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In vivo activity of tedizolid phosphate injection
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Abstract Objective  To evaluate the in vivo activity of tedizolid phosphate injection in the treatment of
mouse septicemia caused by Staphylococcus aureus, Enterococcus faecalis and Streptococcus pyogenes. Methods
The SPF ICR mice and a standard strain of Staphylococcus aureus (ATCC29213) and other three clinical isolated
pathogenic bacteria of Staphylococcus aureus (n=22), Enterococcus faecalis (n=18) and Streptococcus pyogenes
(n=63) were selected. The mouse septicemia model was established by an intraperitoneal injection of the suspensions
(minimal lethal dose) of bacteria 0.5mL. Tedizolid phosphate and linezolid were injected to the mice 1h after the
s» EDys and P

values were calculated by the BLISS method. Results  The ED_and ED,; of tedizolid phosphate injection against

bacteria injection. The survivals of the infected mice were monitored for seven days, and the ED

the standard strain of Staphylococcus aureus (ATCC29213) and other three clinical isolated pathogenic bacteria of
Staphylococcus aureus (n=22), Enterococcus faecalis(n=18) and Streptococcus pyogenes (n=63) were 1.57~3.52mg/kg
and 3.86~8.21mg/kg, which were better than those of the control drug linezolid injection. Conclusion  Against
the standard strains and clinical isolates pathogens, tedizolid phosphate injection shows a better in vivo antibacterial
activity than the drug line zolid injection.
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Tab. 1 Protection test dose of tedizolid phosphate injection and

linezolid injection against four strains in vivo

(ATCC 29213) (n=22) (n=18) (n=63)
5 5 10 5
35 35 7 35
245 245 49 245
1.72 1.72 3.43 1.72
12 12 24 12
0.84 0.84 1.68 0.84
20 10 20 20
14 7 14 14
9.8 49 9.8 9.8
6.86 3.43 6.86 6.86
48 24 48 48
3.36 1.68 3.36 3.36
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10.00mg/kg
20.00mg/kg)
2) MLD
0.5mL/ MLD 1/10 MLD
0.5mL/ 1/10 MLD
1h 0.1mL/10g
MLD 1/10 MLD
(3)
24 48 72 96 120 144 168h
DAS verl.0
BLIESS ED,, ED,, Statall.0
p
2.2
3
2~5
3
ED,, 1.64 1.57 3.52
2.05mg/kg ED,,
(P<0.01)
3
2
(ATCC29213)

Tab. 2 In vivo activity of tedizolid phosphate injection against
Staphylococcus aureus (ATCC29213) compared with linezolid
injection in experimental septicaemia in mice

(n=22)

Tab. 3 In vivo activity of tedizolid phosphate injection against

Staphylococcus aureus (n=22) compared with linezolid injection

in experimental septicaemia in mice

/(mg/kg) 1% /(mg/kg) 1%

MLD 0 0 0 0

1/10MLD 0 20 0 20
5.00 100 20.00 90
3.50 90 14.00 90
245 80 9.80 70
1.72 50 6.86 50
1.20 30 4.80 40
0.84 10 3.36 30

EDjy/(mg/kg) 1.64 5.90

95% 1.28~2.03 3.53~8.08

EDy/(mg/kg) 3.86 25.38

/ 4
(CFU/mL) 2.62x10

MIC/(mg/L) 0.5 1

/(mg/kg) 1% /(mg/kg) /%

MLD 0 0 0 0

1/10MLD 0 30 0 30
5.00 100 10.00 80
3.50 90 7.00 70
2.45 70 4.90 40
1.72 60 3.43 30
1.20 40 2.40 10
0.84 10 1.68 0

EDjy/(mg/kg) 1.57 5.42

95% 1.18~1.98 4.26~7.36

EDy/(mg/kg) 4.09 15.07

(CFU/mL; 9.6x10°

MIC/(mg/L) 1 2

4 (n=18)

Tab. 4  In vivo activity of tedizolid phosphate injection against
Enterococcus faecalis (n=18) compared with linezolid injection in

experimental septicaemia in mice

/(mg/kg) 1% /mg/kg 1%
MLD 0 0 0 0
1/10MLD 0 30 0 30
10.00 100 20.00 90
7.00 90 14.00 70
4.90 70 9.80 60
343 50 6.86 50
2.40 20 4.80 40
1.68 10 3.36 10
ED;,/(mg/kg) 3.52 7.51
95% 2.78~4.37 5.16~10.45
ED,s/(mg/kg) 821 30.91
(CFU/mL; 4.66x10°
MIC/(mg/L) 0.5 0.5
C-5
D-
«C )
12h
2

[2.7]
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5 (n=63)

Tab.5 In vivo activity of tedizolid phosphate injection against
Streptococcus pyogenes (n=63) compared with linezolid injection
in experimental septicaemia in mice

/(mg/kg) /% /(mg/kg) 1%
MLD 0 0 0 0
1/10MLD
0 30 0 30
5.00 90 20.00 100
3.50 80 14.00 90
2.45 60 9.80 60
1.72 40 6.86 40
1.20 20 4.80 20
0.84 10 3.36 10
ED5,/(mg/kg) 2.05 7.54
95% 1.56~2.70 5.96~9.42
EDy/(mg/kg) 6.23 18.01
6.24x10°
(CFU/mL)
MIC/(mg/L) 0.5 1
[8]
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3
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3.6 3.5 2.1 3.7
ABSSSI

(2]

(3]

(4]

(6]

(8]

(10]

[9]

ABSSSI
2 ABSSSI

[10]

s

2014, 24(6): 499-500.

[J1. , 2015, 24(5):

481-483.
; , . ( )[M].
,2002: 1664-1666.

[M]. : . 1987:

154-229.
J1. ,2001, 26(3): 208-210.
LiS A, Lee W H, Zhang Y. Efficacy of OH-CATH30 and its

analogs against drug-resistant bacteria in vitro and in mouse
models[J]. Antimicrob Agents Chemother, 2012, 56(6):
3309-3317.

—_ [J1. )
2014, 14(5): 455-459.

Lepak A J, Marchillo K, Pichereau S, et al. Comparative
pharmacodynamics of the new oxazolidinonetedizolid
phosphate and linezolid in a neutropenic murine
Staphylococcus aureus pneumonia model[J]. Antimicrob
Agents Chemother, 2012, 56(11): 5916-5922.

[J1. ,2012, 8(7): 1-3.
Locke J B, John F, Mark H, et al. Structure-activity
relationships of diverse oxazolidinones for linezolid-
resistant Staphylococcus aureus strains possessing the
cfrmethyltransferase gene or ribosomal mutations[J].
Antimicrob Agents Chemother, 2010, 54(12): 5337-5343.



