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1. ZEBEAIMRET © norfloxacin (NFLX), ofloxacin (OFLX), ciprofloxacin (CPFX) % 3 BB % & L
T IR B& H & D methicillin-sensitive Staphylococcus aureus (MSSA), methicillin-resistant Staphyloco-
ccus aureus (MRSA), Staphylococcus epidermidis, Enterococcus faecalis, Escherichia coli, Citrobacter
freundti, Klebsiella pneumoniae, Entevobacter cloacae, Serratia marcescens, Pseudomonas aeruginosa?)
O FE, 2214RIZxT T AMIC%R #l%E L /2o PZFXIiZ, StaphylococcilZiZB 3% X hEN, E
faecalistZ3F L TIICPFX & 1) 2450, NFLX, OFLX & ZIZFE%ETH o 720

2. BRIRBIMREY | SYEHEAMMERERE K362 KK 50mgd L < 13100mg#% 1 H 313 HEHEOHKS
L, UTIERFHEEEICL VHETEL260IE, WTFRIZFWNTH o7, EHEMRBEIIELE
BIIZARKI100mgx 1 H3M 4 ~6 HEZEOHKS L, UTIEXMEMAEICL VHETE 126108
EIZ2% TH o 72,

REN ARG L1901 ICBMENBIERIAO N o7, 7, BRREBEOEELLT
GOTD EH A1, KOEKTA1IHIIA LN,

PZFXI\IRBRGIEDRB BN P OLELER EEZ b,
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Pazufloxacin (PZFX) iZFr L K A s N/z=2—F /1O
YERIEET, 77 LBHIEKEL 7T ABREEREICTL
BLVHEANRY b7 A LBVIHEGEEEET S, R
FADHEE S BREFTd ) 2R EGBGE (2 L 72K & &
Aoh, AW, REEEERROME IS HIMEN%
RETT 5L &b IRBBREAE AT 5 H AL RET L
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I. ¥ &FH &

1. EBERRRET

BERAF OBRMEME IR B 4o E B 3% % O methicillin-
sensitive Staphylococcus aurens (MSSA) 18 £k, methici-
llin-resistant  S. awurens (MRSA) 19 ¥k,
epidermidis 18¥k, Enterococcus faecalis 25%k, Escherichia
coli 308k, Citrobacter freundii 208k, Klebsiella pneumo-
nige 258k, Enterobacter cloacae 21%k, Serratia marcescens
208k, Pseudomonas aeruginosa 25k D 221 k12 D\ T
PZFX, norfloxacin (NFLX, Z5 #A343), ofloxacin (OFLX,
H—WE), ciprofloxacin (CPFX, /54 TIVEH) D 4FEH
DER/ANFEEREIE R (MIC) % H A LB IEF S IE itk kY
e THIE L7z, B %k O BT 5% 12 13 Mueller-Hinton

Staphylococcus

broth (BBL) %, %E K 3% # |2 (X Mueller-Hinton I agar
(BBL) # A\, #MEE21310° CFU/ml& L7z, MRSAIZ,
Staphylococcus aureus?® 9 H, methicillin® MICfEAS12.5
ug/ mlLL _E Toxacillin ® MICAE A%6.25 g/ ml L E D ¥k &
L, #NLUANDKREMSSAL L7,

2. BRIREVIRET

1992428 75 19934F 10 A O RHIZ Ik B K FEFE K
BiRbTilREEF B L N ETRARLIRESE %2 LR
BRRRGAE L BT S NIHSREBE DS B, RFESIMOF
BEABONTIIPIERIZ, KB OBKEDR L2
DREFT 2 1T7%% o 712,

EHOZRGEB L RS HRIE, SMEMAMERERATIE
AHI50mgd L < 13100mgx 1 H3E3HME, HiMRE
FEGLIETIE100mg% 1 H3m4~7H MRS L 72,

BRI FEOH EILERERCIRITR 2 LR BE
L7-4H4EIZ L B H%E & UTIERFMEE ICaF L 7
EFTIIFEEEIILLHED HDLETT R o7z,
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% Table 1I27R 7,

MSSA 18#k(Zxt 3 % AFI DOMICIZ0.24g/mlA & 12.5
#g/mlT, MICs0%%0.78ug/ml, MICgoA%6.25ug/ml & X3 BR
HEHANENTHENER L7, MRSALRRIZH T 54
A DMICIZ0.39ug/ml A & 25ug/ml & FLELRYIL  $EH 12
Dlzo 7o, MEED L 12100ug/ml Ll OB EmE

BRI A o720 S. epidermidis 18BRIZXT LTI, E#o
MICs07%50.78 g/ ml, MICeo#%6.25ug/ml & BIF T 1),
ERE L WENTHEN R L, E faecalis 258124t
LTid, RAIICPFX L Y R L4500, NFLY,
OFLX L 12IZEEDIME N &R L7,

E. coli 30%k1ZxF LTI, AHNIMICs0%%0.025ug/mlb)

Table 1. Antibacterial activity of pazufloxacin against clinical isolates
Organism Drug MIC (ug/ml)?
(no. of strains) Range 50% 90%

MSSA (18) pazufloxacin 0.20~12.5 0.78 6.25
norfloxacin 0.39~100< 3.13 100
ofloxacin 0.39~50 0.78 25
ciprofloxacin 0.39~50 0.78 25

MRSA (19) pazufloxacin 0.39~25 6.25 12.5
norfloxacin 6.25~100< >100 >100
ofloxacin 0.39~100 12.5 100
ciprofloxacin 1.56~100< 50 >100

S. epidermidis (18) pazufloxacin 0.20~12.5 0.78 6.25
norfloxacin 0.39~100< 12.5 >100
ofloxacin 0.20~100 3.13 50
ciprofloxacin 0.10~50 1.56 50

E. faecalis (25) pazufloxacin 1.56~100< 3.13 50
norfloxacin 1.56 ~100< 3.13 100
ofloxacin 1.56 ~100 3.13 50
ciprofloxacin 0.39~100 0.78 50

E. coli (30) pazufloxacin =0.025~12.5 =0.025 0.05
norfloxacin 0.05~50 0.10 0.20
ofloxacin 0.05~50 0.10 0.20
ciprofloxacin =0.025~25 =0.025 0.05

C. freundii (20) pazufloxacin =0.025~100 1.56 50
norfloxacin 0.05~50 12.5 >100
ofloxacin 0.10~100< 50 100
ciprofloxacin =0.025~100 1.56 50

K. pneumoniae (25) pazufloxacin =0.025~100 0.05 6.25
norfloxacin 0.10~100< 0.20 50
ofloxacin 0.10~100< 0.20 25
ciprofloxacin =0.025~25 0.05 12.5

E. cloacae (21) pazufloxacin 0.05~25 0.05 3.13
norfloxacin 0.05~100< 0.20 100
ofloxacin 0.05~100< 0.20 25
ciprofloxacin =0.025~100< 0.05 25

S. marcescens (20) pazufloxacin 0.05~25 0.78 6.25
norfloxacin 0.10~100 6.25 50
ofloxacin 0.20~50 3.13 25
ciprofloxacin 0.05~25 1.56 6.25

P. aeruginosa (25) pazufloxacin 0.20~100< 0.78 >100
norﬂoxgcin 0.78~100< 3.13 >100
qﬂoxacm ' 0.78~100< 12.5 >100
ciprofloxacin 0.10~100< 0.78 100

?: MICs were determined with serial twofold dilutions of the agents in sensitivity test agar.
Bacteria cultured overnight were inoculated onto the agar plate at 10 CFU per spot and incubated for 24 h at 37°C

Inoculum size: 106 CFU/ml
MSSA: methicillin-sensitive Staphylococcus aureus
MRSA: methicillin-resistant Staphylococcus aureus
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T, MICg#4%0.054g/ml& NFLX, OFLX & V) {h, CPFX
YEBICBO TENTHE N LR L, C freundii 204k
ot A AH| OMICIZ0.025ug/mlIEL T A 6 100ug/ml &
LEEICA SN/ 5, NFLX, OFLX & ) {Eh, CPFX&
BIZAZEDOIRE N ER L7 K pneumoniae 25k 12333
HEAFOMICIZ100ug/ ml L E DT HRRAT L RA S L7z
75, MICs0120.05ug/ml & X HBIE & BARICENIE N
#R L7 E. cloacae 21Kk, S. marcescens 20BRIZXT¥ 5
AHOMICIZ0.05ug/mlA> 5 254g/ml T, CPFX & 1) %
EN, NFLX, OFLX X WEN/E N 2R L7, P. aeru-
ginosa 258k 1T B KE|DOMICIZ0.24g/mlA> & 100ug/
mliPE &5 {55 L7275, MICs0750.78ug/ml & CPFX &
AUMETHYH, OFLXD12.54g/ml, NFLXD3.13ug/ml &
NENTEEZRL,

2. ERARBYRRES

1) SHEAMERERA

AH % x5 L723BIN S E coli S¥RAS D BE S N 72A5
NTHEL, BEEHETREFED THo72, 2D
LUTIHIE AT RE T dH o 7IEBIL 2B T, Wb EX
T o7 (Table 2),

2) HEMEMEIRBERRYE

AR OKEE T2 o772 DI31661T, HYUEHEIZ X
HERREN L, EX8BI, Hx5HBI, Exh2HI, ABHLH
TER - A HOE-FRHFEIEIT% THo7z, HY
EHEXITRo7216610 9 b, HSREBRKEDOLHF %K
W12 TUTIE R EHBA I L 2 HEATEETH o 72
(Table 3), UTIZERIEEEIZ X B HIE TIE, BRIITT
ARRISEFEILIBI(75%), AE3HI(25%) T, MER
AT BEHRIEREMEIL 1161 (92%), AE1H1(8%) T,
REBRMEIIZHB, A2, EHLIH TEMHFIL
92% T& o7 (Table 4),

TRREHERRI R TIIFEIFEN 1B TERY, E488137
BT, Ex5B), BAxh2B), FHEEEII4BITERIB, EX)
1) T3 - 72 (Table 5) o

HEFRIE R IITEHELI6BRTPE. faecalis 1BR % B < 15
BRASHE L, HEFIZ94% TH > 72 (Table 6),

MEFHIZNR E MICORIR TIZ, 3.13pg/mlLLT Dk
T XTHEKL, 100ug/mLl EDfE% /R L72E. faecalis
DI FRIF L7z, (Table 7)

3) EIEA

AEES L BEIERIIA N o7,  BREE
EDEFEIL, GOTDOEFH1H)(16—172 IU/)IZ, KD
ET 25161 (3.8—3.1 mEq/D) iIZA5N7zH, wFhnd—
BHETHY, ZOHDBHAL WL Ak CEEHEIS
b &5 Tz (Table 8),

m = =

TE, REBEJEICHT S 2—F /0 EOMEE
EOEMIELEL %, HEBT FYERERERBEEICBVWT
MHEOEMA BRI N TV 5Y, EBKENFET S
72O BT IR BRIRRGAAE & 1) $EiR & SN B BRMEME PR BRI
FEORRBEE LT, 77 LBMHE, $FIZE faecalisk 3
7 7T — X FatE Staphylococcus D EEMHHEG STV 5°
720, RBEEEDIERIZIE TS LAEHEOIA L LTS
7 LBHEE EOIRILVIIEANRY b7 4 LERH
WHEAETHERNFLINS, PZFXIZ V7 LHBHEEIC
FURBHFZMENZRT EL DI, FI7LBHEDEL
DEEIZ L, CPFXERIEU EORBNERT L SN
5V AEDIEHEVERBRERGAE H R D ERR 75 Bk % B V>
72KRETTUE, PZFXIZ 7 7 AREYEERE T & 5 MSSA,
MRSA, S. epidermidis, E. faecalis\Z3t LBEfFD = 2 —F /
OYEIDENFENEZRL, FEDOMICAS50ug/mlLL
L %R UZERIZE. faecalis 258k DAkRIZA SN =D A

Table 2. Clinical summary of uncomplicated UTI patients treated with pazufloxacin

Patient | A Treatment Bacteriuria* Evaluation** Sid
ent | Age . . . - - x ide
no. |(yr) Sex | Diagnosis | mg x times | duration | Symptoms | Pyuria species | count | MIC UTI Dr. | effect
/day (days)
: 7
1 62 | F AUC 50x 3 3 hid + E. col 18 ND excellent | excellent | —
- =
2 |59 | F| AUC | 100x3 | 3 * * | E. coli 18 =0.025 | oy cellent | excellent| —
- =
3 0| F AUC 50 x 3 3 + + E. coli lg =0.025 excellent | —

LDefore treatment

after treatment
++UTI: criteria proposed by the Japanese UTI Committee
Dr. : doctor’s evaluation

AUC: acute uncomplicated cystitis
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Table 3. Clinical summary of complicated UTI patients treated with pazufloxacin
i : Treatment Bacteriuria* Evaluation**
Patient|Age | _ Diagnosis | eter| UTI : — pyuriat Side
no. |(yn underlying | (route) |group|mg X times |duration species count| MIC UTI Dr. [effect
condition /day (days)
: 7
1 s Im|—CC | _ |63 100x3 5 #_|E. coli 1071 =0.025 | oy cellent |excellent| —
BPH - — 0 —
CCcC : 7
2 % | F | Jowogemc | — |G| 100x3 | 5 | |E.cok % 039 | moderate| good | —
bladder - —
CCC . .
3 |76 | M neurogenic — G4 | 100x3 5 #  |S. epidermidis % 0.39 excellent |excellent| —
bladder B B —
S. epidermidis 21 02
4 |79 M _cc 1 _ G-6 | 100x3 5 |——|E faecalis 10 3.13 |excellent |excellent| —
BPH - — - |
; 7
5 |43 |F S G-4 | 100x3 5 * |E. col 1071 =0.025 excellent |excellent| —
myoma uteri _ 0 —
CCC ; 4
6 |78|M prostatic - G4 | 100x3 6 + | E. faecali -% 3.13 excellent [excellent| —
cancer B B
CCC : 7
7 66| F | neurogenic — | G4 | 100x3 4 +_ |E. cob —18— 005 | excellent |excellent (GOTt
bladder - ~ _
CCC « & freundii 107 0.1
8 |72 M| rethral - G-6 | 100x3 5 E. faecalis >100 | poor good | —
stricture * |E. faecalis 105 | >100
cce o |E-coli 107 | $0:025
9 |77 F | neurogenic — G-6 | 100x3 5 |——|P. cepacia 1.56 | excellent |excellent| —
bladder - — 0 —
CccC . ;
10 |77 | M| prostatic — | G4 | 100x3 5 * |- peumonie % 005 |moderate good | —
H —_ —_
tumor
CCC . .
11 |51 | F | peurogenic - G4 | 100x3 5 +_ |K. prewmoniae 1071 005 excellent| good | —
bladder - - 0 -
CCC " E. coli 107 0.2
12 |7 | F | neurogenic - G-6 | 100x3 4 | ——| Corynebacterium sp. 0.39 |excellent |excellent| —
bladder B — 0 _
CcCC + 0
13 |66 | F | pewrogenic | — 100x3 | 7 = - L fair | Kl
bladder - 0 -
CcCC + — 0 — .
4 (67| M|—— - 100 x 3 5 - -
BPH _ _ 0o | = fit
CCC + — 0 —
15 |50 | M |[——————— — 100x 3 5 _— —
BPH . — 0 — unknown
CCC . 0
16 |70 | M | pewrogenic | — 100x3 | 5 - - L= good | —
bladder * - ol -

CCP: chronic complicated pyelonephritis
,before treatment
after treatment
.. UTI: criteria proposed by the Japanese UTI Committee

Dr. : doctor’s evaluation

BPH: benign prostatic hypertrophy

CCC: chronic complicated cystitis
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T,MRSA b &#k25,g/mIA FDENMETH > 72, 72,
75 ABRMRE I LT, RHOMICAS0ug/mbl E
#R L72BRIE, P aeruginosalZl B\ T 258k 7THkA H
LA, K. preumoniae 258k D 1k & C. freundii 20
BROSKDAT, —a—F /0 EOHRTL I LR
HE A LIEIPMEN TWACPFX & A% L EOHHE
HEBELTW . 612, FRAEIDRBPHEM=EIZ81.2~
855%2 &, Za—% /0 YEORTIIRI~NDOHE D

B - ORBBREEDHEICHELIZEAEZZON
5,
INSDENIESN & B VIR P IR RITERR AR
bRME SN, SHEMMEERKIIST 5 AMRIGELE
g, UTEEMFFMEEHE L b IC2fEDHTH o7,
7, BMMREBEEE TS AEMEL, HEEHE
T87%, UTIE#ZEEH E TI2% &, HAEHET
845%, UTIHIE T822% L W IAMEL Y KRI 7 LDOHK

Table 4. Overall clinical efficacy of pazufloxacin in complicated UTI

Pyuria Effect on
Bacteriuria Cleared Decreased Unchanged bacteriuria
Eliminated [ 9 ] 2 11 (92%)
Decreased
Replaced
Unchanged 1 1 ( 8%)
Effect on pyuria 9 (75%) 3 (25%) patleI]'E total
| Excellent 9 (75%)
overall efficacy rate
[ ] Moderate 2 11/12 (92%)
: Poor (including failure) 1
Bacteriological response
Total no. of strains Eradicated Persisted*
16 15 (94%) 1
* regardless of bacterial count
Table 5. Overall clinical efficacy of pazufloxacin classified by the type of infection
No. of patients Overall
Group (percent of total) Excellent | Moderate | Poor efficacy rate (%)
group 1 (indwelling catheter)
v o group 2 (post-prostatectomy)
cpomicrobial I eroup 3 (upper UTD) 1( 8%) 1 11
group 4 (lower UTI) 7 ( 59%) 5 2 717
sub total 8 ( 67%) 6 2 8/8
p o group 5 (indwelling catheter)
o&gﬁgf?m group 6 (no indwelling catheter) 4 ( 33%) 3 1 3/4
sub total 4 ( 33%) 3 1 3/4
Total 12 (100%) 2 1 11/12 (92%)
. No. of patients Overall
Indwelling catheter (percent of total) Excellent | Moderate | Poor efficacy rate (%)
Yes 0
No 12 (100%) 2 1 11/12 (92%)
Total 12 (100%) 2 1 11/12 (92%)
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Table 6. Bacteriological response to pazufloxacin
in complicated UTI

HEDSHIENTHERTH 7205, bhbhoks
FEBI TIIP. aeruginosa T BEBI A LB S % o722 L hg

Persisted* BLIbDEEZONT,

AEIEGIZ L 5 BMERBIERIAON R o7, ¥

7z, BRRBREMEREE L, GOTO LEIF EKOETIH 0D

2BNCRRD TN, VTN OBET—BUOE(TH-1,

AEN, BFEO=2—F /0 EIIHBHESWE Shs

PHRAREROBWERAN06% L2070, BeEWog

WERIEEZOND,

Isolate No. of strains|Eradicated (%)
S. epidermidis 2 2
E. faecalis 3 2 1
Corynebacterium sp. 1 1
E. coli 6 6
C. freundii 1 1
K. pneumoniae 2 2
P. cepacia 1 1
Total 16 15 (94%) 1

PEDZ D ORENIREEIEDER AP O%

*regardless of bacterial count

EREREEZ LN,

Table 7. Relation between MIC and bacteriological response to pazufloxacin treatment in complicated UTI

MIC (ug/ml)  Inoculum size 10° bacteria/ml Not

Isolate £0.025(0.05|0.1{0.20.39|0.78 { 1.56 | 3.13 | 6.25 | 12.5 | 25 | 50 | 100 | >100] done Total
S. epidermidis 171 11 2/2
E. faecalis 2/2 0/1 2/3
Corynebacterium sp. 11 11
E. coli 3/3 1/1 1/1] 11 6/6
C. freundii 11 1/1
K. pneumoniae 2/2 2/2
P. cepacia 1/1 1/1

Total 3/3 3/3 |1/1|2/2 | 3/3 1/1 | 2/2 0/1 15/16 (94%)

No. of strains eradicated/No. of strains isolated

Table 8. Changes in laboratory test results

Total no. Aggravated (Relation to the drug)
Item | of patients - - - - Unchanged | Improved
evaluated | definite | probable | possible | sub total | unlikely | definitely not | sub total
RBC 18 (100%) 3 3 (16.7%) | 15 (83.3%)
Hb 18 (100%) 1 1 (5.6%)| 17 (94.4%)
Ht 18 (100%) 2 2 (11.1%) | 16 (88.9%)
Platelet | 18 (100%) 18 (100%)
WBC 18 (100%) 1 1(5.6%)| 16 (88.9%) | 1 (5.6%)
Neutro. | 18 (100%) 17 (94.4%) | 1 (5.6%)
Eosino. | 18 (100%) 18 (100%)
Baso. 18 (100%) 18 (100%)
Lympho. | 18 (100%) 18 (100%)
Mono. 18 (100%) 1 1(5.6%)| 17 (94.4%)
ESR 12 (100%) 2 2 (16.7%) | 10 (83.3%)
CRP 15 (100%) 1 1 2 (13.3%) | 11 (73.3%) | 2 (13.3%)
S-GOT | 18 (100%) 1 1 (5.6%) 1 1 2 (11.1%) | 15 (83.3%)
S-GPT | 18 (100%) 1 1 ( 5.6%) | 17 (94.4%)
Al-Pase | 18 (100%) 1 1 ( 5.6%) | 17 (94.4%)
T-Bil 12 (100%) 12 (100%)
D-Bil 10 (100%) 10 (100%)
LDH 9 1 2 3 6
v-GTP | 10 (100%) 10 (100%)
LAP 7 7
BUN 17 (100%) 1 1 2 (11.8%) | 14 (82.4%) | 1 (5.9%)
S-Creat | 17 (100%) 17 (100%)
Na 17 (100%) 16 (94.1%) | 1 (5.9%)
K 17 (100%) 1 1 (5.9%) 16 (94.1%)
Cl 17 (100%) 17 (100%)
No. of patients with
aggravated laboratory 2 10
test results
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1) WWOE=: $420 B MMLEREFRLE, E AMEEBERE-FOFEHAELHHELEAED
YUy RIY UL, T-3761, 1. LA . &H FERMERIZDOWT — BRYGERS 64: 1416~1424,
1994 1990
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Studies on antibacterial activity and clinical efficacy of pazufloxacin
in the treatment of urinary tract infection

Yasuhisa Ito, Hisao Komeda, Satoshi Ishihara, Akihiro Saitoh, Yoshihito Ban
and Yukimichi Kawada
Department of Urology, Gifu University School of Medicine

Minoru Kanematsu and Hidetoshi Ehara
Department of Urology, Hashima Municipal Hospital

We evaluated the clinical efficacy of pazufloxacin (PZFX) in the treatment of urinary tract infections
and measured its @ vitro antibacterial activity.

1. The antibacterial activity of PZFX against clinical isolates from patients with urinary tract
infections was compared with that of control drugs: norfloxacin (NFLX), ofloxacin (OFLX) and
ciprofloxacin (CPFX). The antibacterial activity of PZFX against Staphylococci was superior to those of
NFLX, OFLX and CPFX, and against Eunterococcus faecalis was inferior to that of CPFX and similar to
those of NFLX and OFLX.

2. Two patients with uncomplicated cystitis were treated with PZFX 50~100 mg t.i.d. for 3 days,
and twelve patients with complicated urinary tract infections were treated with 100 mg t.i.d. for 4 to 6
days. According to the criteria proposed by the Japanese UTI Committee, the overall clinical efficacy of
PZFX was 100% in uncomplicated cystitis and 92% in complicated urinary tract infection. No side effects
were observed. Elevation of GOT was noted in one patient, and a decrease in K was noted in one patient.

We concluded that PZFX was a safe, effective drug for urinary tract infections.

. BIVER. Rk,



