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Pazufloxacin(PZFX) @ in vitro, in vive L HE {F M % ciprofloxacin(CPFX), ofloxacin(OFLX), spar-
floxacin(SPFX), tosufloxacin(TFLX) & FeEiEFffi L, LT OB #&E %572,

Methicillin-resistant Staphylococcus aureus % & {s Staphylococcus & \ZxF L , PZFX (£ SPFX B &
N TFLX IZDWTHlWITEEE 2R L,  Streptococcus B 124+ L Tid CPFX % OFLX & A% DT
W TH o7z Providencia rettgeri % i < B5PMEFHIE T 5 BWEIZxF§ 5 PZFX 0 MICy, (3 2
pg/m LT ToH Y, CPFX LEEPLCRLHENMBENER L, 7 FVHRREEES 7 LRHRE
AT AAFDOIE L CPFX L @%TH - 72,

Pseudomonas  aeruginosa DIEFEMAR (2RI THE T3 PZFX I3ERMIBEVWEREDR LKL
770 512 M AEEHER L B L7 in vitro pharmacokinetic model Tl3 PZFX |2 OFLX &
) 3 EFR R < BRETE & HIHI L 72,

S. aureus 2HRBIV T T ABEBBEHIRIILIAT T ALEHEREETFIVIZBWT, PZFX ®
EDs, fE(Z 0.01 ~0.32mg/mouse & 72 V), KEIDEEHRIL S. aureus 2 ¥k B X U Klebsiella pneu-
moniae 3K-25 BRI T3 SPFX, P. aeruginosa E7 ¥R B TI3 CPFX B L N TFLX 12455 )
DD, WOIMFBIEFEL WEN T2, K preumoniae 3K-25 (2 & A IR 25EYe 3 L OF Escheri-
chia coli TMS3 ¥k IZ & AFREERZLE FIVIZBWT, PZFX (X SPFX L ) %5500, ot
BBEH L RS MENBEEDELXR L. P aeruginosa KU-1 k12 & A REBREE 7V TII,
PZFX B b EN T EEDE 1B,

<7 ANIBITAHEAEIRETIE, PZFX ZMiEH, B LUBIZBWTER2IZ(15~30 5#%)
REEEIGEL, &msAEEIITEER (CPFX, OFLX, SPFX B X P TFLX) L ) b mh o 72,

FoMmiEd, W8 L OEICBIT A PZFX ot OFLX L IZIZERETH -7,
Key words : PZFX, —a2—% /0>, MIC, AEMHE

Bt #F T E#HMRNE&H THE & 17 pazufloxacin
(PZFX) 12 ¥' V) F[1,2.3-de][14] R VA FH TV BOD
10f7ic1l-73 /> 7070 VvE2FTH5H LW
Za—F/UCRIEETH L, FRNIT T LHHEEB
X U Pseudomonas aeruginosa % &8 77 LM E (233
L, LEHBELIEANRZ MLEBWIENTETA L
EXNTWEY, —F, —a—F /0 R TCHEERNR
TUEWERICE L, AANGEREMEICENL, PRMEDS
L OERBRIITTHERADIHVZ EPFRO—DTH
HEwnbhTwna?,

4@, PZFX ® in vio B L O in vivoiiEN B L I~
Y A BT B KAENEE % ciprofloxacin(CPFX), ofloxacin
(OFLX), sparfloxacin(SPFX), tosufloxacin(TFLX) & H #&F
fliL7-DT, ZORBEYHRET %,

I #MH &R &
1. fERE%
RARFEFRMAEYNFBRERGFORERGKB LV

1988 M5 1992 FDMIZEERME 2L HBESI /27
TLEGHEBL U7 AEMEYER L,

2. fEHMEE

PZFX(1000ug/mg, EIL{b%# T % ), CPFX(840ug/mg,
N4 ZVES), OFLX(1000ug/mg, #%—%51% ) SPFX
(1000ug/mg, K HABE ) TFLX(1000ug/mg, LAY
FIT¥E) BV,

3. B/NEBMIEERE MIC) flE

MIC fI%E 1, BARLFEBREFRIILVRESNHME
AR BEICHE L TEM L 72, 815 #1213 Mueller-
Hinton broth(MHB, Difco), MIC {fll5E 1=tz Ca { #+ > % 50
mg/l, Mg £ % > % 25mg/1 7$in L 7 MHB(cation adjusted
Mueller-Hinton broth: CAMHB) # FH\ 72, %8, Titd
HHEIZDW T, FERPRARE T MIC #IE L 72,
Streptococcus J§ Tld, RIHEES L O MIC JIE L & L
T Mueller-Hinton agar(MHA, Difco) |2 5% (v/v) B i ik
M % il L7z M ZER AR & AV 72, Haemophilus in-
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fluenzae T, MHA (2 5% (v/v) BB A % 0L
THEREL/Faal — FERFRE B\ 72, Bordetella
pertussis TlX, Bordetet-Geongou agar base(Difco) (2 10%
(v/v) glycerol 35 & O 15%(v/v) BliaHEM & & 7 L 72
MEERTFRE 7z, BEEEICOWTIE, BRLE
BEFXWEAVER MIC JIE & 126y, GAM EXRK
(BK) &AWV, HMAKEELE Forma i) (2T 48 K
MEEL,

4. HHEHMRIIRIZIMEEOLE

P. aeruginosa E7 ¥ % MHB (2T 37C, # 20 B
f%, ¥ MHB T 10000 5@ R L, 37CT#H L BERIRE
VEEE LT, I OREEWRICPIFX BLX UK BHEES 7
NENRBEMN1/4, 1/2, 1, 2 BL O IMIC 1272 5 X
DR, 3TCTIREHFEEL, 1,2,4, 681024
R B &R HTRIE L7,

5. In vitro pharmacokinetic system % 7= E &M
AREERIZFH V7> pharmacokinetic system (%, Grasso®,
Nishida 5" E 7NV ZIGA L7 &HRE TH %, One
compartment open model |ZFED X, TV a2— ¥ —#IH
IZX ) 3MEEDK S TEMEF S ¥, MHB H o PZFX &
7213 OFLX DR % E kY IZFR%E L, FIHEABRTEDS
NZBERBAD MR (200mg #2001 B A4k 55 )
THEBSE, ZOEMICHO I BIEEHO P aeru-
ginosa E7 Bk&2# 10°/ml (27 B X H IZ8EFEL, X9 —F
—THEESELZHNS 3TCIRDL, 2> ¥a—5 —§M
SNTRY ALY LRBEIZY T 7 L,
TVIIERBNEE TICTHE L, EEHIEICIE

MHA %\ 72,

6. IUASHBPEETNIIBITBIEEDE

< A ICR %R, H, 18#, HE20+1gx 1E6
PSfEH L7, fEREIE, Staphylococcus aureus Smith,
methicillin-resistant S. aureus No. 17(MRSA: 2% NaCl i
CSMHB 281} % oxacillin @ MIC: 128ug/ml),
chia coli C11, Klebsiella pneumoniae 3K-25, Serratia marce-
scens No. 2 B X U P. aeruginosa E7 % FNFNH W72,
Btk % Heart infusion agar(HIA, Difco) AR C 18 BRRHE
%, LB (BN)*AVWTEBRAEBCHIEDHE K
R L, & 512 10%(w/v)gastric mucin(Difco) ¥ & &
Mz (E. coliCll %R <), PRRRAHEEMEL 72, BEG: 1 BERY
BICESEAZz TN EAEOKRS L, 7THHEBEL, <7
ADHEFEA S van der Waerden 2% ) EDg & H L
720

7. T ARIEGE TV BT BIGER

MR gREE g 213, ICR R, H#, 4Bk, AE20+1g0
<A 8L) R L7, K preumoniae 3K-25 #k
% HIA SFARC 18 Bef RS &R, ABHABWIZTHAEDHE
BICHAEL, EGo0OFENILDEREY L, 6,
1H, 2ABLIU3HADFIBDEZEERNEZNLZF N

Escheri-

0.0625mg/mouse, 0.25mg/mouse ¥ 7-i% 1.0mg/mouse &
O%5 L7z, M5 BRIz EEAICHE L, £B8
% 2ml Nz kETF 4 XL, HIA FARTHEERELH
E L7,

EAFERBEEIST L, EROMT X (1 8L
10 [C) # v 7z, E. coli TMS3, P. aeruginosa KU-1 %
HIA PR T 18 B¥ R &ERE, PIEORBICEERIRERT
FEL, ABZROSOFENIL ) BEREIRGTE, 245
MEXH1B2MmE, 3HEEEAEZZNEN0.125mg/
mouse, 0.5mg/mouse ¥ 7-{% 2.0mg/mouse ZXO5- L 72,
ARG 24 RFRERICWE ¢ ME ISR L, 1PRER
LEBRERRICAERKLRE L7,

8. AABEHRE

ICR %, t#, 4:B#, hE 20+1gD~v 7 A% 1E5[L
R L72o PZFX 3B L U+ BEZE A (CPFX, OFLX, SPFX 8
SUTFLX) # 05%(W/V) AV EF I XA F V)T —2R
(FNFeHI3E ) AHIZEB L, 50mg/kgile b LI icwy
AZgEO¥S L, 164, 304, 604, 1204y, 2404
BLU3605%ICT— 7 IVEREET THREFR X Y Rl
L, EO08ICEVMELR, IERICHB LUE
EREL, Zml OEBEEREMZ THRES F4 XL,
HLDBEICE D EEERBR, IO ERBHORERRE
13, WEBEE LTE coli kp, HIEREH L LT MHA
(Difco) # V- BB T 1 A7 FEIZTHE L. 2B, B
BRI, MEPEFRBENEEICIE~ Y AMEICTHE
L, B L CEAERRERERZIX 1/16M ) > BE
& (PH7.0) (S THBL 726

o0 #& ]

1. JtEAXRZ bV

R 7 L0, PR 24 B 29 BB X UHER
W 16 HAE 17 4R I2xF T 5 PZFX OHE HIL, 79 4
YR TIZOFLX L [A4%, BUEB L UHAtE T’
CPFX L A% Td o 7z (Table 1~3),

2. BRIRTBERRIT AHUES

ERERRR T BERR I3 T % PZFX B X U BBEH O3 E
#1% Table 4 |Z7R L7,

Methicillin-susceptible S. aureus 24 #k3 & OF MRSA 34
¥k (2% NaCl i1 CSMHB (2 3 13 % oxacillin ¢ MIC 75 4
pg/ml L E %789 S, aureus) |23+ 3 % PZEX @ MIC,, 13
FNEN 0.25ug/ml B X 1 0.5ug/ml T ), PZFX DI
BIEM X TFLX, SPFX X 9 & 2~4 f£45 ), CPFX, OFLX
L0 b 2~45EN T2, OFLX it 1 MRSA 27 #
(OFLX @ MIC #% 8.0ug/ml LA F % 754 MRSA) (244 %
PZFX @ MICy iF 32ug/ml TH Y, BDBMVIEHET
L7273, xtBREAIRHRZZEMMEATRO S h 7z,

Staphylococcus epidermidis 30 #k |2 3+ § 2 PZFX
MICy 12, TFLX L [EI4k 4.0ug/ml TH Y, FEOHREN
& SPFX X h b 24%585<, CPFX, OFLX X h % 2 £k
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o7,

Streptococcus pyogenes 38 ¥k B L N Streptococcus pneu-
moniae 31 ¥R IZ Xt 9 A PZFX @ MICy 12 # L F 1 1.56
pe/ml B LU 3.13pg/ml ThH Y, FENIxTBEA)IZHA
2~16 fFEFHFVIEENTH o 72,

Enterococcus faecalis 38 #2313 5 PZFX @ MIC,, (1,
OFLX &k [Al#% 64pg/ml T& Y, CPFX, SPFX |Zlt~XZFh
FN2/EBLV8EL - T,

E. coli 31 #k, Shigella spp. 28 ¥k 3B X U Salmonella spp.
34 ¥k 23T 3 A PZFX @ MICy 1%, CPFX, SPFX B £ Y

TFLX & [A#£<0.063ug/ml T&» V), Shigella spp. 3 L
Salmonella spp. (ZxF L Tix OFLX & Y s -7z,

Citrobacter freundii 34 ¥R(Zx+$ 5% PZFX & MIC, 1
0.254g/ml TH Y, KEIDOHESIZ CPFXMIC,: 0.125
pg/ml) (R THEl L ) 4~8 fEsEN o 72,

K. pneumoniae 30 #k\Zxt3 A PZFX @ MIC,, (3, CPFX
B LU TFLX & [E#E 0.25ug/ml TH Y, KHDHEIE
OFLX B X U'SPFX L D b ZNZN8fEB L U 2 155
/W AN

Klebsiella oxytoca 30 k3 X UF Enterobacter cloacae 30 #k

Table 1. Antibacterial spectrum of pazufloxacin and other drugs against aerobic gram-positive bacteria
) MIC (ug/ml)?
Test strain - - - - - -
pazufloxacin ciprofloxacin ofloxacin sparfloxacin tosufloxacin

M. luteus ATCC 9341 1.0 2.0 2.0 1.0 1.0
S. aureus 209p 0.25 0.5 0.5 =0.063 =0.063
S. aureus ATCC 29213 0.125 0.25 0.25 =0.063 =0.063
S. aureus Smith =0.063 =0.063 0.125 =0.063 =0.063
S. epidermidis ATCC 12228 0.25 0.25 0.5 0.125 =0.063
S. pyogenes ATCC 19615 0.78 0.2 0.78 0.2 0.1
S. pneumoniae type 11 1.56 0.78 0.78 0.39 0.1
S. pneumoniae type IV 1.56 0.78 1.56 0.39 0.2
E. faecalis ATCC 29212 2.0 0.5 2.0 0.25 0.25
E. faecalis 64 2.0 0.5 2.0 0.25 0.25
E. faecalis ATCC 33186 2.0 1.0 2.0 0.5 0.25
B. subtilis ATCC 6633 =0.063 =0.063 =0.063 =0.063 =0.063

&

: Broth microdilution method

Medium: Cation Adjusted Mueller-Hinton Broth (CAMHB, Ca** 50 mg/l, Mg** 25 mg/l, MHB: Difco)
Inoculum size: 10° CFU/ml (10* CFU/well)

b: Agar dilution method

Medium: Mueller-Hinton agar (MHA, Difco) supplemented with 5% horse blood
Inoculum size: One loopful of bacterial suspension (106 cells/ml)

Table 2. Antibacterial spectrum of pazufloxacin and other drugs against aerobic gram-negative bacteria

) MIC (ug/ml)?
Test strain pazufloxacin ciprofloxacin ofloxacin sparfloxacin tosufloxacin

E. coli NIH] JC-2 =0.063 =0.063 =0.063 =0.063 =0.063
S. typhi S60 =0.063 =0.063 =0.063 =0.063 =0.063
C. freundii 2 =0.063 =0.063 =0.063 =0.063 =0.063
K. pneumoniae IFO 3512 =0.063 =0.063 0.125 =0.063 =0.063
E. cloacae ATCC 23355 =0.063 =0.063 =0.063 =0.063 =0.063
S. marcescens IFO 12648 =0.063 =0.063 0.125 0.125 =0.063
P. mirabilis 1287 =0.063 =0.063 =0.063 0.125 =0.063
P. vulgaris IFO 3851 =0.063 =0.063 =0.063 0.5 0.125
P. inconstans IFO 12930 =0.063 =0.063 0.25 0.25 0.125
P. rettgeri IFO 13501 =0.063 =0.063 =0.063 =0.063 =0.063
M. morganii IFO 3848 =0.063 =0.063 =0.063 =0.063 =0.063
V. cholerae WLL 4.0 1.0 4.0 0.25 0.5
P. aeruginosa IFO 3445 0.125 0.125 1.0 1.0 0.25
P. putida ATCC 17464 0.25 =0.063 0.5 0.5 =0.063
A. calcoaceticus NCTC 7488 =0.063 =0.063 =0.063 =0.063 =0.063
A. faecalis NCTC 655 1.0 4.0 4.0 8.0 16

A. xylosoxydans TMS 73 2.0 8.0 32 8.0 32

@: Broth microdilution method

Medium: Cation Adjusted Mueller-Hinton Broth (CAMHB, Ca** 50 mg/l, Mg**+ 25 mg/l, MHB: Difco)
Inoculum size: 105 CFU/ml (10* CFU/well)
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Table 3. Antibacterial spectrum of pazufloxacin and other drugs against anaerobic bacteria
» MIC (pg/ml)?
Test strain pazufloxacin ciprofloxacin ofloxacin sparfloxacin tosufloxacin
P. anaerobius ATCC 27337 0.39 0.78 0.78 0.78 0.10
P. magnus ATCC 29328 0.78 0.39 0.78 0.10 0.10
P. asaccharolyticus ATCC 14963 12.5 0.78 6.25 0.20 0.10
E. lentum GAI 7506 0.20 0.10 0.39 0.05 0.05
E. limosum ATCC 8486 0.20 0.10 0.39 0.05 0.05
E. aerofaciens GAI 5570 1.56 1.56 1.56 1.56 0.78
C. botulinum A62 0.05 0.20 0.39 0.025 0.05
C. botulinum B okra 0.05 0.10 0.20 0.025 0.05
C. difficile ATCC 17859 3.13 12.5 6.25 1.56 1.56
C. histolyticum GAI 5608 3.13 3.13 1.56 0.39 0.78
C. perfringens NCTC 4969 0.10 0.39 0.78 0.10 0.20
B. fragilis GM 7000 3.13 6.25 3.13 0.78 0.39
B. vulgatus ATCC 29327 3.13 25 6.25 0.78 0.39
F. nucleatum ATCC 25586 1.56 3.13 3.13 0.78 0.39
F. varium GAI 5560 3.13 12.5 25 6.25 3.13
F. mortiferum VPI 4249 1.56 3.13 3.13 0.78 0.78
V. parvula ATCC 10790 0.39 0.20 0.78 - 0.20 0.39
®: Agar dilution method
Medium: GAM agar (Nissui)
Inoculum size: One loopful of bacterial suspension (10¢ cells/ml)
Table 4-1. MICs, and MICy, of pazufloxacin and other drugs against clinical isolates
Species D MIC? (ug/ml)
(No. of test strains) rue range MICs, MICy,
pazufloxacin 0.125~0.25 0.25 0.25
ciprofloxacin 0.25~2.0 0.5 1.0
S. aureus (24) ofloxacin 0.25~1.0 0.5 1.0
sparfloxacin =0.063~0.25 =0.063 0.125
tosufloxacin =0.063~0.25 =0.063 =0.063
pazufloxacin 0.125~0.5 0.25 0.5
Methicillin-resistant ciprofloxacin 0.25~8.0 0.5 4.0
S. aureus (34) ofloxacin 0.25~2.0 0.5 2.0
(MRSA) sparfloxacin =0.063~0.125 =0.063 0.125
tosufloxacin =0.063~0.25 =0.063 0.25
pazufloxacin 8.0~64 16 32
. . ciprofloxacin 16~128 64 128
O%‘,’I’I‘zascl‘{"(rze;)’smt ofloxacin 8.0~128 16 64
sparfloxacin 4.0~ >128 8.0 128
tosufloxacin 2.0~>16 >16 >16
pazufloxacin 0.25~16 0.25 4.0
ciprofloxacin 0.125~128 0.25 8.0
S. epidermidis (30) ofloxacin 0.25~64 0.5 8.0
sparfloxacin =0.063~16 0.125 2.0
tosufloxacin =0.063~ >16 =0.063 4.0
pazufloxacin 0.39~1.56 0.78 1.56
ciprofloxacin 0.20~0.78 0.39 0.78
S. pyogenes® © (38) ofloxacin 0.39~1.56 0.78 0.78
sparfloxacin 0.10~0.39 0.20 0.39
tosufloxacin 0.05~0.20 0.10 0.20
pazufloxacin 0.78~3.13 1.56 3.13
ciprofloxacin 0.10~1.56 0.78 0.78
S. pneumoniae® © (31) ofloxacin 0.39~1.56 0.78 1.56
sparfloxacin 0.10~0.39 0.10 0.39
tosufloxacin 0.05~0.20 0.10 0.20

a): Broth (CAMHB) dilution method, inoculum size: 10> CFU/ml (10* CFU/well)
b: Agar dilution method, inoculum size: 10 cells/ml
9. Medium: MHA (Difco) supplemented with 5% horse blood
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Table 4-2. MICg, and MICy, of pazufloxacin and other drugs against clinical isolates
Species D MIC? (ug/ml)
(No. of test strains) g range MIC,, MIC,,

pazufloxacin 1.0~128 4.0 64
ciprofloxacin 0.25~64 1.0 32

E. faecalis (30) ofloxacin 1.0~64 2.0 64
sparfloxacin 0.25~32 0.5 8.0
tosufloxacin =0.063~ >16 0.5 >16
pazufloxacin =0.063~ =0.063 =0.063 =0.063
ciprofloxacin =0.063~ =0.063 =0.063 =0.063

E. coli (30) ofloxacin =0.063~ =0.063 =0.063 =0.063
sparfloxacin =0.063~ =0.063 =0.063 =0.063
tosufloxacin =0.063~ =0.063 =0.063 =0.063
pazufloxacin =0.063~ =0.063 =0.063 =0.063
ciprofloxacin =0.063~ =0.063 =0.063 =0.063

Shigella spp. (28) ofloxacin =0.063~0.25 =0.063 0.125
sparfloxacin =0.063~ =0.063 =0.063 =0.063
tosufloxacin =0.063~ =0.063 =0.063 =0.063
pazufloxacin =0.063~ =0.063 =0.063 =0.063
ciprofloxacin =0.063~ =0.063 =0.063 =0.063

Salmonella spp. (34) ofloxacin =0.063~0.25 =0.063 0.125
sparfloxacin =0.063 ~ =0.063 =0.063 =0.063
tosufloxacin =0.063~ =0.063 =0.063 =0.063
pazufloxacin =0.063~2.0 =0.063 0.25
ciprofloxacin =0.063~2.0 =0.063 0.125

C. freundii (34) ofloxacin =0.063~16 0.125 1.0
sparfloxacin =0.063~16 =0.063 2.0
tosufloxacin =0.063~ >16 =0.063 2.0
pazufloxacin =0.063~0.5 =0.063 0.25
ciprofloxacin =0.063~0.5 =0.063 0.25

K. prneumoniae (30) ofloxacin =0.063~2.0 0.125 2.0
sparfloxacin =0.063~1.0 =0.063 0.5
tosufloxacin =0.063~0.5 =0.063 0.25
pazufloxacin =0.063~ =0.063 =0.063 =0.063
ciprofloxacin =0.063~ =0.063 =0.063 =0.063

K. oxytoca (30) ofloxacin =0.063~0.5 0.125 0.125
sparfloxacin =0.063 ~ =0.063 =0.063 =0.063
tosufloxacin =0.063~ =0.063 =0.063 =0.063
pazufloxacin =0.063~4.0 =0.063 2.0
ciprofloxacin =0.063~16 =0.063 2.0

E. cloacae (30) ofloxacin =0.063~16 0.125 8.0
sparfloxacin =0.063 ~ 16 =0.063 2.0
tosufloxacin =0.063~ >16 =0.063 2.0
pazufloxacin =0.063~16 1.0 2.0
ciprofloxacin =0.063 ~ 32 2.0 4.0

S. marcescens (29) ofloxacin 0.125~64 2.0 8.0
sparfloxacin =0.063~32 2.0 8.0
tosufloxacin =0.063~ >16 1.0 4.0
pazufloxacin =0.063~ =0.063 =0.063 =0.063
ciprofloxacin =0.063~0.25 =0.063 0.125

P. mirabilis (29) ofloxacin 0.125~0.25 0.125 0.25
sparfloxacin =0.063~1.0 0.25 0.5
tosufloxacin =0.063~0.25 0.125 0.25

2: Broth (CAMHB) dilution method, inoculum size: 10> CFU/ml (10* CFU/well)
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Table 4-3. MIC;, and MICy, of pazufloxacin and other drugs against clinical isolates
Species Dru MIC? (ug/mi)

(No. of test strains) g range MICs, MICy,
pazufloxacin =0.063~0.5 =0.063 =0.063
ciprofloxacin =0.063~1.0 =0.063 =0.063

P. vulgaris (30) ofloxacin =0.063~2.0 0.125 0.25
sparfloxacin =0.063~8.0 0.125 0.5
tosufloxacin =0.063~ >16 =0.063 0.25
pazufloxacin =0.063~128 0.25 128
ciprofloxacin =0.063~ >128 0.25 >128
P. rettgeri (35) ofloxacin 0.125~ >128 1.0 >128
sparfloxacin =0.063~ >128 0.5 >128
tosufloxacin =0.063~>16 0.25 >16
pazufloxacin =0.063~8.0 =0.063 0.125
ciprofloxacin =0.063~16 0.125 0.5
P. stuartii (31) ofloxacin =0.063~16 0.5 2.0
sparfloxacin =0.063~4.0 0.125 1.0
tosufloxacin =0.063~4.0 =0.063 0.5
pazufloxacin =0.063~0.125 =0.063 =0.063
ciprofloxacin =0.063~0.125 =0.063 =0.063
M. morganii (31) ofloxacin =0.063~1.0 =0.063 0.125
sparfloxacin =0.063~0.25 =0.063 0.25
tosufloxacin =0.063~0.25 =0.063 0.125
pazufloxacin 0.125~32 0.5 2.0
ciprofloxacin 0.125~32 0.25 1.0
P. aeruginosa (28) ofloxacin 1.0~128 2.0 8.0
sparfloxacin 0.5~32 1.0 4.0
tosufloxacin 0.25~>16 0.5 2.0
pazufloxacin 0.25~128 2.0 32
C ciprofloxacin 0.125~64 0.5 64
ge’;fr’;"‘?,‘gsrjs(‘zsg)‘“t ofloxacin 1.0~ >128 4.0 128
- aerugt sparfloxacin 0.5~ >128 2.0 128
tosufloxacin =0.063~ >16 1.0 >16
pazufloxacin =0.063~1.0 =0.063 1.0
ciprofloxacin =0.063~4.0 =0.063 1.0
P. cepacia (17) ofloxacin =0.063~2.0 =0.063 1.0
sparfloxacin =0.063~0.5 =0.063 0.25
tosufloxacin =0.063~0.5 =0.063 =0.063
pazufloxacin 1.0~8.0 2.0 4.0
ciprofloxacin 1.0~16 4.0 8.0
X. maltophilia (30) ofloxacin 1.0~32 2.0 8.0
sparfloxacin 0.25~8.0 0.5 2.0
tosufloxacin 0.25~8.0 1.0 2.0
pazufloxacin =0.063~2.0 =0.063 0.5
ciprofloxacin =0.063~1.0 =0.063 0.5
Acinetobacter spp. (25) ofloxacin =0.063~2.0 =0.063 1.0
sparfloxacin =0.063~0.125 =0.063 =0.063
tosufloxacin =0.063~0.25 =0.063 =0.063
pazufloxacin 2.0~>128 4.0 32
ciprofloxacin 4.0~>128 32 >128
A. xylosoxidans (20) ofloxacin . 8.0~ >128 32 >128
sparfloxacin 4.0~>128 16 128
tosufloxacin 16~ >16 >16 >16

a: Broth (CAMHB) dilution method, inoculum size: 105 CFU/ml (10* CFU/well)
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1213 % PZFX OHBE S MICy: #h #h=<0.0634g/ml,
2.0ug/ml) it CPFX, SPFX 3 X Of TFLX & [F% <, OFLX
BQUR Y WA

S. marcescens 29 BRIZXT$ A PZFX @ MICy 13 2.0g/
m THY, HBERELY 2~4 /S NETH 72,

Proteus mirabilis 29 #k, Proteus vulgaris 30 ¥§, Morga-
nelle morganii 31 #RIZ3F$ 5 PZFX @ MICy 13=0.063
pg/ml THY, FEDPEDEIENEZRL,

Providencia rettgeri 35 ¥k\Zxt$ % PZFX @ MIC i3
0.063ug/ml~128ug/ml {24348 L, AHF|D MICs, & MICq
X FNEN 0.25pg/ml & 128ug/ml Th b, fEREHIE
BRI bR SRR D b7z,

Providencia stuartis 31 #1233 A PZFX D ILHE B
(MICoo: 0.125pg/ml) (33T BER L Y 4~16FFENL TV
PARS

P. aeruginosa 28 #1239 A PZFX OITHE 7 MICs: 2.0
pg/ml) |3 CPFX X g5 o, TFLX & [F% T, SPFX
BLUOFLX X DA o7z,

SHIL DEEWEETH o 72,

Pseudomonas cepacia 17 ¥k (2 ¥F 3 A PZFX D L #H 5
(MICyo: 1.0pg/ml) | CPFX B X WFOFLX L RIZ%TH N,
SPFX B X U'TFLX L 9455 Tz,

Xanthomonas maltophilia 30 ¥R(Zx+$ % PZFX OILE S
(MICso: 4.0pg/ml) 13 CPFX, OFLX X 1) & 275 7275,
SPFX B X UFTFLX X W §§h - 72,

Acinetobacter spp. 258k 123t § A PZFX DL HE B
(MICu: 0.5ug/ml) (38875 7245, SPFX 3 & 08 TFLX k
455 Tz,

Achromobacter xylosoxidans 20 #k & Flavobacterium spp.
OB AW N IIER L7- 5 A& 5§50 o 72,

H. influenzae 38 ¥k\Zx39 % PZEX @ MICs, 1% 0.1ug/
ml Ty, FERERFEFETEEEL R L7

B. pertussis 18 ¥kiZx7$ 5 PZFX @ MIC,, 1% 0.2 ug/ml
THY, FFOHESIL SPFX L Y§Gb DD, ozt
BREEA| L ZIZA%ETH o 72,

Bacteroides fragilis 26 #k & Clostridium difficile 15 #kiZ

Gentamicin-resistant P. aeruginosa 25 BE\Z4F$ 5 A F| 1t 5 PZFX OHEH % MIC,, THEI L 72384, AKI»S
DIEF) MICo: 32pg/ml) 12 CPFX LIZIZE%ET, D  HOKSWE(L HI250pg/ml) THo 72,
Table 4-4. MIC;, and MICy, of pazufloxacin and other drugs against clinical isolates
Species MIC? (ug/ml)
(No. of test strains) Drug
. range MIC;, MIC,,
pazufloxacin 1.0~ >128 64 >128
. ciprofloxacin 0.125~ >128 64 >128
F lé”g)b““m”m SPP- ofloxacin 0.25~ >128 64 >128
sparfloxacin =0.063 ~ 64 4.0 64
tosufloxacin =0.063~ >16 >16 >16
pazufloxacin 0.025~0.39 0.025 0.10
ciprofloxacin =0.006~0.39 0.025 0.10
H. influenzae® 9 (38) ofloxacin 0.025~0.39 0.05 0.10
sparfloxacin =0.006~0.20 0.0125 0.05
tosufloxacin =0.006~0.78 0.025 0.05
pazufloxacin 0.025~0.39 0.05 0.20
ciprofloxacin 0.05~0.20 0.05 0.10
B. pertussis® (18) ofloxacin 0.10~0.39 0.10 0.20
sparfloxacin =0.006~0.05 0.0125 0.05
tosufloxacin 0.05~0.20 0.05 0.20
pazufloxacin 6.25~ >100 12.5 50
ciprofloxacin 1.56~50 3.13 25
B. fragilis® (26) ofloxacin 1.56~100 3.13 12.5
sparfloxacin 0.78~25 1.56 12.5
tosufloxacin 0.78~25 0.78 6.25
pazufloxacin 1.56~100 3.13 50
ciprofloxacin 6.25~25 12.5 25
C. difficile® (15) ofloxacin 6.25~100 6.25 50
sparfloxacin 1.56~12.5 1.56 12.5
tosufloxacin 1.56~6.25 1.56 6.25

2: Broth (CAMHB) dilution method, inoculum size: 105 CFU/ml (10* CFU/well)

: Agar dilution method, inoculum size: 108 cells/ml

9: Medium: Chocolate Agar (MHA +5% horse blood)
Glycerol

D: Medium: GAM agar (Nissui)

¢): Medium: Bordet-Gengou agar base (Difco) +15% horse blood + 10%
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3. HETEEMMRICRIZTRE

PZFX B X ONxFBBEFRINC & A P. aeruginosa E7 O
HERBEE) Sy — v % Fig 1LITIRL72,

Sub MIC j#F# (1/4 3 X UF 1/2MIC) %L 72354,
PZFX # 3 LOWVWT N OFERRMEFICBVTH T 6B
Bk CHENERYRL:. —F, above MIC TH 5
2MIC iR/ Imiz BT, PZFX B L O TFLX iRmmEE T
LERILIAICEERE S N, 24 BEfIfA T CTHEEIIEEDON
LMo lzh, MOxTIBEH TIE 24 B Z ICHEEDL A
b7z,

4. In vitro pharmacokinetic system % i\ 7-31BE &M
DIRES

P. aeruginosa E7 #2334 A EER A 200mg OS5
DIFEDREWS % MHB R THB L 72 in vitro RIZH
W, PZFX 13#3 5% 30 5 TR B 2.964g/mI(MIC
DE6RE)IEL, 6BFRZIZIIMICIBEL 2072 &

pazufloxacin (MIC 0.5 pg/ml)
10 4

Control

Viable cells (log of CFU/ml)

Incubation time (h)

sparfloxacin (MIC 1.0 ug/ml)

ciprofloxacin (MIC 0.25 pg/ml)

Incubation time (h)

B 5% 1 B TR AT EE (K 10CFU/ml) & 7
D, BERIEME,>LBHMBEARED 5N (Fig 2),
OFLX i3#x 57 1 B TR i FE 2.25 g/ ml (1212 1
MIC) & 72 V), HEHBIIHES % 1B T TICRMEATRE
b, 6EEEIR L ) BHEREARO ONT,

5. v ARKYE T IVII BT B RGFHHERIR

1) &5REETIV

KHEE M E V72540 PZFX OR5#%IR % Table 5
R L7,

S. aureus Smith BRERGE 7 IV IZ BT % PZFX OFL#E%)
B (EDs, : 0.1mg/ mouse) | SPFX B X O’ TFLX X 9 §
455 TC\w7z75, OFLX, CPFX L h R TV,

MRSA No. 17 %D354, PZFX @ EDs(0.32mg/mouse)
13 SPFX X W&o Twiz4%, TFLX, OFLX 8 X UF CPFX
LD HENTV,

E. coli C11 #r % H\ 2 72354, PZFX @ EDs 1 0.01mg/

ofloxacin (MIC 2.0 pg/ml)

A

Control

1/2MIC

Incubation time (h)

7
ya

tosufloxacin (MIC 0.5 pg/ml)

Control

1/4 MIC

1/2MIC

10
= Control
g _
S~
=)
25 -
&)
kG y
&
= 5 -
2
§ .
=
)
~
(
0 2 4 6
Incubation time (h)
Fig. 1.

—

0 2 4 6 24

Incubation time (h)

Bactericidal activity of pazufloxacin and other drugs against Psexdomonas aeruginosa E7.



VOL. 43 S-2

Pazufloxacin @ in vitro, in vivo Z=BEEFAl 27

mouse & f& <, AH| D R4 F5 %) F 13 SPFX B L O
TFLX L 12I12E% T, OFLX BX I’CPFX L W {ENA T W
72

K. pneumoniae 3K-25 Bk~ 212333 % PZFX
R FH %S (EDs: 0.32mg/mouse) (X SPFX L W43 3
»®, TFLX, OFLX B X IFCPFX X h{EN T\ /2,

S. marcescens No. 2 ¥RERGLDIE 4, PZFX @ EDy 13
0.08mg/mouse & b /NSVETH V), ZDRELEFHHEZ)
£/ OFLX L 0 CPFX ¥ |1IZF%TH ), SPFX 31
O'TFLX L hENT W72,

P. aeruginosa E7 BRE S~ 7 X |Z5%13 % PZFX o ED,,
13 0.32mg/mouse T 1), TFLX B L N CPFX D #h #
n4fE 2% SPFX LI3IZFE L, OFLX @ 1/4 LLF Ol
THo7,

2) BBHRIFRGEET IV

K. pneumoniae 3K-25 BRiZ & ARBHREETTNIZHE
W, BES BROEIGHIF TOMANERLITIFY 3.2
X 10'CFU/lung Td o 7z (Fig. 3), —F, ZEK|GHEET
BHRGEIIZIKF L2 FEBROBL DA ST,

PZFX DRGSR % BIGHETFE B L OxTBER L 1
B L7%H4E, 00625mg/mouse i 5-BECEE ICHN,
PZFX 2 5-BE DT HE #5113 2.0X 10)CFU/lung TH - 77,
OB BER D 1/3~1/200 Th V), HEiL#EE,
OFLX B L U TFLX B ICHREEZE Y b o TEN KRG
FEiE%h R T - 72 (P<0.01~ <0.05),

3) EATHRBERRGE TV

E. coli TMS3 BRIBRFE FIIZ BT, EIGEBETITRK
4 BEDBRNEFKIZFEY 2.0X10°CFU/kidneys T

10
E
S
(& _
@]
3
w0 Ofloxacin
S g (MIC 2.0 pg/ml)
(2]
g
% Pazufloxacin
fc>'“' - (MIC 0.5 pg/ml)
T T T 1
0 10 20
Time (h)
3 -
~ | Pazufloxacin
g
SN
o
S 24
o
(=]
g
3]
b -
=
8
g
s 17 Ofloxacin
o
= 1)
Q 7 -
0 T T T T T R REEEEE T """"'T:--..'%
0 10 20

Fig. 2. AXkinetics-curve simulating drug concentration in human serum after oral

administration of 200 mg of pazufloxacin or ofloxacin, and its effect on the viable
cell count of Pseudomonas aeruginosa E7.
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& - 7> (Fig. 4), —F, & EHK) 0.5mg/mouse Ll F D58
TOFHYEHIZ 100CFU/kidneys LIFTH 1), xTEEEEIC
HAREEHEWICEEEY b o TENIEEDRIFELON
72 (P<0.01), 0.125mg/mouse %S5 HTHOZIMBEEDG
ENR LB L7254, SPFX(FY : 25CFU/kidneys)
PEROEFEBEZBL SE Tz, R\ T PZFX (AEEFD
EHE KT 50CFU/kidneys Tdh 0, KF|DEERNRIT
CPFX, OFLX B X O TFLX X h{EN TV 72,

P. aeruginosa KU-1 BRE 4 B DEGEFEOFEHE
¥, 6.3X10°CFU/kidneys T& - 7> (Fig. 5), PZFX,
OFLX B L U TFLX IC X ZiEHB TRHEEGE L OMICHK
Bl dose response ASEE & 5 72 A CPFX B X UF SPFX
Tidid > X b & L7 dose response HSD LNz Ao 72,
% 2T, CPFX, SPFX#H5IZBWT, mOENLHRED
%KL 72 0.125mg/mouse #x 58 T D & FEH| DI HRD

REWE L7258, PIFX#H5EOERDR (FH 150
X 10:CFU/kidneys) i3, SPFX#x5 8 (¥4 : 8.2X10
CFU/kidneys) & FiEICERTE Y, MHOMERFIOFE
BEHD 1/3~1/80 THh o7, T/, PZFX % 0.5mg/
mouse 3 & F 2.0mg/mouse xS HTHOFHYHEKIZIZh
#i 4.0X10°CFU/kidneys, 40CFU/kidneys T 1), =
NS DOFEHERIIHEER % F CERS LIHOKRER
BEWDhholz

6. ANEHRE

PZFX 3 X USxt BB X # < ©7 A |2 1.0mg/mouse(50mg/
kg) EOFSE LI2GA0MmER, N, BRREZHE
L7-#8% Fig. 6 [Z7R L7,

1) miEHiRE

PZFX O &M iEHi=E
» b, CPFX(30 437% : 0.79ug/ml),

135 15 9E D 9.2pg/ml T
OFLX(15 4% : 4.3

Table 5. Therapeutic effects of pazufloxacin and other drugs on systemic infection in mice

Organism and challenge dose? Dru MIC ED;,® [mg/mouse]
(CFU/mouse) g (ug/ml) (95% confidence limit)

S. aureus Smith® (1.6 x 107) pazufloxacin 0.125 0.10
ciprofloxacin 0.25 0.40
ofloxacin 0.25 0.25 (0.19-0.34)
sparfloxacin 0.0313 0.03 (0.03-0.04)
tosufloxacin 0.0156 0.03 (0.03-0.04)

S. aureus No. 17> 9 (2.3 x 107) pazufloxacin 0.25 0.32 (0.25-0.40)
ciprofloxacin 4.0 =1.60
ofloxacin 1.0 1.01 (0.75-1.35)
sparfloxacin 0.125 0.10
tosufloxacin 0.25 0.63 (0.43-0.93)

E. coli C11 (1.6 x 108) pazufloxacin 0.0078 0.010 (0.007-0.013)
ciprofloxacin 0.0039 0.020 (0.016-0.025)
ofloxacin 0.0156 0.016 (0.012-0.021)
sparfloxacin 0.0039 0.008 (0.006-0.010)
tosufloxacin 0.0039 0.010 (0.007-0.013)

K. prneumoniae® 3K-25 (7.5 x 10%) pazufloxacin 0.0156 0. 32 (0.25-0.40)
ciprofloxacin 0.0313 =0.8
ofloxacin 0.0625 =0. 50
sparfloxacin 0.0313 0.16 (0.12-0.21)
tosufloxacin 0.0313 =1.30

S. marcescens® No. 2 (2.6 x 107) pazufloxacin 0.125 0.08 (0.06-0.10)
ciprofloxacin 0.125 0.13 (0.10-0.16)
ofloxacin 0.25 0.10 (0.07-0.15)
sparfloxacin 1.0 =0.63
tosufloxacin 0.5 =1.01

P. aeruginosa® E7 (5.5 x 10%) pazufloxacin 0.5 0.32 (0.25-0.40)
ciprofloxacin 0.25 0.16 (0.11-0.23)
ofloxacin 2.0 =1.30
sparfloxacin 1.0 0.40
tosufloxacin 0.5 0.08 (0.05-0.12)

3): Challenge doses are within 10 times the minimal lethal doses for each strains.
b: S. aureus No. 17 is a methicillin resistant Staphylococcus aureus, of which the MIC of oxacillin in the presence of 2% NaCl is

128 pg/ml.

9 Gastric mucin (Difco) was added at a final concentraion of 5% to bacterial suspensions made in physiological saline.
9: EDsys were calculated by the van der Waerden method from the surviving mice at 7 days after infection.
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pg/ml), SPFX(15 4% : 3.4ug/ml) 3 X UF TFLX(60 4374
D Llpg/ml) LD BEL, FAERHICMERIIRITLE
(Fig. 6), PZFX DA 12 78 4 Cd b, OFLX(85 43 ) &
2R, CPFX(122 %), SPFX(134 %)) $ & tF TFLX(213
S HRE Do 72,

2) FPMREE

PZFX OB B AR 133%5 30 5% D 13.548/8 TH
h, OFLX(3047 : 109ug/g) B & 1F SPFX(30 437% :
9.3ug/g) L N RRH L, CPFX(B041% : 1.7ug/g) BL W
TFLX(120 4% @ 4.4p8/8) X WEB S »I2& »> - 7= (Fig.
6) RHI DM IZ BT 5 FEEIII764 TH h, OFLX

(A) pazufloxacin (MIC : 0.0156 pg/ml)

(B) ciprofloxacin (MIC : 0.0313 pg/ml)

(84 43) L [M#2R, CPFX(149 43), SPFX(151 43) B L ¥
TFLX(474 73) L W @h o 72,

3) BB

PZFX D& BNIRE 3RS 15 74D 34.148/g TH
), CPFX(60 437 : 4.1ug/g), SPFX(30 %1% : 8.1ug/g),
OFLX(30 437# : 14.1ug/g) B X 0¥ TFLX(60 4+#% : 10.1
1g/8) £ ) LBAL M IZEH o 72 (Fig. 6), PZFX D48
1278 3 Ta b, OFLX(84 4 ) & 42, CPFX(130 %),
SPFX(197 43 ) 8 L U TFLX(399 43) L W fah o 72,

m == =
PZFX (% Staphylococcus J& (ZxF L SPFX, TFLX {ZDw»

(C) ofloxacin (MIC : 0.0625 pg/ml)
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Fig. 3.

Therapeutic effects of pazufloxacin and other drugs on respiratory tract infection caused
by Klebsiella pneumoniae 3K-25 in mice.

Mice : ICR, T, 4 w, 20 + 1 g, 8 animals/group
Challenge dose : 6.6 x10° CFU/mouse
Therapy : p.o., 6h and then once a day for 3 days
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THVWHEDERTREIEONZ, —2—F /0%
MEAEORMRE IO ST L, BRI EHEEOE
VR O RTEE I Z R T EROSBAEE b
BmL T\wb'", OFLX itk ICx § A N 2 RET L
72RARIE, AHIASSPFX, TFLX X ) 3V iE AR L
TWh, ¥ /00 RHEEIIAN T 50441213, DNA
gyrase DER, NEOEBUHOIKT, efflux 72 &0
SN TV B A, PZFX A% OFLX Wit Ak IZAt%] & 1 38 Ve
MENERTEBIZOWTIE, DNA gyrase DERLSL
DIFHREORE* ZIFII W EDHEE SR, SHR
FITREBETH B EE 2 LNz, Streptococcus J& IZxT
¥ 5% PZFX O3 /712 CPFX, OFLX L &% Tdh Y, 4%

(A) pazufloxacin (MIC : 0.0156 yg/ml)

(B) ciprofloxacin (MIC : 0.0078 pg/ml)

WKEEN-AROMBEATH L LEEDLNE, BREER
BT ABMEIC LTIk CPFX & A% IV EES
¥R, FNODOFTHTUTFIATV—TIZBTHHE
& (P. rettgeri %< ) I3 LTI, HDBOUPLEENER
TR ENERD—DLEZ LN, P rettgeri [IiHT
% PZFX O MICs, 55T BRI ERIBRICK E 2o 7B B L
L, DNA gyrase DERLIBROHFELXRL TS E
BN, BAE OFRERICLEVD, FEHok
WITEELSER S NAEAICH 5, 4 ERE L7z PZFX
DRI ATORSMAFEREIIRDE, FEHHL OFLX
WELBLL TWwW5d b ooks 360 4314 D& B 13 SPFX (2
RATED o720, MFAEBTUPENTVLS I EPR

(C) ofloxacin (MIC : 0.0625 pg/ml)
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Fig. 4. Therapeutic effects of pazufloxacin and other drugs on urinary tract infection caused

by Escherichia coli TMS 3 in mice.

Mice : ICR, %, 4 w, 20 + 1 g, 8 animals/group

Challenge dose : 1.5 x10° CFU/mouse

Therapy : p.o., twice a days for 3 days
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BLZbDEEZONT, ZOMPBERBIIMASL &
UBMBEICORBL, FhENRORENRSEE L
PIZFX D HZ b & {, 3600 % D EE HSPFX B L O
TFLX I2DWTE o2 CDEH % PZFX DT I AT
DHEABEIIT T AEFEEETNVRBABREET VT
HOMEEB L UOBEBRET VBT HEHEHNRIC
BEL TV, Bl IEEIEED MIC A7 OFLX 2R & 1
w3 (242 ) LN TH B P. aeruginosa KU-1 #k % BV 728
FEAEFVIZBWT, PIFX 5B L BEAER L
DOREIZEE S A7 dose response ASERD b7z, RS
58 Td % 2mg/mouse x5 8 (2 > T 10°'CFU/kid-
neys L EOHEREPBRE Shi-< 7 ADEHIE, PZFX #%

(A) pazufloxacin (MIC : 0.5 pg/ml)

8 1 81

w  Viable cells (log of CFU/kidneys)
w Viable cells (log of CFU/kidneys)

(B) ciprofloxacin (MIC : 0.25 pg/ml)

SHETIXIOEFIELASDATH-72h, MOIMEE
TIX 10 4~5 b R SNz, ZOERTIEHE
BREABHEBIVEELHBLTWVAZ AL, A
ERSHGE CICERSNDOH AR5 1213 MIC %+
DIRXTEDOREENSTLEL 2T DERSEEICL S
ZERRIELTWA,

UED X IigEey AREEFIVIZBWT, KED
i M PR ATBRER) L ) @ T & ANEER R B
LTw/zZEk, b MOAFRELXBEI L/ in vitro pharma-
cokinetic model {Z 3T PZFX » A5 OFLX L ) FHE5E
FIHI LTV AEMPBEL IR, o722 & L ) PZFX
DEERDOEGTORRAUSEPREFEI NS,

(C) ofloxacin (MIC : 2.0 pg/ml)

8 L]

w Viable cells (log of CFU/kidneys)

27 27 * 2 . .
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Fig. 5. Therapeutic effects of pazufloxacin and other drugs on urinary tract infection caused
by Pseudomonas aeruginosa KU-1 in mice.

Mice : ICR, %, 4w, 20 + 1 g, 10 animals/group

Challenge dose : 1.2 x10" CFU/mouse
Therapy : p.o., twice a days for 3 days
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o pazufloxacin  pazufloxacin . p.azuﬂoxacx'n
o ciprofloxacin o ciprofloxacin 100 3 ° cxproﬂqxacm
» ofloxacin = ofloxacin 3 = ofloxacin
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Fig. 6. Levels of pazufloxacin and other drugs after oral administration in mice.
Administration : 1.0 mg/mouse, p.o.
Mice : ICR, §, 4 w, 20 + 1 g, 5 animals/group
Each point represents a mean+SD
54 ik 6) Grasso S, Meinardi G, Decarneri I and Tamassia V:
Muratani T, Inoue M and Mitsuhashi S: In vitro New in vitro model to study the effect ofantibiotic
activity of T-3761, a new fluoroquinolone. Antimic- concentration and rate of elimination on anti-
rob Agents Chemother 36: 2293~2303, 1992 bacterial activity. Antimicrob Agents Chemother 13:
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In vitro and in vivo evaluation of pazufloxacin
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The in vitro and in vivo antibacterial activities of pazufloxacin (PZFX) were compared with those of
ciprofloxacin (CPFX), ofloxacin (OFLX), sparfloxacin (SPFX) and tosufloxacin (TFLX).

PZFX showed strong antibacterial activity next to those of SPFX and TFLX against the genus
Staphylococcus, including methicillin-resistant Staphylococcus aureus, and its antibacterial activity against
the genus Streptococcus was almost equal to those of CPFX and OFLX. Against members of the family
Enterobacteriaceae, except for Proteus rettgeri, the MICs, of PZFX was less than 4 ug/ml, a level of activity
which was the same as or higher than that of CPFX. For glucose-nonfermentative gram-negative rods, the
activity of PZFX was the same as that of CPFX.

As for the influence on the growth curve of Pseudomonas aeruginosa, PZFX showed a strong anti-
bacterial effect within a short time. In addition, PZFX suppressed regrowth 3 hours longer than OFLX
in an ¢» vitro pharmacokinetic model which reproduced the changes in human serum concentration.

In systemic infection caused by two strains of Staphylococcus aureus and two of gram-negative rods in
mice, the EDses of PZFX was 0.01~0.32 mg/mouse. The therapeutic effects were superior to those of
other drugs tested except for SPFX on 2 strains of S. aureus and Klebsiella pneumoniae 3K-25 infection
and CPFX on Pseudomonas aeruginosa E7 infection. In respiratory infection caused by K. pneumoniae 3
K-25 and pyelonephritic infection caused by Escherichia coli TMS3 in mice, the therapeutic effects of
PZFX were superior to those of other drugs except for SPFX. In P. aeruginosa KU-1 pyelonephritic
infection mice, the therapeutic effect of PZFX was most active among the drugs tested.

In a pharmacokinetic study using mice, PZFX rapidly reached the maximum concentration in serum,
lung and kidney with the peak values higher than those of control drugs (CPFX, OFLX, SPFX and TFLX).
The half-lives of PZFX in serum, lung and kidney were almost equal to those of OFLX.



