiotics B7011 in murine
septicemia model of bacterial infections

Zhu Zhen-zhen', Lang Li-wei', Wang Hong-yan!, Zhu Shan-wei!, Han Xiao-tong?, Zhang Cui-ying?,
Cao Yan-ru? and Wei Zhen-man'
(1 Drug Trial Center, Pharmaceutical Department, Chinese PLA Geneal Hospital, No.5 Medical Center, Beijing 100039;
2 Yacht Biotechnology Company, Chengdu 610041)

Abstract  Objective To evaluate in vivo antimicrobial activities of novel glycopeptide antibiotics B7011 in
murine septicemia model of clinic isolated bacterial infections. Methods We researched the protective effects of B7011
and vancomycin in septicemia model of Gram-positive bacterial infections, and then we calculated and compared the
ED,, and ED,; of the two drugs with DAS2.1.1. Results B7011 showed good protective effects in septicemia model
of MSSA, MRSA, and VRE infections. The ED_ values against the three bacteria were 0.722, 0.193, and 0.395mg/kg,
respectively. Compared to vancomycin, in protective test of septicemia model in mice infected with MRSA and VRE, the
ED,, parameters of the two drugs were significantly different (£<0.05). In the protective test of septicemia in mice infected
with MSSA, there was no significant difference in ED, | parameters between the two drugs (P>0.05). Conclusion  The
results showed that B7011 had a good antibacterial effect against Gram-positive bacteria, especially that the death amount
of the mice with acute infections of the drug-resistant bacteria could be obviously reduced, and the protective effect was
obviously better than vancomycin. Combined with test in vitro, the results indicate that B7011 is expected to be a new type
of antibiotic which is clinically applied to drug-resistant bacteria and has a better therapeutic effect.
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Tab. 1 Drug dosage for acute septicemia induced by three strains of bacteria and mortality of animals after administration
T MLD i 14 HodH EORE:) Hal H54H HeH H7H
/(CFU/mL) 2y /(mg/kg) FETZ/NREL (n)

MSSA 5.4x10° B7011 2.040(0) 1.428(0) 1.000(1) 0.700(6) 0.490(9) 0.343(10) 0.240(10)
TEBER 5.000(0) 3.500(0) 2.450(0) 1.715(0) 1.201(1) 0.840(5) 0.588(7)

MRSA 5.06%10° B7011 1.500(0) 1.050(0) 0.735(0) 0.515(3) 0.360(3) 0.252(3) 0.176(5)
ToHEER 1.500(0) 1.050(0) 0.735(2) 0.515(6) 0.360(6) 0.252(9) 0.176(10)

VRE 9x10’ B7011 1.000(2) 0.700(4) 0.490(6) 0.343(7) 0.240(7) 0.168(7) 0.118(8)
THHEER 2.500(4) 1.750(6) 1.225(6) 0.858(7) 0.600(7) 0.420(7) 0.294(9)

2 B7011 KT R FON A 2 B ER T E0 RUBCRAEAR TR OR 37 4 T 0 25280 2 8

Tab.2 Pharmacodynamic parameters of the protective effect of B7011 and vancomycin against systemic infections in mice caused by

Gram-positive cocci

PR ESLY) ED,,/(mg/kg) ED/(mg/kg) EDys/(mg/kg)  EDs95% FI{EMR (Lys)/(mg/kg) P 1H

MSSA B7011 0.722 0.468 1.115 0.627~0.832 0.645
HhER 0.764 0.416 1.403 0.632~0.923

MRSA B7011 0.193 0.045 0.82 0.119~0.311 0.026"
FhHER 0.374 0.092 1.515 0.278~0.503

VRE B7011 0.395 0.046 3.429 0.261~0.597 0.002"
Tt HE 1.547 0.079 30.168 0.772~3.100
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