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Table 1. Antibacterial spectrum of temafloxacin against gram-negative anaerobic bacteria compared

with those of other agents

Inoculum size: 10 CFU/ml

MIC (ug/ml)
Organism - - - - .
temafloxacin ciprofloxacin ofloxacin norfloxacin

Bacteroides

B. fragilis GAI 5562 1.56 3.13 3.13 25

B. fragilis GAI 0558 1.56 3.13 1.56 25

B. vulgatus ATCC 8482 1.56 25 6.25 200

B. distasonis ATCC 8503 3.13 3.13 3.13 12.5

B. ovatus ATCC 8483 6.25 12.5 25 200

B. thetaiotaomicron ATCC 29741 6.25 25 50 200

B. uniformis GAI 5466 6.25 12.5 12.5 50

B. eggerthit ATCC 27754 6.25 12.5 6.25 100

B. oris ATCC 33573 1.56 0.78 0.78 3.13

B. oralis ATCC 33269 1.56 3.13 3.13 6.25

B. gracilis GAI 10428 0.39 0.20 0.39 1.56

B. ureolyticus NCTC 10941 0.10 =0.05 0.10 0.20
Prevotella

P. bivia ATCC 29303 6.25 25 12.5 100

P. intermedia ATCC 25611 0.78 0.78 0.78 3.13
Fusobacterium

F. nucleatum ATCC 25586 0.39 0.78 0.78 12.5

F. varium ATCC 8501 6.25 6.25 6.25 50
e

V. parvula ATCC 10790 1.56 0.10 0.39 0.78
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Table 2. Antibacterial spectrum of temafloxacin against gram-positive anaerobic bacteria compared

with those of other agents
Inoculum size: 106 CFU/ml

MIC (ug/ml)
Organism -
temafloxacin ciprofloxacin ofloxacin norfloxacin

Peptostreptococcus

P. anaerobius ATCC 27337 0.39 0.78 0.39 3.13

P. asaccharolyticus WAL 3218 0.78 1.56 3.13 3.13

P. indolicus GAI 0915 0.39 0.39 3.13 3.13

P. magnus ATCC 29328 0.20 0.10 0.20 0.78
Streptococcus

S. intermedius ATCC 27335 0.78 1.56 1.56 12.5

S. parvulus VPI 0546 0.20 0.39 0.78 6.25
Staphylococcus

S. saccharolyticus ATCC 14953 0.20 0.39 0.78 0.78
Propionibacterium

P. acnes ATCC 11828 0.78 0.39 0.78 6.25

P. granulosum ATCC 25564 0.20 0.20 0.20 1.56
Eubacterium

E. lentum ATCC 25564 0.78 0.78 0.78 6.25
Clostridium

C. butyricum ATCC 19398 0.78 0.78 0.78 6.25

C. difficile GAI 10029 3.13 6.25 6.25 50

C. histolyticum ATCC 19401 0.20 0.20 0.39 0.78

C. perfringens GAI 5526 0.20 0.20 0.39 0.78

C. septicum ATCC 12464 0.39 0.20 0.39 0.78

C. sordellit ATCC 9714 1.56 1.56 1.56 12.5

Table 3. Antibacterial spectrum of temafloxacin against gram-positive anaerobic bacteria compared

with those of other agents
Inoculum size: 10 CFU/ml

MIC (ug/ml)
Organism
temafloxacin ciprofloxacin ofloxacin norfloxacin

Bifidobacterium

B. bifidum JCM 1255 1.56 6.25 6.25 50

B. adolescentis JCM 1275 0.78 0.78 1.56 12.5

B. breve JCM 1192 1.56 6.25 6.25 50

B. longum JCM 1217 3.13 12.5 6.25 50

B. pseudolongum JCM 1205 6.25 12.5 12.5 25
Lactobacillus

L. acidophilus JCM 1132 50 25 50 100

L. brevis subsp. brevis JCM 1059 6.25 100 12.5 >200

L. casei subsp. casei JCM 1134 0.39 0.78 1.56 6.25

L. fermentum JCM 1173 3.13 25 25 200

L. plantarum JCM 1149 12.5 100 25 >200

L. reuteri JCM 1112 3.13 12.5 12.5 100

L. salivarius subsp. salivanius JCM 1231 1.56 3.13 6.25 12.5
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Table 4-1. Antimicrobial activity of temafloxacin and three other quinolones against clinical isolates of

gram-negative anaerobic bacteria

Organi Antimicrobial MIC (ug/ml)
rganism (no. tested)
agent range 50% 90%
Bacteroides fragilis temafloxacin 0.39~25 1.56 3.13
B-lactamase ciprofloxacin 1.56 ~ 50 3.13 6.25
low-producing (70) ofloxacin 0.78~50 3.13 6.25
norfloxacin 12.5~200 50 100
Bacteroides fragilis temafloxacin 0.78 ~ 50 1.56 25
B-lactamase ciprofloxacin 3.13~200< 6.25 50
high-producing (21) ofloxacin 0.78~100 3.13 50
norfloxacin 25~200< 50 200
Bcteroides temafloxacin 0.78~50 3.13 50
ovatus (8) ciprofloxacin 12.5~200 25 200
ofloxacin 6.25~200 12.5 200
norfloxacin 100~200< 200 200<
Bacterotdes temafloxacin 0.78~3.13 1.56 3.13
distasonis (4) ciprofloxacin 3.13~12.5 3.13 12.5
ofloxacin 1.56~12.5 1.56 12.5
norfloxacin 25~100 25 100
Bacteroides temafloxacin 1.56~3.13 3.13 3.13
thetaiotaomicron (19) ciprofloxacin 6.25~50 12.5 25
ofloxacin 6.25~12.5 6.25 12.5
norfloxacin 100~200< 200 200<
Prevotella bivia (26) temafloxacin 3.13~12.5 6.25 6.25
ciprofloxacin 6.25~50 25 25
ofloxacin 3.13~25 6.25 12.5
norfloxacin 25~200 100 100
Prevotella intermedia temafloxacin 0.78~1.56 0.78 1.56
(23) ciprofloxacin 0.39~0.78 0.78 0.78
ofloxacin 0.78 ~1.56 1.56 1.56
norfloxacin 1.56~3.13 3.13 3.13
Porphyromonas temafloxacin =0.05~0.39 0.20 0.39
gingivalis (20) ciprofloxacin =0.05~0.39 0.39 0.39
ofloxacin =0.05~0.39 0.20 0.39
norfloxacin =0.05~3.13 1.56 3.13
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Table 4-2. Antimicrobial activity of temafloxacin and three other quinolones against clinical isolates of
gram-positive anaerobic bacteria and Gardnerella vaginalss
e MIC (ug/ml)
Organism (no. tested) Antimicrobial
agent range 50% 90%
Peptostreptococcus temafloxacin 0.20~0.78 0.39 0.78
anaerobius (19) ciprofloxacin 0.39~0.78 0.78 0.78
. ofloxacin 0.39~0.78 0.78 0.78
norfloxacin 1.56~3.13 3.13 3.13
Peptostreptococcus temafloxacin 0.10~3.13 0.78 3.13
asaccharolyticus (29) ciprofloxacin 0.10~3.13 3.13 3.13
ofloxacin 0.20~25 6.25 12.5
norfloxacin 0.39~12.5 6.25 6.25
Peptostreptococcus temafloxacin =0.05~0.78 0.20 0.78
magnus (40) ciprofloxacin 0.10~0.78 0.20 0.78
ofloxacin 0.20~3.13 0.39 1.56
norfloxacin 0.39~6.25 0.78 6.25
Clostridium temafloxacin 3.13~6.25 6.25 6.25
difficile (26) ciprofloxacin 6.25~12.5 12.5 12.5
ofloxacin 6.25~12.5 12.5 12.5
norfloxacin 25~50 50 50
Clostridium temafloxacin 0.10~0.78 0.39 0.39
perfringens (14) ciprofloxacin 0.20~0.39 0.39 0.39
ofloxacin 0.39~0.78 0.39 0.78
norfloxacin 0.78~3.13 1.56 1.56
Mobiluncus spp. (15) temafloxacin 0.39~1.56 0.39 0.39
ciprofloxacin 0.39~3.13 0.78 0.78
ofloxacin 0.78~6.25 1.56 1.56
norfloxacin 0.78~12.5 6.25 12.5
Gardnerella temafloxacin 0.39~1.56 1.56 1.56
vaginalis (25) ciprofloxacin 1.56~3.13 3.13 3.13
ofloxacin 1.56~3.13 3.13 3.13
norfloxacin 12.5~50 50 50
log log
109 Temafloxacin (MIC: 12.5 ug/ml) 109 Ciprofloxacin (MIC: 25 ug/mi) Control:
Control 1/32 MiC
/1/32 MIC / 1/16 MIC
= 8- 8-
E
5
i,
2
= 6
0 P——-aA1/16 MIC
3
= 44 \D
\U 1/8 MIC
1/8 MIC \D
2 4 MIC 1/4 MIC
1/4 MIC 1/2 MIC
2MIC 1 MIC
<1 F Y <1 T T T it Y
24 2 4 6 24
Time (h)

Fig. 1. Bactericidal activity of temafloxacin and ciprofloxacin against Bacteroides fragilis GAI 5562.
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HIREDY — 271310~ 154g/ml, PEBEHAKNRE
9.3ug/mITY, RIi%h MICoofti & £Bl » TW27z, 5[
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Table 5. Appearance of Clostridium difficile in murine cecum contents after 5 days of dosing with
temafloxacin, ofloxacin, cefixime and cefotaxime

Days after No. of C. difficile (colony forming units/g) in cecum contents
Antimicrobial* Route finishing the
administration <1® 100 100 10* 108 108 107
Temafloxacin p.o. 1 day 4** 1
7 days 1 4
Ofloxacin p.o. 1 day 4 1
7 days 5
Cefixime p.o 1 day 1 2 2
7 days 1 4
Cefotaxime “s.C. 1 day 1 1 1 2
7 days 5

* All mice (30+1 g) received antimicrobials at a dose of 100 mg/kg once a day for 5 days.

** Number of mice.
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Activity of temafloxacin, a novel fluoroquinolone,
against anaerobic bacteria

Naoki Kato, Haru Kato, Yasunori Tanaka, Kaori Tanaka, Kunitomo Watanabe
and Kazue Ueno
Institute of Anaerobic Bacteriology, Gifu University School of Medicine,
40 Tukasa-machi, Gifu 500, Japan

The in vitro activity of temafloxacin (TMFX), a new fluoroquinolone, was evaluated against
anaerobic bacteria, and the inducibility of Clostridium difficile overgrowth in murine cecum by 5-
day administration of temafloxacin was also studied. The antimicrobial activity of ciprofloxacin,
ofloxacin and norfloxacin were compared with that of TMFX. TMFX showed a broad spectrum,
and was the most active against 45 reference strains (44 species) tested, although some species of
genus Lactobacillus had low susceptibility to this compound. Against all recent clinical isolates
tested, TMFX was the most active among antimicrobial agents used; 90% of Bacteroides fragilis
isolates were inhibited at 3.13 xg/ml of the compound. TMFX showed strong bactericidal activity
against B. fragilis. A 5-day administration of TMFX did not provoke the overgrowth of C. difficile
in murine cecum.



