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1. WEHHE

MIC2000 > & 7 A (Dynatech Laboratories Inc) % i
W30 743 k2 ) TMFX, ofloxacin(OFLX),
ciprofloxacin(CPFX) & U'tosufloxacin(TFLX) DFF4# 0
MIC% IS L 720 MICK M L 7234 RIHAL K
HREE T E bE L AR AR THM Sk
methicillin-susceptible Staphylococcus aureus (MSSA),
methicliin-resistant S. aureus (MRSA), Escherichia col,
Klebsiella pneumoniae, Enterobacter cloacae, Serratia
Pseudomonas aeruginosa, —Mycobacterium
avium D % 20 ¥k & Haemophilus influenzae, Mycobacter
ium tuberculosisD K 18k D 51968k Td 5o Mueller-
Hinton broth(MHB, Difco)l= & % % IEH DR HATR
5% FERL L, MIC2000 X7 ADF 4 ARV
Lno6E@ExX12)0Y 2 VEAET B/ 7051
§— U — MIERHIC0.ImITOMEL L — T,
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5 AEYERE TL0°CFU/ml, 77 L BMEE T
10°CFU/ml & &2 % W MCHERETR, 37°C, 20MEFRER L,
&% 2 VADREE WIRIICERE L TR L HIE L
t2o 7B, H.influenzaeTiL5%Fildes enrichment(Dif-
coIMHBZ B4 & L THW F72, M. avium B
M. tuberculosis T3 Dubos T AASE L % F vy TR BRREH 12
12 sparfloxacin(SPFX) & rifampicin(RFP) 2 Nz, %
NRBEEYAVT, AEEROIASEFEPEML,

37C T28 A MEERMLICMICE E L 720
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TR 24E6 A N b FMBELA T T UB 2 B D
BV ABE L7 M & DM S5 B T, BBREIN
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SMEETR0, 4377 X% 16RO R
Mg 5B DEFSBIT D - 7o A B D IR A5 e S
Naholzflbatge LTWAD, ZhsDflizEt
WO MIBeARILMITAE, AMERSINE, CRPUM:ILE
DFRD SMBRBEDFEAITRETH L EEZ LN

Table 1. MIC ranges, MICy, and MICq, of temafloxacin, ofloxacin, ciprofloxacin and tosufloxacin

against eight different species

Speci Number of Agent MIC (ug/ml)
by ents
pecies strains g range MID, MIC,,
S. aureus temafloxacin =0.12~0.5 0.25 0.5
(MSSA*) 20 ofloxacin =0.12~2 0.25 0.5
ciprofloxacin =0.12~2 0.25 1
tosufloxacin =0.12~0.25 =0.12 =0.12
S. aureus temafloxacin 0.5~32 8 16
(MRSA**) 20 ofloxacin 0.5~32 8 16
ciprofloxacin 1~128 8 64
tosufloxacin =0.12~>128 8 >128
H. influenzae 20 temafloxacin =0.12 =0.12 =0.12
ofloxacin =0.12 =0.12 =0.12
ciprofloxacin =0.12 =0.12 =0.12
tosufloxacin =0.12 =0.12 =0.12
E. cols temafloxacin =0.12 =0.12 =0.12
20 ofloxacin =0.12 =0.12 =0.12
ciprofloxain =0.12 =0.12 =0.12
tosufloxacin =0.12 =0.12 =0.12
K. pneumoniae temafloxacin =0.12~2 =0.12 1
20 ofloxacin =0.12~1 =0.12 0.5
ciprofloxacin =0.12~0.25 =0.12 0.25
tosufloxacin =0.12~0.25 =0.12 =0.12
E. cloacae temafloxacin =0.12~2 =0.12 0.5
20 ofloxacin =0.12~2 =0.12 0.5
ciprofloxacin =0.12~1 =0.12 0.25
tosufloxacin =0.12~0.5 =0.12 =0.12
S. marcescens temafloxacin 0.5~4 2 2
20 ofloxacin =0.12~1 0.25 0.5
ciprofloxacin =0.12~1 =0.12 0.25
tosufloxacin =0.12~1 0.25 0.5
P. aeruginosa temafloxacin =0.12~8 1 4
20 ofloxacin =0.12~8 0.5 2
ciprofloxacin =0.12~1 =0.12 0.5
tosufloxacin =0.12~2 0.25 1

*MSSA = methicillin-susceptible Staphylococcus aureus
**MRSA = methicillin-resistant Staphylococcus aureus
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1. #iHh

— A AN U 53 B MIC D 537 #EBH & MICso, MIC,,
B OM. tuberculosis & M. avium 3t 3 B MICD 54 %
Table 1 ~3IZ7R L 720 S. marcescens & P, aerugingsa |z
* 4 B TMFXDMICHH IXOFLX & ) b2 ic 54
FNDHN OB HH5UHE HIZOFLX & 12IZF%C
BH o720 M. tuberculosisiZat3 HILE S IXOFLX & 1312
[H%Tadh » 75, M. avium|Zx L TIEOFLX & 1%
i, CPFX&IZF%TH 70

2. R

1) BEER%HE : Table 4IZFEFD—KEERL, Table
SICRBHORESHERR LR Lo AHEHSLLE
8HITVTROANORAN RN, FHEIE100%
THo7,

2) HIEZERZHE | Table 6/ HAEJHE LM HE
#iRL72 S. aureus 1, S. pneumoniae 2K UH. influen-
zae 2DESHRDSTBES N, FHOHREIZL ) 45%0HE
HEIH LN, ER2DS. aureusiSEBEAICIES
ofeht, T OBNIEERIER - BT RN E L CENNE
LbN7:-BITH 5,

3) BMER . EHIES IS BER RUTRRRER
BB ZBEBIZDOWTHRET L, Table 7ICIXERR

Table 2. MICs of temafloxacin, ofloxacin, ciprofloxacin, sparfloxacin and rifampicin against
18 strains of Mycobacterium tuberculosis

(2-a) 10 strains of rifampicin-susceptible M. tuberculosis

MIC (ug/ml)*

Agents
=0.05 0.1 0

0.5 1 5 10 50 >50

Temafloxacin

Ofloxacin

Ciprofloxacin

Sparfloxacin 10
Rifampicin

oo e

(2-b) 8 strains of rifampicin-resistant M. tuberculosts

MIC (ug/ml)*

Agents <0.05 0.1 0

0.5 1

10 50 >50

Temafloxacin

Ofloxacin

Ciprofloxacin

Sparfloxacin 3 1
Rifampicin

w wlie

- N

DN WO

1

*28-day-old culture in Dubos medium was used for the determination of the MICs



Temafloxacin DERMER  FRER MM

voL.41 S-5 311
Table 3. MICs of temafloxacin, ofloxacin, ciprofloxacin, sparfloxacin and rifampicin against
20 strains of Mycobacterium avium
MIC (ug/mi)*

Agents <0.05 0.1 0.25 0.5 1 5 10 50 >50
Temafloxacin 4 4 6 6
Ofloxacin 3 9 8
Ciprofloxacin 3 5 7 4
Sparfloxacin 7 3 2 6 2
Rifampicin 9 8 1 2

*28-day-old culture in Dubos medium was used for the determination of the MICs

Table 4. Therapeutic effects of temafloxacin on respiratory tract infections

Age (ys.) __ Diagnosis Daily dose Bacteriological Body .
No. Sex underlying x duration effects temp. BSR CRP WBC iléf:(c::l i:::fil;es
BW (kg disease (total dose) MIC: pg/ml) (°C) (mm/h) (/mm®)
71 ... 150 mg x 2/day H. influenzae (W) 36.3 10 1+ 10,000
oM MO T ogqys L (s002) L L L L ogod -
64 21p (=) 36.5 ND* - 6,800
62 te b hiti 150 mgx 2/day S. aureus 2 x105/ml  37.0 8 0.85 8,500
2 B LS x10days 02 ! ! I good  —
g cysuelung (3.0g) S. aureus 3x10%ml 36.4 4 070 8,000
18 M. pneumoniae 300 mg x 2/day normal flora 37.2 55 140 4,800
3 F pneumonia x 14 days 1 ! ! l 1 good proteinuria
43 (=) 849 normal flora 37.0 17 <0.2 4,900
88 acute pneumonia 300 mg x 2/day not tested 38.2 75 9.60 9,400
4 M ___p?_e)_o x 14 days i { 1 1 l good —
40 B4p normal flora 36.6 67 <0.2 7,100
27 . 300 mgx 2/day S. pneumontae (+)  38.8 60 11.70 13,000
5 M acute pneumoni PIELIONE 14 days ! TR I L good gg}: !
68.5 @849 =) 36.5 9 <0.2 6,900
75  acute pneumonia 300 mg x 2/day normal flora 37.6 68 2.6 18,200 GOT 1
6 M cerebral x 14 days 1 ! l 1 l good RBC-Hb |
43 infarction 849 not tested 36.3 55 0.2 4,900
74 acute pneumonia 150 mg x 2/day  H. influenzae (+) 38.9 130 2.1 8,000
7 M pulmonary . x 14 days S. pneumoniae (+) l 1 1 ! good —
33 emphysema 42g - (=) 35.7 68 0.4 6,700
75  acute pneumonia 300 mg x 2/day normal flora 36.7 72 16.8 14,300
8 M pulmonary x 21 days i 1 l i) 1 good -
42 emphysema (12.6 g normal flora 36.5 50 0.8 8,300
*ND = not determined
Table 5. Summary of clinical effects of temafloxacin
Clinical effect
Diagnosis Number
of cases excellent good fair poor
Total 8 8
Acute bronchitis 2 2
M. pneumoniae pneumonia 1 1
Acute pneumonia 5 5
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DA IZGOT DRI LA 2B /225, I b AH
DIGET RIS Lo SOOI L Tidd
Fl . & ORMAE 2 SNA, WTFRLIBETH -

o %

F 0 REROLEDHESIE L L, whws
Za—% 0 RINSBERLI NN, BR0Es
V&7 T LIRS B HUE T L RRBIRE DS
H%bo TMFXIZH LT o @I HEIENE: E hkHgEe
WA FERFCHONTVD, ThbL, TMFXOEH

A AL} R RRDR T (X § D UL 71 1ZOFLX °CPFX & [
Table 6. Bacteriological effects of temafloxacin
Organism Number of Bacteriological effect
isolated straing eliminated suppressed unchanged
Total 5 4 1
S. aureus 1 1
S. pneumoniae 2 2
H. influenzae 2 2
Table 7. Laboratory findings before and after administration of temafloxacin
Age (ys.) Daily dose
No.  Sex x duration RBC Hb Pit. WBC Eos. GOT GPT ALP BUN s(r
BW (total dose)  (x104/mm?®) (g/d) (x10*mm® (mm®) (%) (@U/H @AUMH AUND (mg/d) (mg/d)
71 150 mg x 2/day 461 15.1 21.2 10,000 2.5 ND* ND* ND* ND* ND*
1 M x 8 days ! 1 { 1 i 1 1 ! 1 {
64 kg @21p 453 14.8 22.9 6,800 3.0 21 19 128 135 09
62 150 mg x 2/day 466 15.2 25.7 8,500 0.5 38 27 150 17.0 08
2 F x 10 days i ! i ! 1 { l l ! !
64 kg 3.09 468 14.7 24.8 8,000 1.0 31 31 171 176 0.7
18 300 mgx 2/day 438 12.6 27.0 4,800 3.0 17 13 193 118 06
3 F x 14 days ) 1 ) 1 i I { 1 ! !
43 kg 849 401 11.8 22.8 4900 3.0 15 16 183 10.7 07
88 300 mg x 2/day 311 11.2 19.7 9,400 0 22 15 145 30.7 09
4 M x 14 days 1 l ! ! l 1 l l 1 i
40 kg 84p 304 11.0 35.7 7,100 6.0 26 22 137 260 0.9
27 300 mgx2/day 429 140 305 13,000 7.0 23 15 157 141 07
5 M x 14 days i ! ! ! ! 159 ! ! !
68.5 kg 849 445 14.4 26.8 6,900 3.0 19 19 150 13.7 09
75 300 mg x 2/day 364 11.0 35.8 18,200 0 23 9 212 159 08
6 M x 14 days i i i 24 Il oo
43 kg 849 344 10.2 34.2 4,900 4.0 18 13 203 13.7 07
74 150 mg x 2/day 369 11.8 28.1 8,000 0 14 6 284 125 09
7 M x 14 days l i) 1 ! ! ! ! 1 i) !
33 kg 4.2p 336 11.2 22.7 6,700 3.0 25 12 252 126 08
75 300 mgx2/day 440 130 444 14,300 20 31 11 230 195 12
8 M x 21 days ! ! ! ! i ! i Lol
42 kg (1269 464 13.3 26.8 8,300 5.0 25 10 232 174 12

*ND = not determined

[] — abnormal laboratory value probably related to administration of temafloxacin
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In vitro antimicrobial activity of temafloxacin
and its therapeutic efficacy in respiratory infections

Akira Watanabe, Yoshihiro Honda, Yutaka Tokue, Naoto Kitamura,
Satoru Shoji, Hiroaki Kikuchi and Masakichi Motomiya
Department of Internal Medicine, Research Institute for Chest Diseases and Cancer,
Tohoku University*

# Department of Internal Medicine, Institute of Department,

Aging and Cancer, Tohoku University
4.1 Seiryo-machi, Aoba-ku, Sendai-shi 980, Japan

Mitsunobu Honma
Third Department of Internal Medicine, Akita City General Hospital

The in vitro antimicrobial activity of temafloxacin (TMFX), a new quinolone agent for oral use,
was measured, and its therapeutic efficacy in respiratory infections was evaluated. The minimum
inhibitory concentrations (MICs) of TMFX, ofloxacin (OFLX), ciprofloxacin (CPFX), tosufloxacin
(TFLX), sparfloxacin (SPFX) and rifampicin (RFP) against 20 starains each of methicillin-suscepti-
ble Staphylococcus aureus (MSSA), methicillin-resistant S. aureus (MRSA), Escherichia coli, Kleb-
siella pneumoniae, Enterobacter cloacae, Serratia marcescens, Pseudomonas aeruginosa and Mycobacter-
ium avium, and 18 strains each of Haemophilus influenzae and Mycobacterium tuberculosis were
determined by the micro-broth dilution method using the Dynatech MIC 2000 system. As shown
by the MICs, TMFX was as active as OFLX against all of the species tested except S. marcescens, P.
aeruginosa and M. avium. TMFX was somewhat less active than OFLX against S. marcescens andP. -
aeruginosa, and more active than OFLX against M. avium. A daily dose of 300 mg (3 cases) or 600
mg (5 cases) of TMFX was administered orally for 8 ~21 days (mean: 13.6 days) to 8 patients: 2
with acute bronchitis, one with Mycoplasma pneumoniae pneumonia and 5 with acute pneumonia.
The clinical effects were good in all cases. Five strains were identified as causative organisms.
Four strains were eradicated and one strain (S. aureus) was decreased in number by administra-
tion of TMFX. No clinical adverse effects were observed during treatment with TMFX. Proteinuria
was observed in one patient and a transient elevation of serum transaminase in another two
patients, in one of whom anemia was also observed. These adverse effects resolved after the
completion of therapy. We conclude from the above results that TMFX is one of the most useful
quinolone agents for oral use as a drug of first choice in the treatment of respiratory-infections,
especially in outpatient clinics.



