324

B AL 2 B & ¥ R

FREE - MEBSRRYLSE 12T 5 pazufloxacin D ZERERY - FERBIMRET

TREEE— - NEFIREE— - VEH W - SOKIEHE - IR T - EEBA -
A+E F-EEEE-BE - KAEE
RRRESER R EWRGHFHE"

FHEE— - ZHHERE
| SL KRR B R 23

FREERBIE (22§ % pazufloxacin(PZFX) 0 EHM 2B L 22T 4 BT, EBEHIZIE PZFX
DIMHANZRIZTIRD pH, ZAffifs 1 A+ > OFE & PZFX O HMEIRKERE I3 2 HE IOV
THRET L, ERIREITIZIRES - MEBRRESE S § % PZFX DA MM L REMICOWVTRE L7,

1. PZFX OR#FHES & RO pH, ZffifF A + > D%

PZFX DHBRENMBE N ZREER L LTHEL, ROMWIK OH, <732y LRE, vy
T LR ) DBV L AEEIIOWTRE Lz, #ERERIL Escherichia coli NIHJ JC-2 & Pseudo-
monas aeruginosa 18S N 2 g ThH 5, FDIEER, E coli 12339 % PZFX ORFHEHICRIZTER
D pH, “flifpA 4 > DEBIEH T ) ASN RN oz, P aeruginosa (22O TIX, RO pH HYE
W E & PZFX DRFIE I HMET L 720

2. HMEBRFEEEIZRITY PZFX g

BENLZOKRMBM D S5 8 L725FPERB L 83k %, PZFXEAET L FEHELETICT pho-
rbol myristate acetate & 2\ id4 7V = VLA EF L CRIBL, OMEBFRKRFEROIBIETH 5
A=N=F %A FEERETINVIZA VLV AKICLIVHIE L ZOKR, FHHROKRE
BB PZFX fF7E T CIRERTFIICHMR S N AEM 2 5D 72,

3. PREEMEBFEGUE AT 5 PZFX OEERIRET

SEEAMRER K 1 6, SHEMEERER LG, 2UTIRK 2 B, HHEEREREE 14
BIOEH 18 Bl PZFX 245 L, ZOHEMMERERICOVTRE Lz, UTI Exhaffiztie
e L AR A D 1 B & BMATIIREAD 1 flI3ES), SMEAEEEEAD 18k
BRTH o 7z BHEERBIEGAED 13 B33 5 KRR OBERRR, E34 60, A% 76, &
N 2BIT, REFRERIL BLE6%TH o7z, MEFEMII, BWEMRBBREE,SFHINI
B 234D ) b IO RE SN, BREEIL82.6% Tho72, AFIES I L 2 HMEHEIE
A, 18ICBEOHENRO bz, BBRREEOEREIZLSFRD LN h o7z,

DEXY, RHIENEERDESPRFEIN, REEBBIEOIGERL LTHEATH S
EERONTZ, T2, BEDORD pHIIEBELZAS, RHOBEDBOFH 4 ZET X &2
bhiz,

Key words : PZFX, JRAF4IE T, BHIMERAREFE, REEGE
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—F, REBREEDOBICILREAIRARIC L )ik
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OH, X7 AV LIRE, WV LRE) 2R X CTHE
L, S5IAKOBMERRERIZRIZTEZEIZONTY
EBIRFT 21T R o720 T/, IREEBERE I 5 KA
DERUEBEOPIZT A7, REBEIEESB L O
LR ISEEF AR 25 L, FOAMMELEZEMIID
WTREF L 72,

I. & & FH &

1. PZFX OME NI RIZTIRO pH, _ffifm 1 4+ > D
%

1) #ERHHK . HEHERRTdH B Escherichia coli NIH] JC-2
¥ Psewdomonas aeruginosa 18S D 2 Br& #RERHEEE L
726

2) M EHELTHWARIE BERABTO
24 B¥RIR A HRELL, 045um DIV KT 74 V¥ — Tl
BRELZCOBMEAL 7z, *FBEEEH & L TiE, Mueller-
Hinton broth (£ #ffL ) * B Wi, EBIZHEHR L 72
Mieller-Hinton broth & 24 EFRIFR® pH I3 # N FN 7.2
£ 60, /AT LIEBEIZE A44.0ug/ml & 100pg/ml,
FLTHNY T LBEIELR 44 0ug/ml & 50pug/ml T
Hot,

B ThHAHROMEDOFAEIL, bbb T TIIHRE
L-BFE ERBRICAT R 072, $7% 05 pH DR L3
i3, YR LEE, AV MEEAE 4 50ug/m],
100ug/ml & 72 5 & 512 MgCl, & CaCl, #fjix 7:%%, 0.1
N HCl % A5\ % 0.1IN NaOH % FH\v» pH5.5, 7.0, 8.0 ® 3
BAER L7, 72T LIBEORL DI,
DREXAV, ANT 7 LigE L pHAAZNFN 50ug/
m,L70 &%5EHIZHEL, v AT T LIBED 50ug/
ml, 100pg/ml, B £ 18 500ug/ml @ 3FELHE LT, H I
VOLBEORL DEMOFERIL, AT T LREL
PH % 21 2R 100ug/ml, 7.0 & L, #L3  LigEEA
10pg/ml, 50ug/ml 1 £ 1N 100ug/ml & 3 % VER L 72,

3) xEREH  AFOMBERHELT BLF/ Or
REHTH 5 norfloxacin, enoxacin, ofloxacin, ciproflo-
xacin O 4 | &% Fvi 7z,

4) MEHOBIE © £HEAkIE L-broth 12T 37C, —
BIREIE RS, ZOABBREZREL, REBEAENR
ERDEAEA 1X10° cfu/ml & 725 & 5 ICHEHATRAE
KITTHRUERICH L7, REENIE N OBIE L,
HARMCEREF R OED 2HE# K" |2 U 72 macrodilu-
tion procedure 2 & DTV, R/ANEHIEE (MBC) %
bo THEBRENMBEHE Lz, $4bb, 37C, 18 B
BE#E% KEHEFZD 0.1 ml % tripticaysoy agar plate( 52
BHME#) 13& &, 37TCT—RBEL O LER BT iRE
L, BERHEOD 999% LI L4 RE ¥ 5 R/NERBE %
MBC & 7=,

DEIho o, HiECED, UTOZ EIZELE
L7z,

[

(1) PZFX O E. coli, P. aeruginosa (253 AHTE IR
12RO pH OFE

(2) PZFX o) E. coli, P. aeruginosa |23+ $ AHLE IR
B AT LABIIHINT T LDR

2. BMmEKFERICRIZT PZFX OEE

BEBRALZ L VIFR L2~ ZnERIL 3.5ml
% 3.0ml @ Mono-Poly resolving Medium |Z&J& L, 300G
12T 30 S RE M, BONTIFRERE & BEEIKRE (B
FRE) USER) SR Y — IV ERy MITERRLZ, Z
NS % Saline G EFWIZT 2 BI¥E#E%, trypan blue /&K
ICTHBAERERE L, BHIR/ ) KL EKDZ, ThbH
D®BEN S, FMEKRBFHOIFHIKE BIKRO LMK T
B/,

Saline G {##& 1ml {2 33xg @ luminol & 1 X10° @D
TFHERD B VIZEIKEFES /2, TNhb % PZFX 1ug/
ml {ANEE, 10pg/ml JRANEE, 100g/ml yRANEE, SEANIN
BED 4 BEZHIF721%, 100ug/ml @ phorbol myristate ace-
tate(PMA) & 5\ ix 0.5mg D+ 7V = {bH 4 EH 1
LDRIBL, FPEREBEIROKREREZ A —/S—F FH A
FEARZPIEEL LT INVIF vy AFEIZEYBIE
L7ze A=/8—F %44 FELEGOBIEIZIE, Multi-
Biolumat LB 9505(Biolumat #t ) £/ L 7=,

HEERIT 5 BT, SEEOHLENL Scheffe F 7 2
[ LAV

3. JREE - MEREGE I TS PZFX OFME L L&
HDORRET

RAEFL, 1992 4 B LD 199346 AFTIZH
REESERKRFERES L CEERER OWRIEFE DFE
EXTHDH5VIEIARFIL, BEROSMIIFAENFELNT
SYEMMERENIES 1 5, SHEAMERER 1),
SHRIZRRRIES 2 B, BUEMEMERE X3, B84
MBEENRLILBIO 18FITH 5, HHITEM 14
B, M4BT, E#HIT32~85K (FH680%)T
Holr, BMMREBBEEEDOEBEREONRIL, "I
HE 4 , BISCARAEACIE 3 B, MEEIERERE 3 B, MEREA
LB, B ORI 16, BHEa 16, B#aRUK
HE1BIT, A7 -7 VEEBEMILIFTH -7z, KH
DG HkiE, 1[0 50mg~200mg % 1 B 2 [ F 7243 3
m, 34256 14 HEARS /2, RROFEHHEICEL T
&, ARG RIRO BEAER, WBR, MEREHREL,
UTI E M aF A (S 3R ICIEL TS5 BB /2137
BB, ZF%, A%, B3O IEBRMEICHTEML, &
ERIZOVTI, FERSHOBMENIIERREROA
BLBRREEORERESLRAEL L2, $72, REV S
B NHE IS A PZFX O /NEB R E (MIC)
T BRMEFREFROED AZMFE L D BIE L 72,

I # 2
1. PZFX DRENIIRIZTIRO pH, il 1 + > 0E%E
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1) PZFX @ E. coli & P. aeruginosa |Z3§ ¢ 5 REREN
MENDIIRIZTRO pHOEE | REFEHE LIS,
E. coli \IZxt4 AfonF / o v &FE@MBCid Mueller-
Hinton broth m ) MBC (ZHE~IE L 2 ), & 52 pH 25
B IIEEL 2 AEMEX RO, LarL, PZFX DK
2B B E coli |29 5 MBC i, pH #%5.5 DFAEI
1721358 { &+ pH7.0, pH8.0 TIZZEN A 2 Do 726
P. aeruginosa |23t % PZFX ¢ MBC |Z, Mieller-Hinton
broth I ZHERTRB TR IBFTULEELL A LEED
72o FOEMBIIRO pH BMEVIIETHC RO, OF
U vEERRBROFKERTH o7z (Table 1),

2) PZFX @ E. coli B & U P. aeruginosa |23+ AILH
TR TRAET T AT LBEOEE T AT 4
& FEAS 50ug/ml, 100ug/ml, 500ug/ml > 3 FEOFRPIZH
\7 5 PZFX @ E. coli |Zx3¢ A MBC i3, 100ug/ml ¥ TD
2P T3 Maeller-Hinton broth & MBC |2}~ 1 &4 <
o7 hs, 500ug/ml TIXHIZ I EEL kholzs T,
foF /0o ETHEBRDOMEM TS o7, P. aeruginosa
W2t L T, PZFX %2 & & 72 & T ® FE #| T Mieller-
Hinton broth 1> MBC & 9 & 2B HMEAA LR,

500ug/ml TidZ DEM AT S 5 (258 < A 5 N7z (Table
2),

3) PZFX M E. coli B X UF P. aeruginosa L:H';'Z,ﬁﬁ
TERIZTIRBAN Y T LIREDKE AN T Lk
10ug/ml, 50pg/ml, 100ug/ml @ 3 FEDRPIZHEIT2
PZFX @ E. coli 38 X U P. aeruginosa \Zx13 5 MBC i,
Mieller-Hinton broth f1) MBC (ZHARE < %2 A%
DD, AN LBEOECIILIZBIEIWEL b2
NFERSNL o7, 2D KD RIEIZL, P. aeruginese
WBWTIIMEOEH S EHKETH o 7205 E coi iZBnwT
(31 DFEH 13 ¥ 12 MBC HMEK < 72 A 1E[A T3 - 72 (Table
3)o

2. AMmMIKBEREIRIZY PZFX O

FHRERDRA —)8—F FH 4 FEAERIE, PZFXHET
TIIEFFEFETICHPMARIBE 7Y = /b4
EFVRBCTIOBETH, FERICHMIN, &5
12, PZFX DBENLEATAHIZE, RA—N—FFH4|
EARSE SN AEMA RO b/ (Fig. 1), Hio
A—=R—F X4 4 FEERRIZKRIZT PZFX 0FEL, 1
pg/ml FETTIRED SN2 WA, 10pg/ml FETTI}

Table 1. Influence of urine pH on MBCs of new quinolones against Escherichia coli NIH] JC-2 and Pseudomonas aeruginosa 18S;
MBCs in urine were compared with those in Miieller-Hinton broth.

MBC (ug/mi)
Strain Agent Miieller-Hinton Urine pH
& broth (pH7.2) 5.5 7.0 8.0
pazufloxacin 0.2 0.4 0.2 0.2
E. coli norfloxacin 1.6 0.2 0.2 <0.05
NiHJ 1C-2 enoxacin 1.6 04 0.1 0.1
ofloxacin 1.6 0.2 <0.05 <0.05
ciprofloxacin 0.8 0.2 <0.05 <0.05
pazufloxacin 0.8 25 12.5 6.25
. norfloxacin 3.13 >100 12.5 12.5
fs.saemgz nosa enoxacin 3.13 >100 25 12.5
ofloxacin 3.13 >100 25 25
ciprofloxacin 0.8 12.5 3.13 0.8

Table 2. Influence of magnesium concentration of urine on MBCs of new quinolones against Escherichia coli NIHJ JC-2 and
Pseudomonas aeruginosa 18S; MBCs in urine were compared with those in Miieller-Hinton broth.

MBC (ug/ml)
. Miieller-Hinton Mg concentration (ug/ml)
Strain Agent broth (4.0 ug/ml) = o0 500
pazufloxacin 0.2 0.1 0.1 0.4
E. coli norﬂoxgcin 1.6 0.2 1.6 6.25
NIH] JC-2 enoxacin 1.6 0.1 0.8 6.25
ofloxacin 1.6 <0.05 0.2 0.8
ciprofloxacin 0.8 <0.05 0.05 0.2
pazufloxacin 0.8 12.5 12.5 100
: norfloxacin 3.13 12.5 12.5 50
f sJergmose enoxacin 3.13 12.5 12.5 50
ofloxacin 3.13 12.5 12.5 100
ciprofloxacin 0.8 1.6 1.6 6.25
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FECEERLEABTLIILROLN, L2L,
100pg/ml FET TIIEIIARICEARMIMET YA L
AH 7 (Fig. 2),

3. REK - MEFRRGUE TS PZFX OFMM L &4
HOWRET

WgEho 18HI0 ) £ UTI HANEFMAME % /- L
rEflE, MEHEAROSMRIVARK 1L, Candida
sp. DRBES NI IBMAEMMERBER AKX LI ZERC 166T
hoto STNHD) LEMEHEMMEREMKAE 1 # & SMFIZ
a0 1 BIIES, SUHEMETEER 1FIORETE
NTHoT

Table 4 |Z B EVEIR BRR G AE 14 B OERIR BB & O

MEPEREIR DB A /R L7275, UTI ERhEHEEEZ@RE L
7ZPEBNIRIRD 1Bl 2B 13FITHo 72, 2N H 13
BIOMEFRRZN R 1L Table 5IIRTTEL, FERH 4B
(30.8%). F#h 761 (53.8%), #Rh 2 B (15.4%) T, &
BiNEIL 84.6%TH -7,

TRRERERIIC A T-BRIR AR T, 18, HIHNE ]
BINER, HABHDOIBITIIEN2H, AH1HIT, B
BMABRRED S FIETHENULEDOBETH > 72 —
7, BHEERE 8 PIE T XTHT — T VIHEBERDE
6FFT, HRN 26, HRH4H, |H)2HITH -/ (Table
6)o

MR 91213, UTI ERDEFMi 4 2 i 72 L 72 3R

Table 3. Influence of calcium concentration of urine on MBCs of new quinolones against Escherichia coli NIHJ JC-2 and
Pseudomonas aeruginosa 18S; MBCs in urine were compared with those in Miieller-Hinton broth.

MBC (ug/ml)
Strai Agent Miieller-Hinton Ca concentration (ug/ml)
ain
broth (4.0 ,ug/ml) 10 50 100
pazufloxacin 0.2 3.13 6.25 3.13
E. coli norfloxacin 1.6 0.8 0.2 0.2
: enoxacin 1.6 0.8 0.4 0.8
NIHJ JC-2 ofloxacin 1.6 0.8 0.2 0.2
ciprofloxacin 0.8 <0.05 <0.05 <0.05
pazufloxacin 0.8 12.5 12.5 12.5
P. aeruginosa norfloxacin 3.13 6.25 6.25 6.25
léS gin enoxacin 3.13 6.25 12.5 6.25
ofloxacin 3.13 6.25 12.5 12.5
ciprofloxacin 0.8 0.8 1.6 3.13
*
10° H 10° —I—
*
* * % *
* 1
EIEy - = T
*
~ % —~ —E
& =H g B
) L
Qv 108 L 7 _J
= £
: >
5 o 2o
10’ 10°
Control  Ipg/ml 10pg/ml 100pg/ml Control  1pg/ml  10pg/ml 100pg/ml
pazufloxacin pazufloxacin

Zy : opsonized zymosan PMA : phorbol myristate acetate
*: p<0.05

Fig. 1. Superoxide anion generation of polymorphonuclear
leukocytes (PMNs) in the presence or absence
of pazufloxacin (n=5, mean+SD).

Zy : opsonized zymosan PMA : phorbol myristate acetate
*: p<0.05 **: p<0.01

Fig. 2. Superoxide anion generation of monocytes in the
presence or absence of pazufloxacin (n=5, mean+SD).
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Table 4. Clinical summary of complicated UTI patients treated with pazufloxacin
A Diagnosis Cath Tl Treatment Bacteriuria* Evaluation** S
No. | € atheter dose |duration | Pyuria*® count | MIC e
. - . p
sex | underlying condition | (route) |group (mgx /day) | (days) species (ml) | (ug/ml) UTI Dr. |efects
73 CCp E. coli 107 | 0.39
1 M e — G-3 | 100x3 5 " 0 moderate | excellent | —
renal stone + — -
80 CccC " E. coli 10" | =0.025
2 —_— ] - G-4 100x 3 5 excellent | excellent | —
F neurogenic bladder - — 0 —
S. aureus 0.1
CcccC + ; 107
3 ﬁ/} - G6 | 100x3 7 E. faecalis 3.13  Imoderate | excellent | —
BPH + — 0 —
E. coli =0.025
CCC ++ . 107
4 ﬁ - G-6 | 100x3 7 E. faecalis 6.25 |moderate | excellent| —
prostatic cancer - - 0 —
S. epidermidis 0.39
CCp + E. faecqlis 104 | 3.13
5 ‘;’é — G-6 | 200x3 5 P. putida >100 | excellent | excellent| —
renal stone _ _ 0 _
(hydronephrosis)
S. epidermidis 12.5
CCC + . 10°
6 ?\2 — G6 | 200x3 5 E. faecalis 3.13  Imoderate | excellent | —
BPH + — 0 —
E. faecalis . | >100
e CCC * P. aeruginosa 10 >100
7 M — G6 | 200x3 5 - poor poor -
BPH " E. faecalis 100 | > 100
P. aeruginosa >100
63 CCC ++ S. marcescens | 10° | 0.78
8 _ ] - G4 | 200x3 5 excellent | excellent| —
M neurogenic bladder - — 0 -
S. aureus 3.13
CccC + . 107
9 17\313 _ G6 | 100x3 5 E. faecalis >100 | excellent | excellent| —
prostatic cancer - — 0 -
67 CCp " - S. marcescens | 105 | 6.25
10 | & | bladder cancer | (nephro- | G-1 | 100x3 5 _ E. faecalis | 105 | NT moderate| good | —
(pyelic cancer) stomy) A. xylosoxydans NT
K. pneumoniae 6.25
CCC B E. faecalis 107 | >100
1 7 o6 | 100x2 . Alcaligenes sp. >100 i
— - X —_
M NFGNR 00 | 00|
prostatic cancer + E. faecalis 10¢ 50
Alcaligenes sp. >100
P. aeruginosa >100
CCC + 107
12 %/flS - G-6 | 200x3 7 S. marcescens 6.25 | moderate | excellent | —
prostatic cancer + — 0 -
75 CCC W E. faecalis 10 [ >100
131 ¢ - G4 | 100x3 5 moderate | excellent | —
bladder cancer ++ — 0 -
S. epidermidis 0.78
CCC + . 10
14 '17& _ 100 x 3 5 Candida sp. NT unknown| —
neurogenic bladder + Candida sp. | 10° NT

before treatment
PR

after treatment

++UTI: criteria proposed by the Japanese UTI Committee

Dr.: doctor’s evaluation
CCP: chronic complicated pyelonephritis
CCC: chronic complicated cystitis

BPH: benign prostatic hyperplasia NT: not tested

NFGNR: glucose non-fermentative gram-negative rods
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BRPEIES) 13 B0, O W& 23Kk pRES Nz,
nenH b, FEHRGIZ XY Enterococcus faecalis 2 ¥k,
P, geruginosa L Bk, Alcaligenes sp. 1 }RDET 4 BRE R\ 72
19%PBRE SN, BREEIL82.6% TH o7z (Table 7),
REBHKICTT AAFO MIC 13, Wihdb 100ug/ml L
ETHolz(Table 4), HSHFHRE L 3D b
2 BEOEmMIIALNZ P07,

ZEMICEAL TR, EEXFARSMAE®ZR3IBELY
1ROz, BERBMTH - LHFBEEOHRLEIS
5 ERIELIZEZARBEIZTHEE L, 726k
FREBORE I, £18FIVTNIZIRDOLNLH o

D#ER, UTI ERhEFMEE 4 7 L 72 BAE R AE
BIUOEKEIIRAD 3FIIETAHERL L, TEMHE
JREE B4 JE 0 1360 b & %) 4 61 (30.8%). & %) 7 Bl
(63.8%), HMEHBIFE846BLVIBAKTH-7e I
it ¥/ 0 RAEECOHT AMMEEIEMLOOH5
REOKRREERT S L, FEENHETHLLE
ZoN, REWOEHD S b IREMESREIE H A 2 A

Table 7. Bacteriological response to pazufloxacin
in complicated UTI

Isolate No. of strains|Eradicated (%) |Persisted* (%)
%o S. aureus 2 2
m * = S. epidermidis 2

PZFX RH - B SN -ROAF /0 > RINHE g-%alis g g 2
T, BEVHEARZ PLVEBWHEDZAL, #MEHC K. pneumoniae 1 1
HLUCRENICERT 2% $7:, BOMEFiRE LIRS ;- ;”;’,f;f;ﬁ;’j g f .
Pt AR ON, BELZREEBTHEZAT L Z &N P. putida 1 1
b, REMBRBIEOEREL LTORRAE SN Alcaligenes sp. 1 1
b, ZZTAEDbIONIL, REMWSFEREIIH L TEK Total 23 19 82.6%) | 4 (17.4%)
REREL, FORWMHEELEEZEBIZOVWTRET L, £ * regardless of bacterial count

Table 5. Overall clinical efficacy of pazufloxacin in complicated UTI

Bacteriuria Pyuria Cleared Decreased Unchanged Eﬁi:ﬁi};g:
Eliminated [ 4 | 4 10 (77.0%)
Decreased
Replaced 1 1(7.7%)
Unchanged 1 1 2 (15.4%)
Efficacy on pyuria 5 (38.5%) 3 (23.1%) 5 (38.5%) patient total 13

] Excellent 4 (30.8%)

[ Moderate 7 (53.8%) O oy e

| | Poor (including failure) 2 (15.4%)

Table 6. Overall clinical efficacy of pazufloxacin classified by the type of infection

Group No. og(%ltients Excellent | Moderate | Poor eﬁicag;erﬁlelz %)
1st group (indwelling catheter) 1( 7.7%) 1 1/1
' ' 2nd group (post- prostatectomy)
M°§§§:§g‘l’lb‘a’ 3rd group (upper UTD 1( 7.7%) 1 11
4th group (lower UTI) 3 (23.1%) 2 1 3/3
sub total 5 (38.5%) 2 3 5/5
o 5th group (indwelling catheter)
P°ilgf';"c°ﬁr§:‘al 6th group (no indwelling catheter) 8 (61.5%) 2 6/8
sub total 8 (61.5%) 2 6/8
Total 13 4 7 2 11/13 (84.6%)
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ThhLEZONT,

T7, —REBOICRBRGE |0 B PR LSRR,
READOHEMFEIE , RERENREN OBENFHH
BIREND, Lo T, BRLEOEXE T 5EE
HiE, RETOREIVSRBENGVWEEZ OND,
ZTAEIbNbIIL, E coli & P. aeruginosa (2313 5 R
RTOXRFOTHE N %, ROBWKEH =727 L%
B, AVYILRE)PBADEFICHEELTHIEL
720 ZDFER, RHFID E. coli IZ34T ARFPTORBE I,
ROPART AT T L BEOEEY TRIEIEZ TR
Moz, ANV LEEIZE L T3, Mieller-Hinton
broth X ) 4 BEOBEVERB TOMBEHAMET 3 5 A
ZRON, BEOTICIAIZBIEST Y hol,
AHE|D P. aeruginosa |33 HERPOFE I, Miueller-
Hinton broth FOME N LY ETFT T A LeHhFOLN
2o 361, PHIZDOWTIHMEL 2513 L, <7 A2 YT A
BEICODVWTREL 253 EREHIET T 5 EmAA
BN, ANT T LABEDOEBVIZL ZRPHAEHOE
LIRRD oz, AFNL, MOF ) 0 v REEHEICH
NbE, ROWKDBNZLZEEBLZITHE N L2S
BIDARES TR S N722S, FREGERGSE 20 LTI REYIC
ROPHEBS L, ORI AT T LIBE, HANVITh
BEZEST LI EPREOENIME2ED B Z L I28DS
HEEZHNT,

—7%, ¥ immunocompromised host DIEHNIZfEY,
B RREESERDOFTLUILLIEFHE L o T 5,
WREBHMEZTH, REOEBEEL Vo 2 BTMWER
DABIZ, BMEEEREDIET L Vo2 LERIEE
L, TMHROEELH\VF o T, REBEAEITHE
1, EELTH2EMAH S, T/, EERICEALH
W LTk, BEOKRMERT, WRUETFIEE S
N HEZRELLIILTHAEZEDPHONTVWAY, &I
T, PEES NS BREFHET O % H» THIMmEKESE
BT RIZTIEPHELPIIESh20H ), HEDOH

NERFEEATORREREDOHRZELAT 2ETFO—
LEZOND, RAWF O VRAERICOVTHNR
CRIZTHEBLYBRE L TELY, BOROSEE EDs
FFHERICH L CIRIBE CIZZORBEREL MM S 578
BRECIIMICHET S e HMELTE& /4, LA L PZFRX
X, BIRETOHFFRIINLT, TOREER MR
LB ENRBOOLN, LA oT, PZFX IZHMERRE
AMET LT3 & 9 % immunocompromised host ¢k
WL THEHATH AL Z LRI NI,

PELD, KEIFHERORBEGEEZBDALILICLY
BN AEEAESPF SN, BRI ORERS b
REBHEFEIIE I\ LAERZERITH S LEZONT,
SHIKFDOFERICH o Tit, BEDRD pH ICEE
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Fundamental and clinical studies of pazufloxacin
In urinary tract and genital infections
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We investigated the influence of urine components, such as pH, magnesium concentration and calcium
concentration, on the antimicrobial activity of pazufloxacin (PZFX), and the influence of PZFX on the
bactericidal activity of leukocytes. We also studied the clinical efficacy of PZFX for urinary tract and
genital infections in order to clarify its usefulness in such infections.

1. Influence of urine pH and cations on antimicrobial activity of PZFX

We investigated the antimicrobial activity of PZFX in human urine and the influence of urine
components (pH, magnesium concentration and calcium concentration) on the antimicrobial activity of
PZFX. Two bacterial strains, Escherichia coli NIH] JC-2 and Pseudomonas aeruginosa 18S, were tested. The
MBC of PZFX in urine was higher than in Mieller-Hinton broth against these two strains. However, no
influence of urine components on the MBC of PZFX was seen in E. coli. On the other hand, the MBC of
PZFX against P. aeruginosa was low when urine pH was high.

2. Influence of PZFX on bactericidal activity of leukocytes

Polymorphonuclear leukocytes (PMNs) and monocytes isolated from a healthy volunteer were stimula-
ted by phorbol myristate acetate (PMA) or opsonised zymosan in the presence or absence of PZFX, and
the superoxide anion generation of PMNs and monocytes was measured by the chemiluminescence method.
The bactericidal activity of PMNs was enhanced by PZFX.

3. Clinical study of PZFX in urinary tract and genital infections

PZFX was administered to eighteen patients with urinary tract and genital infections. The clinical
efficacy of PZFX was evaluated by determining symptoms, pyuria, bacteriuria and blood test results
before and after the administration of PZFX. One patient with acute uncomplicated cystitis and two
patients with acute prostatitis showed excellent response, and one patient with acute uncomplicated
pyelonephritis showed moderate response. Thirteen patients with chronic complicated urinary tract
infections were evaluated according to the criteria of the UTI Committee, and the overall efficacy rate was
84.6% (excellent: 30.8%, moderate: 53.8%, poor: 15.4%). 23 strains of 9 species were isolated from the
patients with chronic complicated urinary tract infections, and 19 strains were eliminated. As to side
effects, one case of slight dizziness was observed. No abnormal laboratory findings were caused by PZFX.

These results indicated that PZFX enhances the in vivo bactericidal effect of leukocytes and is a useful
antimicrobial agent for urinary tract and genital infections. We should examine the clinical effect of PZFX
on urinary tract infections, paying attention to the urine pH of the patients.



