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Table 1. Antimicrobial activity of doripenem and other reference compounds against Gram-positive anaerobic bacteria and

facultative anaerobic bacteria

MICOp g/mLO
Organism
Doripenem Biapenem Meropenem Imipenem Clindamycin
Anaaerococcus prevotii ATCC9321 0.2 0.39 0.2 0.2 0.1
Atopobium parvulum VP10546 0.78 1.56 0.39 0.1 0.39
Finegoldia magna ATCC29328 0.2 0.39 0.1 0.2 0.78
Micromonas micros VPI5464-1 0.2 0.78 0.2 0.39 0.1
Peptoniphilus asaccharolyticus WAL3218 0.05 0.2 0 0.025 0.1 100
Peptoniphilus indolicus GAI0915 0 0.025 0.05 0 0.025 0.2 0.2
Peptostreptococcus anaerobius ATCC27337 0.39 0.39 0.39 0.1 0.1
Gemella morbillorum ATCC27824 0.05 0.05 0 0.025 0 0.025 0 0.025
Staphylococcus saccharolyticus ATCC14953 0.1 0.1 0.1 0 0.025 0.05
Streptococcus constellatus ATCC27923 0.2 0.78 0.39 0.2 0.1
Streptococcus intermedius ATCC27335 0.1 0.2 0.2 0.1 0.2
Clostridium clostridioforme NCTC11224 0.2 0.39 0.2 0.39 0.1
Clostridium difficile GA110029 3.13 6.25 3.13 6.25 0 200
Clostridium histolyiticum ATCC19401 0 0.025 0 0.025 0 0.025 0 0.025 0 0.025
Clostridium perfringens ATCC13124 0.05 0.1 0 0.025 0 0.025 0.05
Clostridium septicum ATCC12464 0.05 0.05 0 0.025 0 0.025 0 0.025
Clostriddium sordellii ATCC9714 0 0.025 0.05 0 0.025 0 0.025 0.39
Clostridium ramosum ATCC25582 0.78 1.56 1.56 0.2 1.56
Actinomyces odontolyticus GAI91002 0.2 0.39 0.2 0.1 0 0.025
Bifidobacterium adolescentis ATCC15703 0.2 0.1 0.1 0.2 0 0.025
Bifidobacterium bifidum JCM1255 0.39 0.78 0.1 0.2 0 0.025
Bifidobacterium breve ATCC15700 1.56 1.56 0.78 1.56 0 0.025
Bifidobacterium longum subsp. longum ATCC15707 1.56 1.56 0.39 0.39 0 0.025
Bifidobacterium pseudolongum ATCC25526 0.2 0.39 0.1 0.39 0 0.025
Eggerthella lenta ATCC25559 0.2 0.78 0.78 3.13 0.1
Propionibacterium acnes ATCC11828 0.78 1.56 0.39 0.05 0.05
Propionibacterium granulosum ATCC25564 0.39 0.78 0.39 0.05 0 0.025
Lactobacillus acidophilus JCM1132 0.39 0.78 0.39 0.2 0.78
Lactobacillus brevis subsp. brevis JCM1059 0.1 0.2 0.39 0.05 0 0.025
Lactobacillus casei subsp. casei JCM1134 0.78 1.56 1.56 0.39 1.56
Lactobacillus fermentum JCM1173 0.05 0.1 0.2 0 0.025 0 0.025
Lactobacillus plantarum JCM1149 0.2 0.39 0.2 0.05 0 0.025
Lactobacillus reuteri JCM1112 0.1 0.2 0.39 0.05 0 0.025
Lactobacillus salivarius subsp. salivarius JCM1231 0.39 0.78 0.78 0.39 0 0.025
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Table 2. Antimicrobial activity of doripenem and other reference compounds against Gram-negative anaerobic bacteria and

facultative anaerobic bacteria

MICOp g/mLO
Organism
Doripenem Biapenem Meropenem Imipenem Clindamycin
Bacteroides fragilis GAI5562 0.39 0.39 0.1 0.1 0.2
Bacteroides fragilis ATCC25285 0.39 0.39 0.2 0.1 0.39
Bacteroides fragilis NCTC10581 0.39 0.39 0.1 0.1 0 0.025
Bacteroides fragilis GAI0558 0.39 0.78 0.39 0.39 0.2
Bacteroides fragilis GAI7955 1.56 1.56 1.56 1.56 0.39
Bacteroides fragilis GAI10150 1.56 1.56 1.56 1.56 0.05
Bacteroides fragilis GAI30079 J 200 200 J 200 100 J 200
Bacteroides fragilis GAI30144 0 200 200 0 200 200 0.39
Bacteroides vulgatus ATCC8482 0.39 0.78 0.2 0.78 0 0.025
Bacteroides distasonis ATCC8503 0.39 0.78 0.2 0.78 0 0.025
Bacteroides ovatus ATCC8483 0.39 0.39 0.2 0.39 0.2
Bacteroides thetaiotaomicron ATCC29741 0.39 0.39 0.2 0.39 3.13
Bacteroides uniformis ATCC8492 0.2 0.39 0.1 0.2 0 0.025
Bacteroides eggerthii ATCC27754 0.2 0.39 0.1 0.1 0 0.025
Bacteroides ureolyticus NCTC10941 0.05 0.05 0 0.025 0.1 0.1
Campylobacter gracilis JCM8538 0.2 0.39 0.05 0.39 125
Prevotella bivia ATCC29303 0.39 0.2 0.2 0.05 0 0.025
Prevotella buccae ATCC33574 0.2 0.2 0.1 0.1 0 0.025
Prevotella corporis GAI91000 0.1 0.1 0 0.025 0 0.025 0 0.025
Prevotella heparinolytica ATCC35895 0.05 0.05 0 0.025 0.05 0 0.025
Prevotella intermedia ATCC25611 0.05 0.05 0 0.025 0 0.025 0 0.025
Prevotella melaninogenica GAI5490 0.05 0.05 0 0.025 0 0.025 0 0.025
Prevotella oralis ATCC33269 0.05 0.05 0 0.025 0 0.025 0 0.025
Prevotella oris ATCC33573 0.05 0.05 0 0.025 0 0.025 0 0.025
Porphyromonas asaccharolytica ATCC25260 0.05 0.05 0 0.025 0 0.025 0 0.025
Porphyromonas gingivalis ATCC33277 0 0.025 0 0.025 0 0.025 0 0.025 0 0.025
Fusobacterium nucleatum ATCC25586 1.56 0.2 0.1 0.39 0.05
Fusobacterium varium ATCC8501 0.39 0.78 0.1 1.56 3.13
Fusobacterium necrophorum ATCC25286 0 0.025 0 0.025 0 0.025 0 0.025 0 0.025
Bilophilla wadsworthia WAL7959 0.1 0.1 0 0.025 0.1 0.1
Desulfomonas pigra DSM749 0.1 0.1 0 0.025 0.05 0 0.025
Capnocytophaga ochracea GAI5586 0.2 0.39 0 0.025 0.39 0 0.025
Veillonella parvula ATCC10790 0.05 0.1 0 0.025 0.1 0.05
Veillonella dispar ATCC17748 0.1 0.2 0 0.025 0.05 0 0.025
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Table 3. In vitro activity of doripenem and other reference compounds against clinical isolates of anaerobic

bacteria and facultative anaerobic bacteria

Organism0 No. of isolates[] Antimicrobial MICT 1 g/mL0
agent Range MICso? MICgo®
Bacteroides distasonis(] 190J Doripenem 0.39-6.25 0.78 3.13
Biapenem 0.78-6.25 0.78 3.13
Meropenem 0.2-3.13 0.39 3.13
Imipenem 0.2-3.13 0.78 3.13
Clindamycin 0 0.025- 0 200 0.78 0 200
Bacteroides fragilisO 780 Doripenem 0.2-6.25 0.39 0.78
Biapenem 0.2-3.13 0.39 0.78
Meropenem 0.1-3.13 0.2 0.39
Imipenem 0.05-3.13 0.1 0.39
Clindamycin 0 0.025- 0 200 0.39 0 200
Bacteroides Doripenem 0.39-12.5 0.39 0.78
0 thetaiotaomicron(J 340) Biapenem 0.39-6.25 0.39 0.78
Meropenem 0.2-12.5 0.39 0.78
Imipenem 0.2-3.13 0.39 0.39
Clindamycin 0.1- 0 200 3.13 0 200
Bacteroides spp.0J 20CF Doripenem 0.2-12.5 0.39 0.78
Biapenem 0.2-3.13 0.39 1.56
Meropenem 0.1-12.5 0.2 0.78
Imipenem 0.1-0.78 0.2 0.78
Clindamycin 0.1- 0 200 3.13 0 200
Prevotella bivial 410 Doripenem 0.1-0.2 0.1 0.2
Biapenem 0.1-0.2 0.2 0.2
Meropenem 0.05-0.2 0.1 0.2
Imipenem 0 0.025-0.1 0.05 0.1
Clindamycin 0 0.025-200 0 0.025 0 0.025
Non-pigmented Doripenem 0 0.025-0.39 0.2 0.39
0 Prevotella spp.0 110¢ Biapenem 0 0.025-0.39 0.2 0.39
Meropenem J 0.025-0.39 0.1 0.39
Imipenem J 0.025-0.2 0.05 0.2
Clindamycin 0 0.025- 0 200 0 0.025 0 0.025
Pigmented Prevotella spp.[] 17(% Doripenem 0.05-0.2 0.1 0.1
Biapenem 0.1-0.2 0.1 0.2
Meropenem J 0.025-0.1 0.1 0.1
Imipenem J 0.025-0.1 0.05 0.1
Clindamycin 0 0.025 0 0.025 0 0.025
Fusobacterium spp.[] 2407 Doripenem 0 0.025-0.78 0.05 0.39
Biapenem 0 0.025-3.13 0.1 1.56
Meropenem J 0.025-0.2 [0 0.025 0.1
Imipenem [J 0.025-1.56 0.05 0.78
Clindamycin 0 0.025-12.5 0.05 3.13
Finegoldia magnall 380 Doripenem 0.05-0.2 0.2 0.2
Biapenem 0.2-0.78 0.2 0.39
Meropenem 0.05-0.2 0.1 0.2
Imipenem 0.05-0.2 0.1 0.2
Clindamycin 0 0.025- O 200 0.78 3.13
Micromonas micros(] 180 Doripenem 0.05-0.78 0.1 0.39
Biapenem 0.1-1.56 0.2 0.78
Meropenem 0 0.025-0.39 0.05 0.39
Imipenem 0.05-0.2 0.1 0.2
Clindamycin 0.1-0.39 0.2 0.39

[ Continuel
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Organism0O No. of isolatesl] Antimicrobial MICT b gmLD
agent Range MICsq? MICacb
Peptoniphillus Doripenem 0 0.025-0.1 0 0.025 0 0.025
0 asaccharolyticus( 370 Biapenem 0 0.025-0.2 0 0.025 0.1
Meropenem 0 0.025-0.05 0 0.025 0 0.025
Imipenem 0 0.025-0.1 0 0.025 0 0.025
Clindamycin 0 0.025-200 0.1 0.39
Peptostreptococcus Doripenem 0.2-12.5 0.39 6.25
[ anaerobiusl] 260) Biapenem 0.2-12.5 0.39 6.25
Meropenem 0.2-6.25 0.39 6.25
Imipenem 0.05-3.13 0.1 3.13
Clindamycin 0 0.025-1.56 0.2 0.39
Veillonella spp.0 200 Doripenem 0 0.025-0.78 0.2 0.39
Biapenem 0 0.025-1.56 0.39 0.78
Meropenem [0 0.025-0.39 0 0.025 0.1
Imipenem [0 0.025-0.78 0.2 0.78
Clindamycin 0 0.025-50 0.1 0.2
Propionibacterium acnesd 460 Doripenem 0 0.025-0.39 0.1 0.2
Biapenem 0 0.025-0.39 0.2 0.39
Meropenem 0 0.025-0.39 0.1 0.2
Imipenem 0 0.025-0.05 0 0.025 0 0.025
Clindamycin 0 0.025-0.2 0 0.025 0.2
Clostridium difficile 230 Doripenem 1.56-12.5 3.13 6.25
Biapenem 6.25-50 25 50
Meropenem 0.78-12.5 3.13 3.13
Imipenem 3.13-25 12.5 25
Clindamycin 0.78-200 3.13 200
Clostridium perfringens[] 250 Doripenem 0 0.025-0.1 0 0.025 0 0.025
Biapenem 0 0.025-0.1 0.05 0.1
Meropenem 0 0.025 0 0.025 0 0.025
Imipenem 0 0.025-0.2 0 0.025 0.1
Clindamycin 0.05-1.56 0.78 0.78

aMICso: Concentration at which 50% of organisms are susceptible.
PMICq0: Concentration at which 90% of organisms are susceptible.

°B.caccae, 11 strains ; B.uniformis, 9 strains.

dP.buccae / oris, 7 strains ; P.oralis group, 2 strains ; P.disiens, 2 strains.
eP.intermedia / corporis, 12 strains ; P.melaninogenica group, 5 strains.
fF.nucleatum, 14 strains ; F.necrophorum, 4 strains ; F.varium, 3 strains ; Fusobacterium spp., 3 strains.
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In vitro activity of doripenem, a 13-methylcarbapenem, against anaerobic bacteria
Kaori Tanaka and Kunitomo Watanabe

Division of Anaerobe Research, Gifu University Life Science Research Center,
1-1 Yanagido, Gifu, Japan

In vitro activity of doripeneril DRPM[] a 13-methylcarbapenem, was compared to that of imipenemt IPMO]
meropeneril MEPMO biapenerl BIPM[J and clindamycifl CLDMU against a variety of anaerobic bacteria and a
small number of facultative anaerobic bacteriall 68 reference strains and 477 clinical isolates]

DRPM had a broad spectrum against gram-positive and gram-negative reference strains of anaerobes, inhibit-
ing many anaerobic bacterial strains at 0.78 prg/mL or less. The MIC of DRPM for most reference strains was
distributed one- or two- fold higher than that of IPM and MEPM, and one- fold lower than BIPM. For clinical
strains, DRPM also showed potent activity. The MICs of DRPM for pigmented and non-pigmented Prevotella,
Fusobacterium spp., anaerobic gram-positive cocci except for Peptostreptococcus anaerobius, and Clostrid-
ium perfringens was 0.39 p1g/mL or less. For Bacteroides fragilis and Bacteroides thetaiotaomicron, DRPM
showed good activity with a MIC of 0.78 ug/mL. Stability of DRPM to 6 B-lactamases with distinct substrate
specificity extracted from 4 strains of B. fragilis and 2 strains of P. bivia was examined.

DRPM was hydrolyzed with metallo-B-lactamase but quite stable with other 3-lactamases.



