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Table 1. Antibacterial spectrum of doripenem against gram-positive bacteria
MICOp g/mLO
Organism

DRPM IPM PAPM MEPM CAZ CPR FMOX
Staphylococcus aureus 209P JC 0.05 0.013 0.025 0.1 6.25 0.39 0.2
Staphylococcus aureus Smith 0.05 0.013 0.025 0.1 6.25 0.78 0.39
Staphylococcus aureus Terajima 0.05 0.025 0.05 0.2 12.5 0.78 0.39
Staphylococcus aureus Neumann 0.05 0.025 0.05 0.1 6.25 0.78 0.39
Staphylococcus aureus E-46 0.05 0.013 0.025 0.1 6.25 0.39 0.2
Stapyhlococcus aureus No.80 0.025 0.013 0.025 0.1 6.25 0.39 0.2
Stapyhlococcus epidermidis KP-1 0.1 0.025 0.05 0.2 12.5 0.78 0.39
Streptococcus pyogenes S-23 J 0.006 J 0.006 0.013 0.013 0.2 0.013 0.39
Streptococcus pyogenes Cook “ 0.013 0 0.006 0 0.006 0 0.006 0.1 0 0.006 0.2
Streptococcus pyogenes C-203 0 0.006 0 0.006 0 0.006 0.013 0.2 0 0.006 0.39
Enterococcus faecalis KP-1 125 3.13 6.25 25 0 100 25 25
Streptococcus pneumoniae Type | J 0.006 J 0.006 J 0.006 0.013 0.2 [J 0.006 0.39
Streptococcus pneumoniae Type 117 0.013 0.013 0.013 0.025 0.2 0.025 0.2
Streptococcus pneumoniae Type 1117 0.013 0 0.006 0 0.006 0.025 0.39 0.025 0.2
Corynebacterium diphtheriae KP-1" 0.05 0.05 0.1 0.05 25 0.78 1.56
Micrococcus luteus ATCC9341 0.05 0.013 0.025 0.05 0.39 0.05 0.1
Bacillus subtilis ATCC6633 0.025 0.013 0.013 0.05 1.56 0.2 0.2
Bacillus anthracis KP-1 0.05 0.013 0.025 0.025 100 6.25 0.2

Inoculum size was one loopful of 108 CFU/mL.

MICs were determined by the agar dilution method using Mueller-Hinton agar.

Y Supplemented with 10% horse blood.
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Table 2. Antibacterial spectrum of doripenem against gram-negative bacteria

MICOp g/mLO
Organism

DRPM IPM PAPM MEPM CAZ CPR
Neisseria gonorhoeae KP-1°° 0.013 0.05 0.025 0 0.006 0.025 0.025
Neisseria meningitidis KP-190 0.025 0.05 0.05 0 0.006 0.025 0.013
Escherichia coli NIH JC-2 0.025 0.1 0.1 0.013 0.2 0.025
Escherichia coli NIH 0.025 0.2 0.2 0.025 0.1 0.025
Escherichia coli K-12 0.05 0.2 0.2 0.013 0.05 0.013
Escherichia coli KC-14 0.025 0.1 0.1 0.013 0.1 0.025
Shigella dysenteriae EW-7 0.05 0.05 0.05 0.013 0.2 0.05
Shigella flexneri 2a EW-10 0.05 0.2 0.2 0.025 0.2 0.025
Shigella boydii EW-28 0.025 0.05 0.2 0 0.006 0.2 0.013
Shigella sonnei EW-33 0.05 0.1 0.2 0.025 0.1 0.05
Salmonella typhi T-287 0.05 0.05 0.1 0 0.006 0.05 0.013
Salmonella typhi 0-901 0.025 0.05 0.1 0 0.006 0.025 0.025
Salmonella paratyphi A 0.05 0.2 0.2 0.025 0.1 0.025
Salmonella paratyphi B 0.1 0.2 0.2 0.025 0.05 0.025
Salmonella enteritidis KP-1 0.05 0.1 0.2 0.013 0.1 0.05
Citrobacter freundii NIH 10018-68 0.1 0.39 0.2 0.025 0.39 0.013
Klebsiella pneumoniae KC-1 0.025 0.1 0.1 0.05 0.05 0.025
Klebsiella pneumoniae NCTC9632 0.1 0.39 0.39 0.05 0.1 0.025
Enterobacter cloacae NCTC9394 0.05 0.2 0.39 0.025 0.2 0.05
Enterobacter aerogenes NCTC10006 0.05 0.2 0.39 0.025 0.2 0.1
Hafnia alvei NCTC9540 0.025 0.1 0.39 0.025 1.56 0.1
Serratia marcescens IFO3736 0.1 0.78 0.78 0.05 0.2 0.05
Serratia marcescens T-55 0.1 0.2 0.39 0.05 0.1 0.025
Proteus mirabilis 1287 0.1 0.78 0.78 0.1 0.1 0.025
Proteus vulgaris OX-19 0.1 0.78 0.78 0.025 0.05 0.05
Providencia rettgeri NIH96 0.1 0.78 0.78 0.05 0.025 0.013
Providencia inconstans NIH118 0.1 0.18 0.78 0.1 0.05 0.013
Morganella morganii Kono 0.1 0.78 0.39 0.05 0.05 0.025
Haemophilus infuluenzae ATCC10211 " 0.2 1.56 0.39 0.05 0.05 0.025
Pseudomonas aeruginosa NCTC10490 0.1 0.78 0.78 0.1 0.39 0.78
Pseudomonas aeruginosa IAM1095 0.05 0.39 0.78 0.05 0.2 0.39
Pseudomonas aeruginosa No.12 0.78 1.56 3.13 0.78 1.56 3.13
Pseudomonas aeruginosa NC-5 1.56 12.5 12.5 0.78 0.39 0.78
Pseudomonas aeruginosa E-2 1.56 1.56 125 1.56 3.13 6.25
Pseudomonas aeruginosa K-13 1.56 1.56 125 1.56 3.13 125
Pseudomonas aeruginosa KA-5 0.39 0.78 6.25 0.2 50 100
Pseudomonas cepacia ATCC25416 0.013 0.013 0.013 0.013 6.25 0.78
Acinetobacter calcoaceticus Ac-54 0.1 0.2 0.2 0.2 1.56 3.13
Alcaligenes faecalis IAM1015 0.05 0.025 0.025 0.1 12.5 0.78
Alcaligenes faecalis IFO1311 0.013 0.025 0.013 0.025 0.78 0.1

Inoculum size was one loopful of 108 CFU/mL.

MICs were determined by the agar dilution method using Mueller-Hinton agar.
Y Supplemented with 5% Bact Fildes Enrichment.
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Table 3.0 Antibacterial activty of doripenem against clinical isolates of gram-positive bacteria

MICOp g/mLO
Organism[] No. of strainslJ Antibiotics
Range MICso MICgo
DRPM 0.025-0.2 0.05 0.1
IPM 0.013-0.05 0.025 0.025
PAPM 0.013-0.1 0.05 0.05
Staphylococcus aureus] 880 MEPM 0.025-0.39 0.1 0.2
(10 methicillin-susceptible: MSSAL CAZ 6.25-50 125 25
CPR 0.2-6.25 0.78 1.56
FMOX 0.2-0.78 0.39 0.78
DMPPC 0.39-6.25 1.56 3.13
DRPM 0.05-25 3.13 25
IPM 0.025-100 1.56 50
PAPM 0.05-100 3.13 50
Staphylococcus aureus 440 MEPM 0.2-50 6.25 50
[0 methicillin-resistant: MRSAL CAZ 6.25- 0 100 0 100 0 100
CPR 0.78-100 25 100
FMOX 1.56-100 6.25 50
DMPPC 0.78- 0 100 12.5 0 100
DRPM 0.025-50 0.39 25
IPM 0.013-50 0.1 100
PAPM 0.013-100 0.2 100
. - MEPM 0.05-100 0.78 50
Staphylococcus epidermidis] 750
CAZ 3.13- 0 100 6.25 0 100
CPR 0.2- 0 100 6.25 0 100
FMOX 0.2- 0 100 3.13 100
DMPPC 3.13-0 100 3.13 0 100
DRPM 0 0.006-0.013 0 0.006 0 0.006
IPM O 0.006 0 0.006 0 0.006
PAPM 0 0.006 0 0.006 0 0.006
Streptococcus pyogenes [ 2701 MEPM 0 0.006-0.013 0 0.006 0.013
CAZ 0.1-0.2 0.1 0.2
CPR 0.013-0.025 0.013 0.013
FMOX 0.2-0.39 0.2 0.39
DRPM 0 0.006-0.025 0 0.006 0.013
IPM 0 0.006-0.013 0 0.006 0.013
PAPM 0 0.006-0.025 0 0.006 0 0.006
Streptococcus pneumoniae " 300 MEPM 0.013-0.1 0.013 0.025
CAZ 0.2-6.25 0.2 1.56
CPR 0.013-1.56 0.05 0.39
FMOX 0.1-1.56 0.2 0.78
DRPM 0.013-0.025 0.025 0.025
IPM 0.013-0.025 0.013 0.013
PAPM 0.013-0.025 0.013 0.013
Streptococcus agalactiae “[1 24[] MEPM 0.025-0.05 0.05 0.05
CAZ 0.39-0.78 0.78 0.78
CPR 0.05-0.1 0.05 0.05
FMOX 0.39-1.56 0.39 0.78
DRPM 1.56-12.5 6.25 6.25
IPM 0.39-1.56 0.78 1.56
PAPM 0.39-1.56 1.56 1.56
Enterococcus faecalis(] 3400 MEPM 1.56-25 6.25 125
CAZ 100- O 100 0 100 0 100
CPR 1.56- 0 100 100 O 100
FMOX 12.5-0 100 0 100 00 100

0 Continueld
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MICOp g/mLO
Organism0O No. of strainsOJ Antibiotics

Range MICso MICgo

DRPM 0.39-50 25 50

IPM 0.2-100 6.25 125

PAPM 0.39- 0 100 3.13 25

Enterococcus faecium 200] MEPM 0.78- 0 100 25 50
CAZ 25- 0 100 J 100 0 100
CPR 0.78- 0 100 J 100 0 100

FMOX 6.25- 1 100 50 100

DRPM 3.13-100 6.25 25

IPM 0.78-100 1.56 6.25

PAPM 1.56-100 3.13 125

Enterococcus avium(] 1401 MEPM 3.13-0 100 125 25
CAZ 50- 0 100 0 100 0 100
CPR 6.25- [0 100 50 0 100

FMOX 25- 0 100 J 100 100

Inoculum size was one loopful of 108 CFU/mL.

MICs were detemined by the agar dilution method using Mueller-Hinton agar.

U Supplemented with 10% horse blood.
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Table 4.0 Antibacterial activty of doripenem against clinical isolates of gram-negative bacteria

MICOp g/mLO
Organism[] No. of strainslJ Antibiotics
Range MICso MICgo
DRPM 0.025-0.39 0.05 0.1
IPM 0.05-0.78 0.2 0.39
Escherichia colil] 800 PAPM 0.1-0.78 02 039
MEPM 0.013-0.1 0.025 0.05
CAzZ 0.05-3.13 0.1 0.39
CPR 0.025-0.2 0.05 0.1
DRPM 0.025-0.1 0.05 0.1
IPM 0.1-0.39 0.2 0.39
Citrobacter freundiil 270 PAPM 0.1-0.78 02 039
MEPM 0.025-0.1 0.025 0.05
CAZ 0.2- 0 100 0.39 0 100
CPR 0.025-12.5 0.05 0.78
DRPM 0.025-0.2 0.1 0.2
IPM 0.1-1.56 0.39 0.78
Klebsiella pneumoniae 540 PAPM 0.1-156 0-39 078
MEPM 0.025-0.2 0.05 0.1
CAz 0.025-0.78 0.1 0.39
CPR 0.025-1.56 0.05 0.2
DRPM 0.025-0.78 0.05 0.2
IPM 0.1-1.56 0.2 0.78
b | PAPM 0.1-3.13 0.2 0.78
Enterobacter cloacaell 2601 MEPM 0.013-0.78 0.05 0.2
CAzZ 0.1-0 100 0.2 100
CPR 0.025-6.25 0.05 3.13
DRPM 0.025-0.78 0.1 0.2
IPM 0.1-1.56 0.39 0.78
Enterobacter aerogenes 270 PAPM 0.1-1.56 039 039
MEPM 0.013-0.39 0.05 0.1
CAz 0.025-50 0.2 25
CPR 0.05-1.56 0.1 0.78
DRPM 0.025- 0 100 0.39 6.25
IPM 0.1-0 100 0.78 6.25
) PAPM 0.025- 0 100 0.78 6.25
Serratia marcescens(] 780]
MEPM 0.025- 0 100 0.78 125
CAzZ 0.025- 0 100 1.56 50
CPR 0.025- 0 100 0.78 25
DRPM 0.1-0.78 0.39 0.39
IPM 0.78-6.25 3.13 3.13
Proteus mirabilis(] 270 PAPM 0.78-6.25 313 3.13
MEPM 0.1-0.39 0.2 0.2
CAZ 0.05-0.2 0.05 0.2
CPR 0.05-0.78 0.1 0.2
DRPM 0.05-1.56 0.39 0.78
IPM 0.2-6.25 1.56 3.13
B PAPM 0.1-3.13 1.56 3.13
Proteus vulgarist 390 MEPM 0.013-0.39 0.1 0.2
CAzZ 0.05-3.13 0.1 0.2
CPR 0.05-12.5 0.2 1.56

[ Continueld
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MICOp g/mLO
Organism0O No. of strainsOJ Antibiotics
Range MICso MICgo
DRPM 0.1-0.78 0.39 0.78
IPM 0.78-6.25 1.56 3.13
Morganella morganiil 260 PAPM 0.78:3.13 156 3.13
MEPM 0.05-0.39 0.1 0.39
CAZ 0.1-100 1.56 100
CPR 0.025-1.56 0.05 1.56
DRPM 0.05-1.56 0.1 0.39
IPM 0.39-3.13 1.56 3.13
B . A PAPM 0.2-3.13 0.78 1.56
Providencia rettgerilJ 150
MEPM 0.05-0.39 0.05 0.1
CAZ 0.025-3.13 0.1 1.56
CPR 0.013-3.13 0.05 1.56
DRPM 0.013-0.025 0.025 0.025
IPM 0.013-0.1 0.05 0.1
Moraxella catarrhalis “0 320 PAPM 1) 0.006-0.05 0.025 005
MEPM [0 0.006-0.013 0 0.006 [0 0.006
CAZ 0.013-0.39 0.1 0.2
CPR 0.05-3.13 0.78 1.56
DRPM 0.013-0.1 0.05 0.05
IPM 0.05-0.2 0.1 0.1
Neisseria gonorrhoeae "2 150 PAPM 00502 01 01
MEPM 0 0.006-0.025 0.013 0.025
CAzZ 0.025-0.2 0.05 0.1
CPR 0.013-0.05 0.025 0.05
DRPM 0.05-0.39 0.2 0.39
IPM 0.39-3.13 1.56 3.13
Haemophilus influenzae "©°0 280 PAPM 039-3.13 1.56 8.13
MEPM 0.025-0.1 0.05 0.1
CAZ 0.05-0.2 0.1 0.2
CPR 0.05-0.1 0.05 0.1
DRPM 0.1-125 0.78 3.13
IPM 0.39-12.5 1.56 3.13
) PAPM 1.56-50 12.5 12.5
Pseudomonas aeruginosal] 1080
MEPM 0.1-125 0.78 3.13
CAZ 0.39-25 1.56 125
CPR 1.56- 0 100 125 25
DRPM 0.1-0.78 0.2 0.39
IPM 0.05-0.39 0.2 0.2
Acinetobacter calcoaceticus 440 PAPM 0.10.78 02 039
MEPM 0.05-0.78 0.39 0.78
CAZ 0.78-50 6.25 25
CPR 0.39-50 3.13 25

Inoculum size was one loopful of 106 CFU/mL.

MICs were detemined by the agar dilution method using Mueller-Hinton agar.
Y Supplemented with 10% horse blood.

Y Gonococcus medium chocolate agar(]

B00 Supplemented with 5% Bacto Fildes Enrichment.

ipMOOOOOOOOoOoOoooooomMEPMOOODOO O OO0 DRPMO MIC, O 039 ug/mLOO00 000
OO0O0OC0OO0OD0OO0OO0OO0OO0OOP.aeruginosad 108000 ggboooboboobuooboobobooboobooo
OO0DRPMO MICOO 0.10125ug/mLOO0O00O00O0O goooooo

MICx O OO MICo,O 0000 0.78ug/mLO O 0O 3.13 ugboooooobooong

ug/mLO MEPMOODOOOOO0OOO0O0OOODOOCAZ gdodoooobopHDODOOOO00oOoooboboO
OCPROIDOO 40800 000O0OA. calcoaceticus 44 OO00000O000O00O000oOg TablesO O OO0
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Table 5.0 Influence of pH, horse serum and inoculum size on antibacterial activity of doripenem
MICOu g/mLO
Organisms Antibiotics pH serum conc.[ %0 Inoculum sized CFU/mLO
55 7.0 8.5 0 10 25 50 10° 108 107 108
DRPM 0.025 | 0.05 0.1 0.05 0.05 0.1 0.1 0.025 | 0.05 0.05 0.05
% 0P 3G IPM 0.013 | 0.013 | 0.025 | 0013 | 0.013 | 0.025 | 0025 | 0.013 | 0.013 | 0.013 | 0.013
MEPM 0.05 0.1 0.2 0.1 0.1 0.2 0.2 0.1 0.1 0.1 0.1
i DRPM 0.025 | 0.05 0.05 0.05 0.05 0.05 0.05 0.05 0.05 0.05 0.05
Eé"l‘; IPM 0.2 0.2 039 | 02 0.2 0.2 0.39 | 02 0.2 039 | 039
MEPM 0.013 | 0.013 0.013 | 0.013 | 0.013 | 0.013 0.013 | 0.013 | 0.013 | 0.013 0.013
i DRPM 0.78 1.56 1.56 1.56 1.56 3.13 6.25 1.56 1.56 1.56 1.56
E'F?Xg‘f'”osa IPM 625 | 625 |125 | 625 | 625 | 625 |125 | 313 | 625 | 625 |125
MEPM 0.78 1.56 3.13 1.56 1.56 3.13 6.25 1.56 1.56 3.13 3.13
S.aureus 209P JC E.coli K-12 P.aeruginosa PAO1
MIC: 0.025u g/mL MIC: 0.1p g/mL MIC: 3.13u g/mL
10 1 \ 10
s
o oot 9
8 1/4 MIC 8
-
£ 7 7
o @]
T 6 ¢ 5 6 ¢
pt &
2 5 5 5
8
Z 4 4
° o
2 3 \/] 3
-
2 2
1 o 1
0 1 1 1 1 ” ] 0
0 1 2 4 6 24 0 1 4 6 24 0 1 2 4 6 24

Incubation timed h(1J

Fig. 1.

DRPM O OO pHI pH5507.00 8500000000
000 S,aureus209PJCOO0O0O0OOODOOOOODO
goooobooooooooboooooboooooa
goooobooooooooboooooboooooa
goooooODRPMOOOOUOOOOOOOOOOO
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Killing curve of doripenem against S. aureus 209P JC, E. coli K-12, and P. aeruginosa PAO1.
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Fig. 2. Killing curve of doripenem against E. coli K-12 and P. aeruginosa PAOL1 in late logarithmic and stationary phases.
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Fig. 3. Killing curve of doripenem against E. coli K-12 and P. aeruginosa PAOL1 in late logarithmic and stationary

phases.
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Table 6.0 In vitro postantibiotic effect of doripenem 00000000000000000.1 pg/md2MIC
PAED hiJ 0000000000000 00D0OI Fig. 5O0P. aerug-
Organism i

9 pm— o oAz inosa PAO1 00 0.39 ug/mld 1/4MICOO0 00O 0.78 g/
- mLO1/2MICO00000000000D0O0O0DOOO3.43

E. coli K-12 0.3 0.4 0.5
002pg/mLP [O1.56pg/mLP [00.78u g/mLCP pg/mLO00O0D002MICOD0D00O0OODOOOOOO

P. aeruginosa 2.0 2.3 0.2
0 PAOL [ 6.25p g/mLLP |0 25p g/mLCP |0 25u g/mLCP DD0DD000DDOOOD0D0DO00625ug/mL

o4MICOOOO0ODOOOOOODOOOFg. 601
PAE: postantibiotic effect.
Treatment: 2 MIC, 1 h. mooonoooooogooond
22 MIC. 10 0bhoooooobooobooboooo
0000003 000ob0obobooso0ednogonO
0000000 Table7OOOOO

Control 0.013p g/mLO 1/4 MICO O

0.025p g/mL0O 1/2 MICO O 0.05p g/mLO 1 MICO O

0.1pg/mLO2MICO O 0.2pug/mLO4 MICO O

Fig. 4. Differential interference contrast micrographs of S. aureus 209P JC exposed to DRPM for 3 h.
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Control

0.013p g/mLO 1/4 MICO O

0.025p g/mLO 1/2 MICO O

0.05p g/mLO 1 MICO O

0.1y g/mLO 2 MICO O

0.2u g/mLO 4 MICO O

Fig. 5. Differential interference contrast micrographs of E. coli K-12 exposed to DRPM for 3 h.

S. aureus Smith O 0 DRPMO EDs O O 0.0033 mg/
mouse 0 O OOIPM/CSO 00 OO OO MEPM/CSO
CAZzODODO CPRODODOOOOOOS. pyogenes C-203 O
00O 0O DRPMO EDs O O 0.0069 mg/mouse 0 O OO
CAZz0 0000000 OOOIPM/CSOMEPM/CSO OO
CPROOODOODODOOS. pneumoniae Type IO 0O OO
DRPM O EDs O O 0.021 mg/mouse O O O O MEPM/CS
000 CAZODODOOOOOOOOOPM/CSOOO CPR
O00O0O0O0O00OOE. coli KC-140 00 O DRPM O
EDs O 0O 0.0081 mg/mouse 0 O O O MEPM/CSO CAZ
D00 cCcPROODOOOOOOOOOOOODOO IPM/

CSOUOO0OD0OO0O0OO0ODOODOK. pneumoniae KC-10 O O
DRPM O 0.12 mg/mouse 0 ED5, 0 0 O O IPM/CS O O
0 MEPM/CSOOD0O0O0OO0O0O0O0O00O0OOOOCAZ
00O cPROOOOOOOD

S. marcescens T-55 0 0 0O 0 DRPM O EDs O O 0.021
mg/mouse JOCAZO OO CPROD OO 1/1401/350
MEPM/CSO0 1/200000000 IPM/CSODO0 4
0ooooooooooooon

A. calcoaceticus Ac-54 0 0 O P. aeruginosa E-2 0 O
0 DRPMO EDs, 0 0 O 0 0O O 0.023mg/mouse 0 O O
0.0065mg/mouse 0 D0 00000000 O00OOOO
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Fig. 6. Differential interference contrast micrographs of P. aeruginosa PAO1 exposed to DRPM for 3 h.
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Table 7. Therapeutic efficacy of doripenem against systemic infection in mice

: Challenge dose " o MIC EDso 95% confidence
Organism 0 CFU/mousel Mucin Antibiotics Opg/mLO |0 mg/mousel] limit
DRPM 0.05 0.0033 0.0025-0.0043
s 0% 106 IPM/CS 0.013 0.00069 0.00053-0.00090
. aureus .0 x
0 Smith 0 441 Deyl] 0 MEPM/CS 0.1 0.0085 0.0065-0.0012
CAZ 6.25 0.11 0.086-0.16
CPR 0.78 0.0097 0.0074-0.013
DRPM 0 0.006 0.0069 0.005-0.011
s 80 x 107 IPM/CS 0 0.006 0.0037 0.0027-0.0053
. pyogenes .0 x :
0 G203 0] 285L Deoll 0 MEPM/CS 0.013 0.0035 0.027-0.048
CAZ 0.2 0.049 0.034-0.071
CPR 0 0.006 0.0032 0.0022-0.043
DRPM 0.013 0.021 0.016-0.032
s ] 26 x 107 IPM/CS 0 0.006 0.0057 0.0043-0.011
. pneumoniae 6 x :
O Type Il 0 93LDsyl] 0 MEPM/CS 0.025 0.049 0.037-0.078
CAZ 0.39 0.96 0.67-1.90
CPR 0.025 0.012 Not calculated
DRPM 0.025 0.0081 0.0062-0.011
E coli 52 x 106 IPM/CS 0.1 0.031 0.015-0.038
. coli 2 %
0Kc-14 0 20LDsyl] 0 MEPM/CS 0.013 0.0060 0.0037-0.0082
CAZ 0.1 0.0098 0.0065-0.013
CPR 0.025 0.0060 0.0042-0.0079
DRPM 0.025 0.12 0.086-0.19
K i 17% 102 IPM/CS 0.1 0.15 0.11-0.24
. pneumoniae NES ]
0KC-1 0 94L Dsyl] 0 MEPM/CS 0.05 0.11 0.081-0.14
CAZ 0.05 0.052 0.039-0.070
CPR 0.025 0.020 0.016-0.027
DRPM 0.1 0.021 0.012-0.042
s L1x 106 IPM/CS 0.2 0.076 0.051-0.13
. marcescens 1 x
0 T-55 0 150 Dsyl] 0 MEPM/CS 0.05 0.0097 0.0058-0.015
CAZ 0.1 0.0015 0.00096-0.0032
CPR 0.025 0.00060 0.00041-0.00095
DRPM 0.1 0.023 0.016-0.037
A cal . 85 x 106 IPM/CS 0.2 0.015 0.0087-0.021
. calcoaceticus 5 x
0 Ac-54 0 9L Dsol] O MEPM/CS 0.2 0.032 0.018-0.052
CAZ 1.56 0.75 0.44-1.41
CPR 3.13 0.82 0.48-2.28
DRPM 1.56 0.0065 0.0049-0.0099
b ) 1% 106 IPM/CS 1.56 0.0082 0.0059-0.012
. aeruginosa 1 x )
0 E-2 0 1111 Deoll 0 MEPM/CS 1.56 0.011 0.0081-0.015
CAZ 3.13 0.12 0.093-0.19
CPR 6.25 0.30 0.23-0.41
DRPM 3.13 0.036 0.014-0.30
P. aeruginosa L1x 108 IPM/CS 3.13 0.024 0.011-0.040
0 SR4967 ) 0 '69LD50E| 0 MEPM/CS 1.56 0.021 0.012-0.032
0 CAZ-resistant strain(] CAZ 25 2.00 Not calculated
CPR 50 0 2.00 Not calculated

Mice were infected intraperitoneally with the test organism in 3% mucin or heart infusion broth.
Antibiotics were administered subcutaneously 2 hours after infection.
MICs were assayed by agar dilution method with one loopful of 108 CFU/mL.
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Fig. 7. Therapeutic efficacy of DRPM against respiratory
tract infection due to K. pneumoniae B-54 in mice.
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Fig. 8. Therapeutic efficacy of DRPM against urinary tract
infection due to E. coli 444 in mice.
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showed a postantibiotic effect of 2.0 h the same as IPM.
Therapeutic effects of DRPM were examined using an experimental infection model in mice. The efficacy of
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In vitro and in vivo antibacterial activity of doripenem

Takeshi Nishino, Masako Otsuki and Masaaki lzawa

Department of Microbiology, Kyoto Pharmaceutical University,

5 Nakauchi-cho, Misasagi, Yamashina-ku, Kyoto, Japan

In vitro and in vivo antibacterial activity of a new carbapenem antibiotic, doripenemi] DRPM[] was com-
pared to that of imipeneml] IPM0 panipenerd] PAPM meropener MEPMUJ ceftazidimél CAZ[] and cefpirome
0 CPR DRPM showed a broad antibacterial spectrum against gram-positive bacteria such as Staphylococcus
aureus and gram-negative bacteria including Pseudomonas aeruginosa. DRPM was 2-fold more active than
MEPM against MSSA: MICs of DRPM was 0.1 pg/mL. Against Pseudomonas aeruginosa, DRPM was more po-
tent than PAPM and CAZ and the same as IPM and MEPM, with MICy of 3.13 ug/mL. DRPM showed potent
bactericidal activity against E. coli and Pseudomonas aeruginosa. Against Pseudomonas aeruginosa, DRPM

DRPM against systemic infection of Pseudomonas aeruginosa was equivalent to imipenem/cilastatifil IPM/CSO
and meropenem/cilastatin) MEPM/CSO and was superior to CAZ. DRPM showed activity equal to IPM/CS and

MEPM/CS in local K. pneumoniae and E. coli infection.



