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Table 1. MICs of temafloxacin against standard strains

MIC (ug/ml)
Strains
temafloxacin ofloxacin ciprofloxacin tosufloxacin tosilate
Staphylococcus aureus 209P JC-1 0.10 0.20 0.10 0.025
Staphylococcus aureus MS353 0.10 0.39 0.10 0.05
Micrococcus luteus ATCC9341 3.13 3.13 3.13 1.56
Bacillus subtilis ATCC6633 0.10 0.20 0.10 0.05
Escherichia coli NIH] JC-2 A 0.10 0.10 0.025 0.025
Escherichia coli K-12 C-603  ° 0.025 0.05 0.012 0.20
Salmonella enteritidis G14 o 0.10 0.20 0.05 0.20
Enterobacter cloacae 963 0.20 0.20 0.05 0.10
Enterobacter aerogenes ATCC13048 0.10 0.20 0.025 0.10
Serratia marcescens IAM1184 0.39 0.10 0.05 0.20
Proteus vulgaris 0X-19 0.10 0.20 0.05 0.05
Proteus vulgaris HX-19 0.10 0.20 0.10 0.05
Proteus mirabilis IFO3849 0.39 0.10 0.10 0.10
Morganella morganii IFO3848 0.20 0.10 0.025 0.10
Providencia retigeri IFO3850 0.20 0.20 0.025 0.10
Pseudomonas aeruginosa IFO3445 3.13 1.56 0.39 0.39
Pseudomonas aeruginosa NCTC10490 0.78 0.78 0.10 0.20
Pseudomonas aeruginosa PA01 1.56 0.78 0.20 0.39

106 cells/ml
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Table 2. In vitro activity of temafloxacin and other quinolones

Organism MIC (ug/ml)
. Drug
(no. of strains) range MIC, MIC,,
Methicillin-susceptible temafloxacin 0.05~12.5 0.20 0.78
Staphylococcus aureus ofloxacin 0.20~25 0.39 0.78
(MSSA) ciprofloxacin 0.10~25 0.39 1.56
(29) tosufloxacin tosilate 0.05~12.5 0.10 0.20
Methicillin-resistant temafloxacin 0.10~100 12.5 25
Staphylococcus aureus ofloxacin 0.20~>100 25 50
(MRSA) ciprofloxacin 0.10~ >100 50 100
(49) tosufloxacin tosilate 0.025~ >100 6.25 25
Escherichia coli temafloxacin 0.012~3.13 0.10 0.20
(53) ofloxacin 0.025~3.13 0.10 0.20
ciprofloxacin =0.006 ~1.56 0.025 0.025
tosufloxacin tosilate =0.006~0.78 0.025 0.05
Klebsiella pneumoniae temafloxacin 0.05~0.78 0.20 0.39
43) ofloxacin 0.05~0.78 0.20 0.39
ciprofloxacin 0.012~0.39 0.05 0.20
tosufloxacin tosilate 0.012~0.39 0.05 0.10
Proteus mirabilis temafloxacin 0.20~0.78 0.39 0.78
(567 ofloxacin 0.05~0.39 0.10 0.20
ciprofloxacin 0.025~0.39 0.025 0.20
tosufloxacin tosilate 0.05~0.39 0.10 0.20
Proteus vulgaris temafloxacin 0.10~0.78 0.20 0.78
@ ofloxacin 0.05~1.56 0.10 1.56
ciprofloxacin 0.025~0.20 0.05 0.20
tosufloxacin tosilate 0.05~0.39 0.20 0.39
Morganella morganii temafloxacin 0.20~6.25 0.39 0.78
(26) ofloxacin 0.05~0.78 0.10 0.20
ciprofloxacin 0.012~0.20 0.025 0.05
tosufloxacin tosilate 0.05~1.56 0.10 0.20
Providencia rettgeri temafloxacin 0.05~6.25 1.56 6.25
(16) ofloxacin 0.10~12.5 1.56 3.13
ciprofloxacin 0.025~12.5 0.39 3.13
tosufloxacin tosilate 0.05~6.25 0.39 1.56
Serratia marcescens temafloxacin 0.20~12.5 3.13 6.25
(53) ofloxacin 0.10~12.5 1.56 6.25
ciprofloxacin 0.05~6.25 0.78 3.13
tosufloxacin tosilate 0.05~3:13 0.78 1.56
Pseudomonas aeruginosa temafloxacin 0.39~100 1.56 25
(50) ofloxacin 0.78~100 1.56 12.5
ciprofloxacin 0.10~25 0.39 3.13
tosufloxacin tosilate 0.20~100 0.78 6.25
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Table 3-1. Clinical efficacy of temafloxacin
Case Age N . Underlying disease Dose ' Clinical Bactfeno- Side
0. yn) iagnosis and and Isolated organisms effect logical effects Remarks
Sex complications duration effect
1 18 acute tonsillitis — 150 mg x2 NT good | unknown | —
F 11 days
29 _— 150 mgx 2
2 F acute tonsillitis - 7 days NT good | unknown [ —
3 2 acute bronchitis — 150 mg x2 S. aureus excellent | eradicated | —
F 6 days
4 2 acute bronchitis — 150 mg x2 normal flora good | unknown | —
F 7 days
78 . . 150 mgx 2
5 F acute bronchitis hypertension 7 days NT good | unknown | —
6 ™ acute bronchitis - 150 mgx2 normal flora good | unknown | —
F 7 days
. Turner syndrome
7 41 | acute e).(acerban(?x} of primary 150 mgx 2 normal flora good | unknown | —
F chronic bronchitis .. | 11 days
agamma-globulinemia
68 | acute exacerbation of . . 150 mgx2 | S. pneumoniae .
8 M chronic bronchitis dizbetes melltus 14 days H. influenzae good  feradicated | — eo. 1
71 | acute exacerbation of 150 mg x 2 . .
% | F | chronic bronchitis - 7 days H. influenzae good |eradicated | —
. hypothyroidism
10 71 | acute e).(acerbatl(?r} of hypertension 150 mg x2 normal flora good | unknown [ —
F chronic bronchitis P 7 days
chronic sinusitis
29 | acute exacerbation of congenital 150 mgx 2 . _
u M chronic bronchitis spherocytosis 8 days H. influenzae good | unknown
62 | bronchiectasis 150 mg x 2 -
12 F +infection — 14 days S. aureus good |diminished| —
64 | bronchiectasis gastric ulcer 150 mg x 2 . . _
13 F +infection cerebral thrombosis 12 days H. influenzae good | eradicated
52 | bronchiectasis 150 mgx 2
14 F +infection — 7 days normal flora good | unknown
73 | bronchiectasis 150 mgx 2 _
15 F +infection — 7 days normal flora good | unknown
22 | bronchiectasis allergic broncho- 150 mg x 2 . _
16 F +infection pulmonary aspergillosis | 10 days S. preumoniae good | unknown
57 | bronchiectasis 150 mg x 2 _
17 M +infection - 10 days normal flora good | unknown
65 | bronchiectasis 150 mgx 2 _
18 F +infection — 7 days normal flora good | unknown
55 | diffuse 150 mgx 2 R _
19 F panbronchiolitis - 7 days S. pneumoniae good | unknown
55 | bronchial asthma chronic hepatitis 150 mgx 2 _
20 F +infection renal cyst 7 days noral flors good | unknown
| B bronchial jasthma _ 150 mg x2 NT good | unknown | —
F +infection 7 days

NT: not tested
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Table 3-2. Clinical efficacy of temafloxacin
Age Underlying disease Dose - Bacterio- .
Case o) Diagnosis and and Isolated organisms il;?:éil logical e[sf:edcets Remarks
0 | Sex complications .duration effect
66 |lung cancer 150 mg x 2 . .
2 F +infection - 7 days S. pneumoniae good |eradicated | —
76 | lung cancer 150 mgx 2 .
23 M +infection - 7 days NT fair unknown —
53 | lung cancer carcinomatous 150 mg x 2 . .
% M| +infection pleurisy 7 days M. catarrhalis good |eradicated | —
87 | pneumoconiosis . . 150 mg x 2 .
25 M +infection diabetes mellitus 14 days P. aeruginosa good | unknown | —
radiation pneumonia
26 67 acute pneumonia post op. . . 150 mgx2 NT fair unknown | —
F adenocystic carcinoma | 14 days
in left mandible
myasthenia gravis
27 1? acute pneumonia post op. 15101 tgf : 2 P. aeruginosa good |eradicated| —
malignant thymoma ¥
28 %8 acute pneumonia — 150 mgx2 normal flora good | unknown | — eo. 1
F 6 days
post op.
laryngeal cancer ALP?
29 51\; lung abscess tracheostomy 153 lgag : 2 S. aureus* poor | unknown |diarrhea | Y-GTP*®
i metastatic lung cancer ¥ LAPt
prostate hypertrophy
37 . 150 mg x 2
30’ ¥ mycoplasmal pneumonia - 14 days normal flora excellent | unknown [ —
25 . 150 mg x 2
3l F mycoplasmal pneumonia - 10 days NT good | unknown | —
8 . hypertension 150 mgx 2
32 M pulmonary tuberculosis ischemic heart disease 14 days normal flora good | unknown | —
62 . . . 150 mgx 2 . .
3 P pyelonephritis chronic hepatitis 11 days E. coli good |eradicated| —
42 .. 150 mgx 2
U - —
F cystitis 4 days normal flora good | unknown
53 .. 150 mgx 2 . .
35 - -
F cystitis 11 days E. coli good | eradicated
56 .. A 150 mgx 1 .
36 -
F | Cystitis hyperlipidemia 8 days normal flora fair unknown
35 . .
3 acute prostatitis — 150 mg x2 E. coli excellent | eradicated | —
M 5 days
ALP,
70 . . 150 mgx2 Y-GTP
3 F acute enteritis hypertension 7 dfys normal flora unknown | unknown | fever CRP,
ESRt
3 % carbuncle sarcoidosis 150 mg x2 S. aureus good |eradicated | —
F 7 days

NT: not tested

*: observation after two days
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Table 4. Clinical efficacy of temafloxacin classified by diagnosis

Clinical effect
Diagnosis No. of , Efficacy
cases | excellent | good | fair { poor | unknown | rate* (%)
acute tonsillitis 2 2 212
acute bronchitis 4 1 3 4/4
acute exacerbation of chronic bronchitis 5 5 5/5
bronchiectasis + infection 7 7 i
diffuse panbronchiolitis 1 1 n
bronchial asthma + infection 2 2 212
RTI | lung cancer + infection 3 2 1 2/3
pneumoconiosis + infection 1 1 11
acute pneumonia 3 2 1 2/3
lung abscess 1 1 01
mycoplasmal pneumonia 2 1 1 212
pulmonary tuberculosis 1 1 171
sub total 32 2 27 2 1 29/32 (90.6)
pyelonephritis 1 1 11
cystitis 3 2 1 2/3
UTI
acute prostatitis 1 1 11
sub total 5 1 3 1 4/5
acute enteritis 1 1 -
Others | carbuncle 1 1 11
sub total 2 1 1 -
Total 39 3 31 3 1 1 34/38 (89.5)
RTI: respiratory tract infection =~ UTI: urinary tract infection *: excellent + good
No. of cases-unknown
Table 5. Bacteriological efficacy of temafloxacin
Bacteriological effect Eradication
Organism No. of strains
g eradicated diminished unknown rate* (%)
Staphylococcus aureus 4 2 1 1 2/3
Streptococcus pneumoniae 4 2 0 2 212
Haemophilus influenzae 4 3 0 1 3/3
Escherichia coli 3 3 0 0 3/3
Pseudomonas aeruginosa 2 1 0 1 1/1
Moraxella catarrhalis 1 1 0 0 11
Total 18 12 1 5 12/13 (92.3)

*. eradicated/No. of strains except ‘“unknown”
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Table 6-1. Laboratory findings before and after administration of temafloxacin
. H WBC Eosino. GOT GPT ALP Y-GTP BUN Cr
0. (g/d) (/mm®) (%) () (18)] (IU) B(16)) (mg/dl) (mg/dl)
B 11.9 11,700 0 13 6 203 6 11 0.6
Lola | us 3,000 0 - - — - _ _
5 B 13.7 14,900 0 25 28 142 44 14 0.6
A 13.2 8,000 0 20 24 138 — 8 04
3 B 13.8 12,700 1 19 17 141 17 12 0.5
A 12.3 7,100 0 23 20 117 23 13 0.5
A B 12.5 5,800 2 12 3 100 11 6 0.5
A 13.2 5,400 0 13 5 107 15 13 0.5
5 B 11.2 8,800 1 14 7 160 9 20 0.6
A 11.2 7,100 0 15 5 148 8 20 0.6
6 B 13.4 4,400 4 19 14 154 21 10 0.6
A 13.3 9,200 2 17 12 170 — 18 0.5
7 B 16.8 7,500 6 26 26 357 30 16 0.4
A 15.8 7,700 1 22 18 322 27 11 0.4
8 B 14.1 9,800 1 17 11 122 16 20 0.6
A 13.8 7,400 7 — — — — — —
9 B 11.8 5,500 0 20 11 189 12 25 0.6
A 11.5 5,100 3 - — — — — —
B 12.4 8,000 2 16 9 169 15 12 0.5
10
A - - — - — — — - —
1 B 12.0 13,700 0.5 17 9 147 13 22 0.7
A 12.0 9,600 2 20 10 141 11 — —
D B 12.9 4,800 2 15 10 190 12 21 0.7
A 12.6 5,600 0 15 10 183 10 18 0.7
13 B 13.7 13,100 0 25 11 122 18 9 0.8
A 14.1 6,700 1 24 11 183 22 17 0.6
1 B 11.2 7,000 0 14 8 219 15 — —
4
A — — — — — — - — —
15 B 10.7 6,600 0 29 18 111 — 13 0.5
A 9.8 7,100 1 19 10 110 16 12 0.5
16 B 13.4 12,800 0 11 16 108 16 14 0.6
A 13.8 11,700 0 13 15 107 19 13 0.6
17 B 13.3 8,000 4 16 7 162 14 14 0.7
A 13.5 5,500 6 18 12 160 21 12 0.7
18 B 144 7,900 0 27 15 215 20 10 0.5
A — — - — — _ — — _
19 B 13.8 10,100 0 31 17 227 18 19 0.5
A — — — — — — — — —
20 B 12.9 8,900 1 23 20 365 81 15 0.7
A 13.4 7,000 2 36 37 424 97 14 0.5
B:before  A: after
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Table 6-2. Laboratory findings before and after administration of temafloxacin
No H WBC Eosino. GOT GPT ALP Y-GTP BUN Cr
' @gd) | (/mm’) (%) I av av () (mg/d) | (mg/d)
21 B 12.6 7,300 0 14 6 210 8 12 0.6
A 12.2 6,500 1.5 14 9 196 11 13 0.5
22 B 12.3 7,500 0 10 4 195 38 18 0.5
A 11.5 6,600 0 12 5 153 22 15 0.5
23 B 7.6 8,000 1 8 2 169 12 28 1.1
A 8.1 9,200 1 — — — - — —
24 B 13.2 7,200 0 18 19 166 37 17 0.8
A 13.4 5,200 1 21 14 144 30 18 0.9
25 B 13.2 11,400 5.5 14 10 202 25 26 0.9
A 11.3 5,100 2 18 11 193 10 18 0.9
2% B 11.1 4,800 1 21 11 169 13 — -
A 11.6 4,900 5 25 10 188 18 — —
27 B 13.0 13,800 0 38 39 196 29 9 0.5
A 13.9 13,900 0 28 22 286 26 13 0.5
28 B 12.2 6,200 1 18 6 228 12 10 0.7
A 12.0 4,900 6 21 7 220 13 14 0.6
29 B 10.7 9,100 1 20 10 158 18 12 1.0
A 9.9 6,500 0 22 18 270 90 23 1.0
30 B 11.1 8,000 2 27 39 219 93 7 0.5
A 11.7 4,000 1 21 36 — 56 8 0.5
31 B 144 9,000 1 18 12 177 18 11 0.5
A 13.4 5,000 5 15 14 167 14 9 0.5
32 B 10.4 5,000 6 16 9 111 24 — -
A — — — 21 11 113 30 15 0.8
33 B 12.2 9,300 1 53 70 412 187 12 0.7
A 12.5 7,100 2 15 13 179 55 19 0.6
B 13.3 5,600 1 11 10 85 — 20 0.5
34
A _ _ _ _ _ _ _ _ —
35 B 14.5 10,600 1 24 14 255 14 11 0.6
A 13.9 6,400 1 25 14 218 15 - -
36 B 13.8 8,600 1 22 14 262 — 12 0.7
A 13.2 6,500 1 15 9 237 — 15 0.7
37 B 15.9 16,600 0.5 15 10 155 24 15 1.0
A 15.0 5,000 3 21 15 125 — 20 0.9
38 B 12.4 9,700 1 15 11 179 27 11 0.7
A 11.3 8,700 1 30 25 267 62 12 0.8
39 B 14.4 9,600 0 — — — — —_ -
A 14.0 8,300 1 14 12 124 14 18 0.7
B: before  A: after
X 13 2) BALHEESS | R/AGEE I EMIC) #
1) #B/E B, REEIF— | H39M0 B A LEHEF FIEBFHETIZ DWW T, Chemotherapy 29: 76~

LETHAIHMBE R HEZ VRIT L, 79, 1981
Temafloxacin(TA-167), K45, 1991
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Laboratory and clinical studies on temafloxacin

Seibun Yonezu, Yoshitaka Yamanaka and Kojiro Yasunaga
First Department of Internal Medicine, Kansai Medical University
1 Fumizono-cho, Moriguchi 570, Japan

We studied temafloxacin (TMFX), a newly synthesized antibacterial agent which is a pyri-
donecarboxylic acid derivative, for its antibacterial activity 1» vitro and its clinical availability.

The following results were obtained;

1) Antibacterial activity in vitro

The MICs of TMFX against bacterial strains isolated from clinical foci were determined, and
compared with those of ofloxacin (OFLX), ciprofloxacin (CPFX) and tosufloxacin (TFLX). The
activity of TMFX against methicillin-susceptible and -resistant Staphylococcus aureus was superior
to that of OFLX and CPFX, but inferior to that of TFLX. Against Escherichia coli, Klebsiella
fmeumoniae, Providencia rettgeri, Pseudomonas aeruginosa and Serratia marcescens, the ar{tibacterial
activity of TMFX was similar to that of OFLX, but inferior to that of CPFX and TFLX. However,
against Proteus mirabilis and Morganella morganii, the activity of TMFX was lower than that of the
other agents.

2) Clinical trial

The patients were treated with TMFX (150~300 mg/day) for 4 ~14 days. One of the cases
was excluded from the efficacy assessment. Of the remaining 38 cases (32 of RTI, 5 of UTI and 1
of skin infection), 34 responded to the therapy.

Laboratory examination, carried out in 30 of 39 cases, revealed eosinophilia and elevations of
ALP and 7-GTP in two patients each. Side effects were observed in two cases: diarrhea in one
patient and fever in another. ’



