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i, 2#%iZOFLX, LFLX X ) $Eh, TFLX LIZIZFASEHRRL o MEDER L7,

2. MAPRESD X UIEERPBITIRE

R[EXIREDEE (48 5%, Bt 50ke) i 200mg ABFEOHRE L72H4, REMHigER
4 BRI EIC 3.38ug/ml, HEBIEFPBITIREIX 1.35u/g HE 5N, ZOREMPEEITTS
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Staphylococcus aureus 96 #g ( A F 1) B (MSSA)
49Kk, XF ) UiittE (MRSA) 47 #k,  Streptococcus pre-
umoniae 37 ¥k, Enterococcus faecalis 37 ¥k, Moraxella sub-
genus Branhamella catarrhalis 49 %, Haemophilus i
fluenzae 52 ¥k, Klebsiella pneumoniae 35 &, Escherichia
coli 52 ¥k, Proteus vulgaris 21 ¥k, Proteus mirabilis 23 #%,
Enterobacter cloacae 51 #, Enterobacter aerogenes 35 #&,
Serratia marcescens 52 ¥k, Morganella morganii 25 ¥,
Citrobacter freundii 25 ¥k, Acinetobacter calcoaceticus 22
Bk, Pseudomonas aeruginosa 58 ¥k, Xanthomonas maltophi-
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lia 45 Bk, Bacteroides fragilis 25 ¥k,
NIH], S. aureus PCI 209P % 72,
$HEBEHIL , ofloxacin(OFLX, £ —BUIEHRIENL), lome-
floxacin(LFLX, 1&EBPFBBERIZML ), tosufloxacin(TFLX,
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L7
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ﬁ@@%%ﬁ%@4wkﬂitto%&3%,kﬁl
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3) ERR#RHE

BHEOWK, BEOHR, W IFREEL EOEEE
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4) BIfeA
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L7,

oO. m® #

L BRRSEERE T 2 HE N

BAEERIR 5 BE T (23§ B AH) & 4t 3 #) & o MIC fED
5% % Table 1 |Z5R L 72,

XTEBE#RE L7 S. aureus PCI 209P 3 & ON E. coli NIH]
IZX LT#NZEN PZFX 0.20, <0.013xg/ml, OFLX
0.20, =<0.013ug/ml, LFLX 1.56, 0.10ug/ml, TFLX
0025, <0.013 pg/ml Td > 72,
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TFLX X ) duE 134y, OFLX L i3i2[E% T, LFLX
LN LA EZR L,
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HHEVHE N EZRL, 0.1~03%g/ml TEH|RDEE %[
1IEL, &AL TFLX (2R &, OFLX, LFLX X §) 34T
BWhHERLT,

75 LEHRE D S b K. pneumoniae, E. coli, P. vulga-
ris, E. cloacae |Z3F¢ A MICq 1Z 0.025~0.1pug/ml & E b
OTHWIENZRL, TFLIX L FE 1R <,
OFLX,LFLX & ) b8Vl 1 &R L 72, E. aerogenes, S.
marcescens, M. morganii, C. freundii |Zxt L T b FAEIC
MICu 13 0.39~3.13pg/ml % 7% L, TFLX ¥ (3|24,
OFLX, LFLX £ ) $EN T 72,

7 NOKERFEBES T LEMERE D ) b P. aeruginosa |2
FF L Tid MICs, 0.39ug/ml, MIC,, 3.13ug/ml & TFLX &
FEDOHENZRL, M2H L) DECHEFEELZTRL
720 A. calcoaceticus, X. maltophilia |ZxF L TIXARHF 1T
TFLX |2k ¥, OFLX, LFLX & ) bENIENERL

72

B. fragilis (23t L Tid, AFNE TFLX L h Rk &
WMIC 12504 L, MICs 6.25ug/ml, MICy, 50ug/ml T
%07’;0

2. MHEESB L VIEEFBITIEE
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Table 1. MICs of pazufloxacin and other quinolones against clinical isolates
Organism Antimicrobial MIC (ug/mD)

(No. of strains) agent range MICs, MIC,,
MSSA pazufloxacin 0.10~12.5 0.20 0.39
(49) ofloxacin 0.20~25 0.39 0.78

lomefloxacin 0.78~ >100 1.56 3.13
tosufloxacin =0.013~6.25 0.05 0.10
MRSA pazufloxacin 0.10~25 12.5 12.5
@4n ofloxacin 0.20~100 25 50
lomefloxacin 0.78~ >100 100 >100
tosufloxacin 0.025~25 6.25 12.5
S. pneumoniae pazufloxacin 1.56~3.13 1.56 3.13
@7 ofloxacin 0.78~3.13 1.56 3.13
lomefloxacin 3.13~12.5 6.25 12.5
tosufloxacin 0.10~0.39 0.10 0.20
E. faecalis pazufloxacin 1.56 ~ 100 3.13 100
37 ofloxacin 0.78~ >100 3.13 100
lomefloxacin 3.13~ >100 6.25 >100
tosufloxacin 0.10~25 0.39 25
M. catarrhalis pazufloxacin =0.013~0.05 0.05 0.05
(49) ofloxacin 0.05~0.10 0.10 0.10
lomefloxacin 0.20~0.39 0.20 0.39
tosufloxacin =0.013~0.025 =0.013 =0.013
H. influenzae pazufloxacin =0.013~0.05 =0.013 =0.013
(52) ofloxacin =0.013~0.10 0.025 0.025
lomefloxacin 0.05~0.39 0.10 0.10
tosufloxacin =0.013~0.025 =0.013 =0.013
K. pneumoniae pazufloxacin =0.013~0.78 0.025 0.10
(35) ofloxacin 0.05~6.25 0.10 0.39
lomefloxacin 0.20~12.5 0.39 1.56
tosufloxacin =0.013~0.78 0.025 0.10
E. coli pazufloxacin =0.013~3.13 0.025 0.05
(52) ofloxacin 0.025~1.56 0.05 0.20
lomefloxacin 0.20~6.25 0.20 0.78
tosufloxacin =0.013~0.78 =0.013 0.05
P. vulgans pazufloxacin =0.013~0.05 =0.013 0.025
(1) ofloxacin 0.025~0.39 0.10 0.10
lomefloxacin 0.20~0.78 0.39 0.39
tosufloxacin =0.013~0.20 0.05 0.20
P. mirabilis pazufloxacin =0.013~1.56 =0.013 0.025
(23) ofloxacin 0.05~12.5 0.05 0.20
lomefloxacin 0.39~25 0.39 1.56
tosufloxacin 0.05~1.56 0.05 0.20
E. cloacae pazufloxacin =0.013~1.56 0.025 0.05
(51) ofloxacin =0.013~6.25 0.05 0.10
lomefloxacin 0.10~6.25 0.39 0.39
tosufloxacin =0.013~3.13 =0.013 0.025
E. aerogenes pazufloxacin =0.013~12.5 0.78 3.13
(35) ofloxacin 0.05~50 0.20 12.5
lomefloxacin 0.20~100 0.78 25
tosufloxacin =0.013~100 0.05 6.25
S. marcescens pazufloxacin 0.025~6.25 0.39 3.13
(52) ofloxacin 0.10~25 1.56 12.5
lomefloxacin 0.39~50 3.13 25
tosufloxacin 0.025~12.5 0.39 3.13
M. morganii pazufloxacin =0.013~12.5 =0.013 0.39
(25) ofloxacin 0.05~ >100 0.10 0.78
lomefloxacin 0.20~ >100 0.20 3.13
tosufloxacin 0.025~ >100 0.05 0.78
C. freundii pazufloxacin =0.013~3.13 0.10 0.78
(25) ofloxacin =0.013~12.5 0.20 6.25
lomefloxacin 0.10~50 0.78 6.25
tosufloxacin =0.013~6.25 0.10 0.78
A. calcoaceticus pazufloxacin 0.10~0.39 0.20 0.39
(22) ofloxacin 0.10~0.39 0.10 0.20
lomefloxacin 0.78 ~1.56 0.78 1.56
tosufloxacin =0.013~0.05 =0.013 0.025
P. aeruginosa pazufloxacin =0.013~25 0.39 3.13
(58) ofloxacin 0.05~ >100 1.56 12.5
lomefloxacin 0.78~ >100 3.13 25
tosufloxacin =0.013~ >100 0.39 3.13
X. maltophilia pazufloxacin 0.39~3.13 0.78 1.56
(45) ofloxacin 0.39~12.5 1.56 6.25
lomefloxacin 1.56~25 3.13 12.5
tosufloxacin 0.05~3.13 0.39 0.78
B. fragilis pazufloxacin 3.13~50 6.25 50
(25) ofloxacin 1.56 ~ 100 3.13 50
lomefloxacin 6.25~100 12.5 100
tosufloxacin 0.20~12.5 0.78 12.5

MSSA: methicillin-susceptible Staphylococcus aureus

MRSA: methicillin-resistant Staphylococcus aureus
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bEL, AREHIE L2, ER 4%, BHUHEIRELY
S L7 BMREIREIT, NEZBEEDICBMSE)
L2 e oRAEZS Lz, BEEOGE . CRP
bHRELOTER LML 72,

BABIX S preumoniae FEB 2), H. influenzad FEF) 3)

3.38

pazufloxacin : 200 mg p.o

Concentration of pazufloxacin (ug/ml)

Time (h)

Case 0 05 1 2 3 4 5 6

0.07 0.09 0.82 3.38 161

e e ——— e e

0.21 0.36 0.53 1.00 0.85 1.35

48y, M,50kg  Serum (ug/ml)
Bronchiectasis gpytym (ug/g)

Fig. 1. Serum and sputum levels of pazufloxacin after an

oral administration of 200 mg.

MPREH ENTD5, WINbRBEIOHRSIZE DiHEE L7,
BEAB L UVHRBEEREL, 4061 bIZROON%
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CHOI0EMic=2—F /0 EORBIIEEELL
HERL, FICX /) UEREBRETHAIEICELYDE
BELEALTERINTWS, PZFXiE, 1-73/ 2
yu7aVEELEALERTSH Y, EREESTC
N, PRI T AIERPEEVE V) FEP» HLRE S
nrz',

SBEIOMENDOWMETTIE, 77 LBHEERE 23 LTI
OFLX, LFLX £ h i\ 5= E o 7z2%, TFLX &)
BRRE OB TH o720 WERDOERRKEDIE A
§97 o 72 S. preumoniae |23+ LT, TFLX X h %> Tw
72743, OFLX L 12IZEZ% T, LFLX X 9 y gk {, MR EeRk
RIEDTEELELE & 72 5 H. influenzae, M.catarrhalis |-
LTI TFLX L IZIZAIFEDEVIE N 2R L7
MRSA (ZiZ MICy, 12.5pug/ml L W) FWEEZRL, D
BRI L ERRICIMENIRE o720 7T ABRMEREICH L
THRLCEVTENZRL, FBEICH LT MIC,
0.3%ug/ml LV HfEZX/RL, BRERMIZOERLZITAGENYE
LBbhs,

—F, BRUEREECHRIBRELLZ)RTWVE
fragilis |Z4F L Tid, i =2 —F /0 v E LRI
MICfEIZEVEEZ /R L7,

LlE®D in vitro LTI DRI IR BFEGE (23 L
THHIBRRIEPBONLIEEL Bb b,

AH|% 100~400mg OS5 L7- & ZomFigrEid,

Table 2. Clinical results of pazufloxacin treatment

Case 1(\gr§: Clinical Daily dose | Duration | Total dose | Bacteria in Lab. data Response Side
no. S};x diagnosis (mg x times) | (days) (g) sputum WBC | CRP p effect
a-Streptococcus
Neisseria sp.
6240 | 16.1
1 i,? bronchiectasis 200 x 3 14 8.4 y-Strep iococcus ! ! good —
a-Streptococcus 4680 | 3.73
Neisseria sp.
64 S. pneumoniae | 10050 | 5.33
2 F acute bronchitis 100 x 2 7 1.4 ) ! ! good —
=) 8040 | 0.79
2 H. influenzae | 6190 | 4.29
3 M | pharyngo-laryngitis 100 x 3 14 4.2 i i ! good —
(=) 5530 | 1.13
a-Streptococcus
Neisseria sp.
6750 | 1.01
4 i/? chronic bronchitis 100 x 3 14 4.2 v-Strep iococcus ! l good —
a-Streptococcus 5690 | 0.59
Neisseria sp.
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Table 3. Laboratory findings before and after administration of pazufloxacin

Case RBC Hb Platelet Eosinophil GOT GPT ALP BUN s-Cr
no. (10*/mm?®) (g/d) (10*/mm?) (%) ((10)) (19)) au) (mg/dl) (mg/d)
B 529 14.2 28.6 1.5 154 5.6 172 14.4 1.12

1 A 450 12.5 32.6 1.9 20.9 12.5 161 9.4 0.78
B 493 14.9 23.5 1.3 20.0 124 174 13.6 1.01

2 A 452 14.2 32.3 3.7 24.8 23.2 169 16.7 1.22
B 487 13.5 27.8 2.6 17.0 20.3 125 9.7 1.07

3 A 484 13.7 31.3 3.3 21.0 10.0 108 13.0 1.00
B 442 14.0 15.9 34 14.4 3.0 146 17.8 1.31

4 A 426 14.0 15.6 3.7 16.5 4.6 144 19.5 1.16

B: before treatment, A: after treatment

HEMHE%/RL, Cmax 0.94~4.5ug/ml, T, it 2.0~2.5
BER, PRAPPEREERI 24 BRI T2 81.2~85.5% Tdh -
72V BBEBENOBITHOIMO =2 —F /0 v ELEK
KB ZEEPBON TV DY, FEDEEANDBLITIE
FERIE OB, 1BIDARTH o 72h 5 1210k e mge
EDERIIHAVONLERIBONS, T4 714 VB
FORBIZDIBZLALREBEEZ 2V EIRY, FHHIE
e REFENERA LTV L V2 L ),

A0 4 PIOMRIFESIEIFEA L, EREROER
PELN, BIER, BAREERESAOILRP 72,
FH| DR SREENOFEREI+FCH L LBbR S
A, SOEMEZERLLTRIFIRETHAL,

FHRXDEEZ, 542 W AR LFREFESBEDH
RUVVRYYLARBERBE LTREERL, &8, XIF%

i3, GCP &#F L TiTbh7z,

4)

X 73
REBIF—, /MREAT | %5 42 | B AMEEEEES
Be, TEIVRIY Y L, T-3761, &M, 1994
Muratani T, Inoue M and Mitsuhashi S: In vitro
activity of T-3761, a new fluoroquinolone. Antimic-
rob Agents Chemother 36 (10): 2293~2303, 1992
Fukuoka Y, lkeda Y, Yamashiro M, Todo Y and
Narita H: In vitro and in vivo antibacterial activities
of T-3761, a new quinolone derivative. Antimicrob
Agents Chemother 37(3): 384~392,1993
HARLEREZ S | RARBEHEILEE MIC) filE
EBRYRETICDoW T, Chemotherapy 29: 76~79,
1981
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Basic study of a new oral quinolone, pazufloxacin,
and its clinical effect on respiratory infectious diseases

Masaru Nasu, Tohru Yamasaki, Tomoku Ichimiya, Issei Tokimatsu, Kazufumi Hiramatsu,
Hiroyuki Nagai, Hiroshi Kawano, Yoichiro Goto and Takayoshi Tashiro
Second Department of Internal Medicine, Oita Medical University
Hasama-machi, Oita 879-55, Japan

Kohichi Sugawara and Morio Ito
Clinical Laboratory, Oita Medical University Hospital

We investigated pazufloxacin (PZFX), a newly developed oral quinolone, for its antimicrobial activity,
for its pharmacokinetics in the plasma and sputum, and for its clinical efficacy on respiratory infections.
The results were as follows.

1. Antimicrobial activity: Minimal inhibitory concentrations of PZFX against 740 strains of 18
species isolated from clinical specimens (170 strains of gram-positive cocci, 319 of enterobacteria, 125 of
glucose non-fermenting gram-negative rods, 49 of Moraxella catarrhalis, 52 of Haemophilus influenzae, 25
of Bacteroides fragilis) were determined according to the standard method prescribed by the Japan Society
of Chemotherapy, and compared with those of tosufloxacin (TFLX), ofloxacin (OFLX) and lomefloxacin
(LFLX). The overall antimicrobial activity of PZFX was superior to OFLX and LFLX, and almost equal
to or slightly less than TFLX.

2. Blood and sputum levels

When 200 mg of PZFX was orally administered to a patient with bronchiectasis (48 years old, male, 50
kg) after meals, the maximum blood concentration was 3.38 xg/ml at 4 hours, and the maximum level in

sputum was 1.35 pg/g. The rate in sputum against the maximum blood concentration of PZFX was
39.9%.

3. Clinical results
PZFX was administered to 4 patients with respiratory infections at a dose of 200~600 mg a day for

7~14 days. The clinical efficacy was good in all patients. No side effects or abnormal laboratory
findings were observed.



