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Table 1. Antibacterial spectrum of temafloxacin and reference quinolones against aerobic bacteria

Test organism Temafloxacin  Ciprofloxacin Ofloxacin Norfloxacin Enoxacin
Staphylococcus aureus 209P JC-1 0.1 0.1 0.2 0.2 0.39
Staphylococcus aureus Terajima 0.39 0.2 0.78 0.39 0.78
Staphylococcus aureus Smith 0.05 0.1 0.2 0.39 0.39
Staphylococcus aureus 252R 0.1 0.39 0.39 1.56 1.56
Staphylococcus aureus 199R 0.1 0.39 0.39 1.56 1.56
Staphylococcus aureus No.37 0.1 0.39 0.39 1.56 1.56
Staphylococcus aureus No.10 0.1 0.39 0.39 1.56 1.56
Staphylococcus epidermidis Kawamura 0.05 0.1 0.2 0.39 0.39
Enterococcus faecalis CN-478 0.78 0.39 1.56 1.56 6.25
Streptococcus pneumoniae Type-II 0.39 0.78 1.56 3.13 6.25
Streptococcus pneumoniae Type-111 0.39 0.78 1.56 6.25 6.25
Streptococcus pneumontae 11D-553 0.78 1.56 1.56 6.25 12.5
Streptococcus pyogenes C-203 0.39 0.39 0.78 1.56 6.25
Streptococcus pyogenes 11D-687 0.78 0.78 1.56 3.13 12.5
Micrococcus luteus ATCC9341 3.13 1.56 3.13 6.25 12.5
Bacillus subtilis ATCC6633 =0.013 =0.013 0.1 0.1 0.2
Listeria monocytogenes 2459 0.39 0.39 1.56 1.56 3.13
Listeria monocytogenes 5348 0.39 0.39 1.56 1.56 3.13
Mpycobacterium smegmatis ATCC607 0.78 0.2 1.56 6.25 3.13
Escherichia coli NIHJ JC-2 0.1 =0.013 0.1 0.05 0.1
Escherichia coli 1346 0.025 =0.013 0.025 0.05 0.025
Escherichia coli KC-14 0.025 <0.013 0.05 0.025 0.05
Escherichia coli ML-1410 RGN823 1.56 0.39 1.56 1.56 3.13
Escherichia coli ML-1410 RGN238 3.13 0.2 1.56 0.78 3.13
Salmonella typhi T-58 0.1 =0.013 0.1 0.05 0.2
Salmonella typhimurium 0.1 =0.013 0.05 0.025 0.1
Shigella sonnet 0.05 =0.013 0.05 0.025 0.1
Klebsiella pneumoniae PCI-602 0.2 0.05 0.2 0.2 0.39
Klebsiella oxytoca 5075 0.05 =0.013 0.1 0.05 0.1
Proteus mirabilis IFO 3849 0.78 0.05 0.39 0.2 0.78
Proteus vulgaris 1ID-874 0.2 =0.013 0.1 0.025 0.2
Proteus vulgaris 0X-19 0.05 =0.013 =0.013 0.025 0.1
Proteus vulgaris GN-76/C-1 0.2 =0.013 0.1 0.025 0.2
Morganella morganii' IFO 3848 0.1 =0.013 =0.013 0.025 0.05
Morganella morganii Kono 0.2 =0.013 0.1 0.05 0.1
Providencia rettgeri IFO 3850 0.05 0.025 0.1 0.1 0.1
Providencia rettgen 6259 0.39 =0.013 0.2 0.05 0.2
Providencia alcalifacience NIH118 0.2 =0.013 0.2 0.05 0.2
Citrobacter freundii 10018-68 3.13 0.05 0.78 0.2 0.2
Citrobacter freundsi GN-346 0.05 =0.013 0.1 0.1 0.1
Hafnia albei NCTC 9540 0.1 =0.013 0.05 =0.013 0.05
Enterobacter cloacae 963 0.1 =0.013 0.1 0.1 0.2
Enterobacter cloacae NCTC 9394 0.1 =0.013 0.1 0.05 0.1
Enterobacter aerogenes ATCC 13048 0.1 =0.013 0.1 0.1 0.2
Serratia marcescens 7006 0.78 0.05 0.39 0.1 0.2
Serratia marcescens IAM1184 1.56 0.05 0.2 0.2 0.2
Pseudomonas aeruginosa IF03445 0.78 0.1 1.56 0.39 0.78
Pseudomonas aeruginosa PAO1 0.78 0.1 0.78 0.39 0.78
Pseudomonas aeruginosa NCTC 10490 0.78 0.1 0.78 0.39 0.78
Pseudomonas aeruginosa P1-67 0.2 0.025 0.39 0.2 0.39
Pseudomonas aeruginosa No. 12 0.2 0.05 0.78 0.39 0.39
Pseudomonas aeruginosa 35R 0.78 0.2 0.78 0.39 0.78
Pseudomonas cepacia 11D-1340 0.78 0.78 1.56 6.25 1.56
Pseudomonas stutzeri ATCC 17589 0.2 0.025 0.2 0.2 0.2
Pseudomonas putida ATCC 12633 0.05 0.05 0.39 0.39 0.05
Pseudomonas maltophilia ATCC 13637 0.2 0.39 0.78 3.13 1.56
Haemophilus influenzae 11D-983 0.006 0.006 0.025 0.05 0.1
Haemophilus influenzae 11D-984 0.006 0.006 0.025 0.05 0.1

Inoculum size: 105 CFU/ml MIC (ug/ml)
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Table 2. Antibacterial spectrum of temafloxacin and reference quinolones against aerobic bacteria

Test organism Temafloxacin  Ciprofloxacin Ofloxacin Norfloxacin Enoxacin
Peptostreptococcus magnus ATCC 14955 6.25 6.25 25 25 12.5
Peptostreptococcus anaerobius 0.39 0.78 0.78 3.13 12.5
Peptostreptococcus micros GAI 5540 0.39 0.78 0.78 3.13 12.5
Eubacternium aerofaciens ATCC 25986 0.39 1.56 1.56 6.25 25
Eubacterium limosum GAI 5456 1.56 1.56 3.13 6.25 12.5
Propionibacterium acnes ATCC 11828 0.39 0.78 1.56 3.13 6.25
Clostridium difficile 3.13 12.5 12.5 50 100
Clostridium tetani 0.39 0.2 0.39 0.78 1.56
Clostridium perfringens 0.78 0.39 0.78 1.56 6.25
Clostridium clostridioforme VOI 0-316-1 25 25 100 50 25
Clostridium botulinum type A 0.05 0.1 0.2 0.2 0.78
Clostridium botulinum type B 0.1 0.1 0.39 0.39 0.78
Clostridium botulinum type C 0.1 0.2 0.39 0.39 1.56
Bacteroides fragilis NCTC 9344 0.78 6.25 1.56 50 12.5
Bacteroides fragilis GM-7004 0.78 6.25 1.56 50 12.5
Bacteroides fragilis ATCC 25285 0.39 3.13 1.56 50 25
Bacteroides vulgatus PO 2-48 3.13 25 6.25 100 12.5
Bacteroides vulgatus GAI 0673 0.78 25 3.13 100 25
Bacteroides distasonis ATCC 8503 3.13 6.25 6.25 25 12.5
Bacteroides thetaiotaomicron GM-7006 3.13 25 6.25 >100 50
Bacteroides thetaiotaomicron NCTC 10528 3.13 25 12.5 >100 25
Bacteroides thetaiotaomicron WAL 2926 3.13 25 12.5 >100 50
Prevotella melaninogenicus 0-33 0.78 1.56 1.56 3.13 6.25
Fusobacterium nucleatum U-5 0.39 1.56 1.56 12.5 6.25
Fusobacterium necrogenes NCTC 10723 1.56 3.13 6.25 25 25
Fusobacterium varium ATCC 8501 12.5 25 25 100 25
Veilonella parvula NH-5 1.56 0.2 0.78 1.56 1.56

Inoculum size: 106 CFU/ml MIC (ug/mi)

Table 3. Antibacterial activity of temafloxacin and reference quinolones against Mycoplasma pneumoniae and Chlamydia spp.

Test organism Temafloxacin  Ciprofloxacin Ofloxacin Norfloxacin Enoxacin

M. pneumoniae Mac 0.78 0.78 0.78 6.25 6.25
M. pneumoniae FH 0.78 1.56 1.56 6.25 6.25
C. trachomatis D/UW-3/Cx 0.2 0.78 0.78 12.5 12.5

C. trachomatis E/UW-5/Cx 0.39 1.56 0.78 >12.5 12.5

C. trachomatis 1.2/434/Bubo 0.2 0.78 0.39 6.25 3.13
C. psittact budgeregar No. 1 =0.2 0.78 0.39 >6.25 6.25

M. preumoniae Chlamydia spp. MIC (ug/ml)

Medium: PPLO broth
Inoculum size: 10°~10% CFU/ml
Incubation: 7 days

Cells: HeLa 229 (5 x 10° cell/ml)
Inoculum size: 10° Inclusion forming units/ml
Incubation: 48 hours
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Table 4. Antibacterial activity of temafloxacin and reference quinolones against gram-positive clinical isolates

Test organism

(n0. of strains) Drug Range of MIC MICy, MICyqy,
S. aureus Temafloxacin 0.025~0.39 0.2 0.2
19) Ciprofloxacin 0.1~0.78 0.39 0.78
Ofloxacin 0.2~0.78 0.39 0.39
Norfloxacin 0.2~3.13 1.56 1.56
Enoxacin 0.39~3.13 0.78 1.56
MRSA Temafloxacin 0.1~0.78 0.1 0.2
(20) Ciprofloxacin 0.2~6.25 0.39 1.56
Ofloxacin 0.39~1.56 0.39 0.78
Norfloxacin 0.78~25 1.56 6.25
Enoxacin 0.78~12.5 1.56 3.13
Coagulase(— )staphylococci Temafloxacin 0.025~0.78 0.1 0.2
12) Ciprofloxacin 0.05~3.13 0.39 0.78
Ofloxacin 0.1~1.56 0.39 0.78
Norfloxacin 0.1~6.25 1.56 3.13
Enoxacin 0.39~6.25 0.78 6.25
S. pneumoniae Temafloxacin 0.39~1.56 0.78 1.56
19 Ciprofloxacin 0.78~3.13 1.56 3.13
Ofloxacin 1.56~3.13 1.56 3.13
Norfloxacin 3.13~25 12.5 25
Enoxacin 6.25~25 12.5 25
a-streptococci Temafloxacin 0.39~1.56 0.78 1.56
a7 Ciprofloxacin 0.39~3.13 1.56 3.13
Ofloxacin 1.56~3.13 1.56 3.13
Norfloxacin 3.13~25 12.5 25
Enoxacin 6.25~25 25 25
E. faecalis Temafloxacin 0.1~1.56 0.78 1.56
@27 Ciprofloxacin 0.2~1.56 0.78 0.78
Ofloxacin 0.39~3.13 1.56 1.56
Norfloxacin 0.39~3.13 3.13 3.13
Enoxacin 0.78~6.25 6.25 6.25

Inoculum size: 105 CFU/ml

(pg/ml)
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Table 5. Antibacterial activity of temafloxacin and reference quinolones against gram-negative ¢

linical isolates

;Ir;?to(;rsgta:;z:; Drug Range of MIC MIC,, MICy,
E. coli (ABPC") Temafloxacin =0.013~0.39 0.05 0.2
@20) Ciprofloxacin <0.013~0.2 =0.013 0.2
Ofloxacin <0.013~0.39 0.1 0.39
Norfloxacin <0.013~0.78 0.05 0.39
Enoxacin 0.025~1.56 0.2 1.56
K. pneumoniae Temafloxacin 0.05~1.56 0.1 0.39
@0 Ciprofloxacin <0.013~0.78 0.025 0.05
Ofloxacin 0.1~0.78 0.1 0.2
Norfloxacin 0.1~3.13 0.2 0.39
Enoxacin 0.2~6.25 0.39 0.39
C. freundii Temafloxacin 0.05~50 0.78 6.25
12) Ciprofloxacin =0.013~6.25 0.1 3.13
Ofloxacin 0.1~25 0.39 6.25
Norfloxacin 0.05~25 0.2 6.25
Enoxacin 0.1~50 0.39 12.5
Enterobacter spp. Temafloxacin 0.05~1.56 0.1 0.78
(20) Ciprofloxacin <0.013~0.78 =<0.013 0.2
Ofloxacin 0.05~3.13 0.1 0.78
Norfloxacin 0.025~12.5 0.1 0.78
Enoxacin 0.1~25 0.2 1.56
M. morganii Temafloxacin 0.05~6.25 0.39 3.13
20) Ciprofloxacin =0.013~6.25 =0.013 0.2
Ofloxacin 0.05~6.25 0.1 1.56
Norfloxacin 0.025~25 0.05 0.78
Enoxacin 0.1~25 0.2 3.13
S. marcescens Temafloxacin 1.56 ~ 100 12.5 100
19) Ciprofloxacin 0.2~25 1.56 25
Ofloxacin 0.78 ~50 6.25 50
Norfloxacin 0.39~100 6.25 100
Enoxacin 0.78 ~100 12.5 100
P. aeruginosa Temafloxacin 0.05~50 0.78 3.13
(53) Ciprofloxacin =0.013~12.5 0.2 0.78
Ofloxacin 0.05~50 1.56 3.13
Norfloxacin 0.05~50 0.78 3.13
Enoxacin 0.05~100 0.78 3.13
H. influenzae Temafloxacin =0.003~0.013 0.006 0.013
(23) Ciprofloxacin =0.003~0.013 =0.003 0.013
Ofloxacin 0.013~0.025 0.013 0.025
Norfloxacin 0.013~0.05 0.025 0.05
Enoxcin 0.05~0.2 0.1 0.1
M. catarrhalis Temafloxacin =0.013~0.05 0.025 0.05
(13) Ciprofloxacin =0.013~0.1 0.05 0.05
Ofloxacin 0.05~0.2 0.1 0.1
Norfloxacin 0.1~1.56 0.2 0.39
Enoxacin 0.2~0.78 0.39 0.78
B. fragilis Temafloxacin 0.39~3.13 0.78 1.56
(30) Ciprofloxacin 3.13~ >100 3.13 12.5
Ofloxacin 0.78~12.5 1.56 3.13
Norfloxacin 25~ >100 25 100
Enoxacin 12.5~100 25 25
Inoculum size: 106 CFU/ml (ug/mi)

ABPC': ampicillin resistant
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Table 6. Influence of medium on antibacterial activity of temafloxacin and reference quinolones

Test organism Medium Temafloxacin Ciprofloxacin Ofloxacin Norfloxacin Enoxacin
S. aureus 209P JC-1 SDA 0.1 0.1 0.39 0.39 0.78
HIA 0.1 0.1 0.39 0.39 0.78
BHIA 0.1 0.2 0.39 0.39 0.78
TSA 0.1 0.2 0.78 0.39 0.78
NA 0.1 0.2 0.39 0.39 0.78
E. faecalis CN-478 SDA 0.78 0.78 1.56 6.25 6.25
HIA 0.39 0.39 1.56 3.13 6.25
BHIA 0.78 0.78 1.56 6.25 6.25
TSA 0.39 0.78 1.56 3.13 6.25
NA 0.39 0.39 0.78 3.13 3.13
E. coli NIHJ JC-2 SDA 0.1 0.025 0.2 0.2 0.2
HIA 0.05 0.025 0.1 0.1 0.2
BHIA 0.1 0.05 0.2 0.2 0.39
TSA 0.05 0.025 0.1 0.1 0.2
NA 0.1 0.05 0.2 0.2 0.39
K. pneumoniae PCI-602 SDA 0.1 0.1 0.39 0.39 0.78
HIA 0.1 0.05 0.2 0.2 0.39
BHIA 0.2 0.1 0.39 0.39 0.78
TSA 0.1 0.05 0.2 0.2 0.39
NA 0.2 0.1 0.39 0.39 0.78
P. aeruginosa No. 12 SDA 0.2 0.1 0.78 0.78 0.78
HIA 0.2 0.05 0.78 0.2 0.39
BHIA 0.39 0.1 0.78 0.39 0.78
TSA 0.1 0.2 0.39 0.39 0.39
NA 0.39 0.2 0.78 0.78 0.78
Inoculum size: 105 CFU/ml MIC (ug/ml)
SDA: Sensitivity Disk agar (Nissui) TSA: Trypto-Soy agar (Eiken)
HIA: Heart Infusion agar (Eiken) NA: Nutrient agar (Eiken)

BHIA: Brain Heart Infusion agar (Eiken)

Table 7. Influence of horse serum on antibacterial activity of temafloxacin and reference quinolones

Test organism Serum (%) Temafloxacin Ciprofloxacin Ofloxacin Norfloxacin Enoxacin
S. aureus 209P JC-1 0 0.1 0.1 0.39 0.2 0.39
10 0.1 0.1 0.39 0.2 0.39
25 0.2 0.2 0.39 0.2 0.78
50 0.2 0.2 0.39 0.39 0.78
E. faecalis CN-478 0 0.78 0.78 1.56 3.13 6.25
10 0.78 0.78 1.56 3.13 6.25
25 0.78 0.78 1.56 3.13 6.25
50 0.78 0.78 1.56 3.13 6.25
E. coli NIH] JC-2 0 0.1 0.025 0.1 0.1 0.2
10 0.1 0.025 0.1 0.1 0.2
25 0.2 0.025 0.2 0.1 0.2
50 0.2 0.025 0.2 0.1 0.2
K. pneumoniae PCI-602 0 0.2 0.05 0.2 0.2 0.39
10 0.2 0.05 0.2 0.2 0.39
25 0.2 0.05 0.39 0.2 0.39
50 0.39 0.05 0.39 0.2 0.39
P. aeruginosa No. 12 0 0.39 0.1 0.78 0.39 0.39
10 0.39 0.1 0.78 0.39 0.39
25 0.78 0.2 1.56 0.39 0.78
50 0.78 0.2 1.56 0.39 0.78

Inoculum size: 105 CFU/ml MIC (ug/ml)
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Table 8. Influence of inoculum size on antibacterial activity of temafloxacin and reference o
N

1993

Ltnes

Test organism Inocﬂ%ﬂ; size Temafloxacin Ciprofloxacin Ofloxacin Norfloxacin Enoxacin
S. aureus 209P JC-1 8 0.1 0.1 0.39 0.39 0.78
7 0.1 0.1 0.39 0.39 0.78
6 0.1 0.1 0.39 0.39 0.78
5 0.1 0.1 0.39 0.39 0.78
4 0.1 0.1 0.39 0.39 0.39
E. faecalis CN-478 8 0.78 1.56 3.13 12.5 12.5
7 0.78 0.78 1.56 6.25 12.5
6 0.78 0.78 1.56 6.25 6.25
5 0.39 0.78 1.56 6.25 6.25
4 0.39 0.78 1.56 6.25 6.25
E. coli NIH] JC-2 8 0.1 0.025 0.2 0.2 0.78
7 0.1 0.025 0.2 0.2 0.2
6 0.1 0.025 0.2 0.2 0.2
5 0.05 0.025 0.2 0.2 0.2
4 0.05 0.025 0.2 0.2 0.2
K. pneumoniae PCI-602 8 0.2 0.1 0.39 0.78 0.78
7 0.2 0.1 0.39 0.78 0.78
6 0.1 0.1 0.39 0.39 0.78
5 0.1 0.05 0.39 0.39 0.39
4 0.1 0.05 0.2 0.39 0.39
P. aeruginosa No. 12 8 0.39 0.2 1.56 1.56 0.78
7 0.39 0.1 0.78 1.56 0.78
6 0.2 0.1 0.78 0.78 0.78
5 0.2 0.1 0.78 0.78 0.78
4 0.2 0.1 0.78 0.78 0.39
Inoculum size: 10 CFU/ml MIC (ug/ml)

Table 9. Influence of divalent cation on antibacterial activity of temafloxacin and reference quinolones

Test organism Ion Temafloxacin Ciprofloxacin Ofloxacin Norfloxacin Enoxacin

S. aureus 209P JC-1 STB 0.2 0.1 0.39 0.2 0.39
+Ca** 200 mg/l 0.1 0.1 0.39 0.2 0.39
+Mg** 10 mEq/I 0.39 0.39 0.78 0.78 1.56
+Mg** 40 mEq/l 1.56 1.56 3.13 1.56 6.25

E. faecalis CN-478 STB 0.78 0.78 1.56 1.56 6.25
+Ca** 200 mg/l 0.78 0.78 1.56 3.13 6.25
+Mg** 10 mEq/1 1.56 3.13 3.13 12.5 25
+Mg** 40 mEq/l 6.25 6.25 12.5 25 50

E. coli NIH]J JC-2 STB 0.05 0.013 0.1 0.05 0.1
+Ca* 200 mg/l 0.1 0.05 0.1 0.1 0.2
+Mg** 10 mEq/I 0.1 0.025 0.2 0.2 0.2
+Mg** 40 mEq/l 0.78 0.1 0.78 0.78 1.56

P. aeruginosa No. 12 STB 0.2 0.05 0.78 0.1 0.2
+Cat** 200 mg/l 0.39 0.1 0.78 0.2 0.39
+Mg** 10 mEq/l 0.78 0.1 0.78 0.39 0.78
+Mg** 40 mEq/l 1.56 0.39 3.13 1.56 3.13

STB: Sensitivity test broth (Nissui) MIC (pg/ml)

Inoculum size: 10 CFU/ml
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Table 10. Influence of medium pH on antibacterial activity of temafloxacin and reference quinolones
Test organism pH Temafloxacin Ciprofloxacin Ofloxacin Norfloxacin Enoxacin
S. aureus 209P JC-1 5 0.78 0.78 3.13 3.13 6.25
6 0.2 0.2 0.39 0.39 0.78
7 0.2 0.1 0.39 0.2 0.78
8 0.2 0.1 0.39 0.2 0.78
9 0.39 0.2 0.78 0.39 0.78
E. faecalis CN-478 5 3.13 6.25 12.5 50 50
6 1.56 1.56 3.13 6.25 12.5
7 1.56 0.78 1.56 3.13 6.25
8 1.56 0.78 3.13 3.13 6.25
9 1.56 0.78 3.13 3.13 6.25
E. coli NIHJ JC-2 5 3.13 1.56 6.25 12.5 12.5
6 0.39 0.1 0.39 0.78 0.78
7 0.1 0.025 0.1 0.1 0.2
8 0.1 0.013 0.1 0.05 0.2
9 0.39 0.013 0.39 0.05 0.2
K. pneumoniae PCI-602 5 12.5 6.25 25 50 50
6 1.56 0.78 1.56 3.13 3.13
7 0.2 0.05 0.2 0.2 0.39
8 0.2 0.025 0.2 0.1 0.2
9 0.39 0.05 0.39 0.1 0.39
P. aeruginosa No. 12 5 6.25 6.25 25 25 25
6 1.56 0.39 3.13 3.13 3.13
7 0.39 0.1 0.78 0.39 0.39
8 0.78 0.05 0.39 0.39 0.2
9 0.78 0.05 1.56 0.39 0.78
Inoculum size: 10 CFU/ml MIC (pg/ml)
Table 11. MIC and MBC of temafloxacin and reference quinolones
Temafloxacin Ciprofloxacin Ofloxacin Norfloxacin Enoxacin
Test organisms
MIC MBC MIC MBC MIC MBC MIC MBC MIC MBC
S. aureus 209P JC-1 02 02 0.1 02 0.39 0.39 02 0.78 0.39 1.56
E. faecalis CN-478 0.78 0.78 0.78 0.78 1.56 1.56 1.56 6.25 6.25 6.25
E. coli NIHJ JC-2 0.05 0.1 0.013 0.013 0.1 0.1 0.05 0.05 0.1 0.1
P. aeruginosa No. 12 0.2 0.39 0.05 0.1 0.78 0.78 0.1 0.2 0.2 0.39
Medium: Sensitivity test broth (Nissui) (ug/ml)

Inoculum size: 105 CFU/ml
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Viable cell count (Log;, CFU/ml)
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W Ofloxacin
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Ciprofloxacin
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Fig. 1. Bactericidal activity of temafloxacin, ofloxacin and ciprofloxacin against Staphylococcus aureus 209P JC-1.
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Fig. 2 Bactericidal activity of temafloxacin, ofloxacin and ciprofloxacin against Escherichia coli NIH]J JC-2.
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Table 12. MIC and ICs, of quinolones for DNA gyrase

Drugs MIC | (O
Temafloxacin 0.05 1.8
Ciprofloxacin 0.05 0.64
Ofloxcin 0.1 1.7
Enoxacin 0.2 44
Nalidixic acid 6.25 70

Organism: Escherichia coli KL-16
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Fig. 3. Bactericidal activity of temafloxacin, ofloxacin and ciprofloxacin against Pseudomonas aeruginosa PI1-67.



CHEMOTHERAPY DEC. 1993

78
LTC7 No. 1212244 A TMFX B & U BRI K D 8MIC % s 1
7. BHARMERKOMBUIE L 7-SDALEH C B Sk Rk O B 2 R~ E D

S. aureus 209P JC-1, E. faecalis CN-178, E. colt B % Table 13137R L 72, & HERDTMFXE A Yk
NIHJ JC-2, K. pneumomiae PC1-6023 & U'P. aeruginosa O W BIARE (3 AT BRHEH) & [k DI &R L 72,

Temafloxacin

1/4MIC MIC (0.05 pg/ml) 8 MIC 32 MIC

Ofloxacin

control

1/4MIC MIC (0.1 pg/ml) 8 MIC 32 MIC
Fig. 4. Morphological changes in Escherichia coli NIH] JC-2 exposed to temafloxacin and ofloxacin for four hours.
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Fig. 5. Morphological changes in Pseudomonas aeruginosa P1-67 exposed to temafloxacin and ofloxacin for four hours.
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Table 13. Frequency of spontaneous mutants resistant to quinolones
Test organism Temafloxacin Ciprofloxacin Ofloxacin Norfloxacin Enoxacin
S. aureus 209P JC-1 4.8x107° <4.8x107° <4.8x107° 1.5x1077 9.7x107"
E. faecalis CN-478 <2.8x10°° <2.8x10°° <2.8x107° <2.8x10°? <2.8x107°
E. coli NIHJ JC-2 <6.1x10°10 1.2x10°8 <6.1x10"10 1.2x1079 1.2x10-8
K. pneumoniae PCI-602 2.2x1076 2.3x107¢ 1.7x 1076 2.3x10°6 1.9x10-¢
P. aeruginosa No. 12 3.5x1077 4.2x1077 <9.4x10710 3.2x1077 3.0x1077

Mutants were selected at 8 MIC
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In vilro antibacterial activity of temafloxacin

Tadahiro Matsushita, Tadahiro Oshida, Tokio Onta, Machiko Naito
and Totaro Yamaguchi
Pharmacological Research Laboratory, Tanabe Seiyaku Co., Ltd.
2-2-50 Kawagishi, Toda 335, Japan

The antibacterial activity of a new quinolone, temafloxacin (TMFX), was compared with that of
ciprofloxacin (CPFX), enoxacin (ENX), norfloxacin (NFLX) and ofloxacin (OFLX), using clinical
isolates. The activity of TMFX against gram-positive bacteria was superior to that of the
reference quinolones. The activity of CPFX was superior to that of TMFX against many kinds of
gram-negative bacteria, but against Haemophilus influenzae and Moraxella catarrhalis, TMFX was
equal to CPFX. Against Bacteroides fragilis, TMFX was superior to the reference quinolones.

The antibacterial activity of TMFX was influenced by the pH of the medium and the addition of
Mg’* into the medium, as was that of the reference quinolones.

TMFX acted bactericidally on Staphylococcus aureus, Escherichia coli and Pseudomonas aeruginosa
at higher concentrations than MIC or 2MIC for the respective bacteria. Microscopic observation
of E. coli and P. aeruginosa treated with TMFX and OFLX showed that both drugs changed E. coli
cells to filamentous form, and some P. aeruginosa cells to a bulging form at higher concentrations
than 8MIC. The IC5q (50% inhibitory concentration) of TMFX for DNA gyrase of E. coli KL-16
was the same as that of OFLX.

The frequency of isolation of strains resistant to TMFX at 8MIC was the same as that of the
reference quinolones.

It was suggested that TMFX would be effective against many bacterial infections.



