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Pazufloxacin mesilate (PZFX mesilate) I, ciprofloxacin (CPFX) 2~ Cuu 1ZF <, Tue 23
WEWI) R AT AHBIERHH =2 —F /0 ETH L, 4, BREICE <7 A&HEEET IV
2% % PZFX  mesilate D57 Hl# G, BER GRS L R RIEERGOHBRMREZ, CPFXB XU
ceftazidime (CAZ) L WKL, Z O A AKHNZF & B # 3 % pharmacokinetic/pharmacodynamic
parameter (Z2OWTHET L, LT ORRER,

1 1, 2B X004 BEEHE TH5KO PZFX mesilate @ 50% effective dose (EDs fH) (ZZFhZh
0.0991, 0.161 3 X 17 0.239 mg/mouse TH ), 77HEHLGIZL Y HE (P<0.05) 2 LF L7, CPFX
? EDs b AR (P<0.05) 1215 L7225, CAZ @ EDs i3 (P<0.05) (234 L7z,

2)  SrEIP G- EDs HIC B B 1T H @ PZFX mesilate 3 & U° CPFX @ Caw/ MIC 13851015112
PhbLY, TNTN—ETHol, 7z, FHRGMEIEIZBIT LMWK D AUC ../ MIC (ZZ N EN
FOLEER L7z CAZOW/RT X —F —iF, 5B U T L7z,

3) G THERIBICHEBE A G L7-YiA, PZFX mesilate B X UF CPFX @ EDs, i Z 121 2.20
BB LI 711512, SHEEGRO EDs i 2hZh 353 5B L U636 512 LA L, 2ofEIR

PZFX mesilate (2~ CPFX O AR & 920 720
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LA, PUBEA % B OIS, PURSSESE O A, A& % ek
L7260 R & BEER ST 5 2 R L LT, RN TOZE
YERE (pharmacokinetics: PK) 3 & U8 & Y & 03
FiI/EH (pharmacodynamics: PD) %) 3 % HU D L A A3 %
AATDON, ZOEREHIEHE SN T 5, Craigld, BY
WWETNVIZBIT 5 PK/PD % AT L 72/ 8, BEARIE B
-9 7 % ARPUWIE TIE Time above MIC (T>MIC) &, ¥
J 8y RIHZETIE AUC/MIC MM T 52 eV EHELT
W5,

WEAE, RIT Rl ShAFHHETHAHF 2 0 3 pazuflo-
xacin mesilate (PZFX mesilate) (&, {E§3EE LCRA S
T3 ciprofloxacin (CPFX) & 874, H5wMIcEw
MHREEZ R L, FVFERTHRET S &) EYHREER
¥ (500 mg, 30 7MiM EHERF O Coex 12 11.0 ug/mL, Tis
13 1.88 IR 2 AL T2,

—#IZ, ¥ 0 RWEOIE, MEHBREEIKF LT
HBEINLLWDbITEDY, in vitro BLWin vivo IZBW
T AUCo00/MIC & ¥/ 10 ¥ ZHLH ORI H & ORICIZ
MDD 5 Z L3, Coa/MIC 5% 7 T Y HEDORW I
WETAHZEPMEINTVEY, LALENPFS, ZhET,

ARIED L ) Conax D555 <, Tare DIV & W9 FEBLUNY 22 RN B)
BEATHEFHAF /vy IOV T, PK/ATA—F—L
EREDNRICHET AMEE L S Tw vy,

Z Z T4, PZFX mesilate OAEARNEIEBER T2
THMZBET 21T 72012, BHBRWEICX 2~ A&k
7V %\, PZFX mesilate DIRNEEEIZ 3517 2 FEBATRG:
EHEAIRICB T RBII O W TR 21T 5 72,

I. M8 & A&

1. fEARRE

AR E LT, EIR5 8D Pseudomonas aeru-
ginosa S—406 % v 7z,

2. EHEEA

PZFX mesilate 13 & ILfb4: TR S A K M %,
ciprofloxacin (CPFX; /N4 TV (X1 EeH 5 &
O E Wiz, Ceftazidime (CAZ; 75 27V - A
IRZ T4 ) FHRE 7,

3. PIWIIME

HAAL R ES R O R/NER HIERE (MIC) &
POCHEL, FIRFEARH & L € Mueller—Hinton broth
(MHB, Difco) %, I&ZMillE R #H & L T Mueller—

CE IR I R 2-4-1
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Hinton agar (MHA, Difco) # H\»7z3ERKFAA L
TMIC #illE L7 B, EROHPRRYIL, 1.2 41
AME L, MK EIL 10°CFU/mL & L7,

4. fEHBW

ICR RMEM~ Y X [4:8fH; HEAZAZ VY — (#)]
R L7, ek, BMofE B L UOARRBI, Eilt
SFTEMASHAR AT NBLE [FERENY Ol & 45
HUZRI$ R8T 1CHEILL CTHT - 72,

5. XU AERRGOEL

37C T— K EFE L 7- MHA 4K L @ P. aeruginosa
S406 D0 Wk # W W A AR BICKE LOS
McFarland DW= FE L7720 ZOWK%Z 5.55% LT
v (Difco) T10fFICHMLEWEHEMEERE L, &
T A B AR R T 1,000 5 12 AR T% 5.55% A F 2 T 10
RS L 72 b O KW R HEAR & L7z, S8
Wi 0.5 mL ZZNZN~ AWML, K%
#Z i L 72 (5.0x10'CFU/mouse 8 & ¥ 2.9~5.1x10*
CFU/mouse) o

6. EHBY~ 7 ANIBU D EIEH OB RE

RIS L ) B2 ER L2~ AW 1
Rl # 12 PZFX mesilate, CPFX 3 XU CAZ % 10 mg
/kg WP FHYS (0.2 mL/mouse) L, #%%5 5, 15, 30,
60, 90, 120 " AICIEEIRIL 72 (n=5),

BRI L 22 id k282 ) — > A5 CEWFEEH) 2 H
WL % 58 L7z, X, SEOAY /—pErd
W, @ (10,000xg, 4C, 104) L, 20 Lk
HEERIRENERY TV E L

FEAOWENE I HEREK I O M T T T 4 —
(HPLC) #M\T47-7:. HPLC & & LT, L-6000
A L < 13 L-6200 B K > 7 (HITACHI) B & FL-
4000 % % L < 13 L-4200 BBy (HITACHI) % Hv,
ST H T 5L LT YMC—pack ODS-A (4.6 mm I1.D.x
150 mm) %M L7z, PZFX B L U CPFX 04, &
FHELTTE MYV 1M UBAKE2F
V2 (pH 3.5) :10% A% Y ANKVEE/10% +1) T

FUT IV HEEAK=160:30:20:790 % 7
CAZO¥W&E, BEMHELT, 7r=FY NV I1M
Wl D IMEERRS MU 7 & ZARK=60:5:20:915
7z, BEMHOEHEIL 1.0 mL/min & L, MHEER
kZhEh 330, 272 B L U257 nm THlE L7z,

7. RN ENT

PZFX mesilate, CPFX B £ ¥ CAZ % 10 mg/kg ¥
TR TR G- B OME T IRED DB EH T A -5 %
Y BHREMAT~ 7 b WinNonlin Standard (Japanese
Edition Ver. 1.5, Scientific Consulting Inc.) %
TETNVIBAFBIFRRTIC & D R L7,

8. WUALEHBYTE FNVIZBIT B & FEH OB EEE)
ES

=&Y 1 %% 0 & L, PZFX mesilate,
CPFX B L U'CAZ % 1 (0W¢H), 2 (03 L U2 fH)
BLU4mE (0, 2, 4 BLV 6 M) FHE THS (0.2
mL/mouse) L7zc I ¥ b o — VHEHIZ IR A4 B AR
G L7z mHEEGRHORYS XY 2 — )V % Fig. 1
2R

BRERHIAEE 2 BT S B 7-5a T, BKEEOWHRE
A3 H %\ ILTH R & IC PZFX mesilate 35 & O°
CPFX % 1 [H##BEz F#45- (0.2 mL/mouse) L7z,

RBHEREOLE, WM 1 IFE%IC PZFX mesilate
B LU CPFX # 1 HHFHE T 5 (0.2 mL/mouse) L
726

WTENROWED 1E10LE L, HHRRRITEEEH
o 7T HE~ Y ZADOALFIEEZBIZEL, 7T HEROAELEL
B 5 Probit I X D 1HRKGEE L TD50%
effective dose (EDsft) B X U° 95% {5 B % 5
Wl7ze £72, 2B OAEEL A EKES% THREL
720 EDs filids & UF 95% EHRFEOR M B X U7 2 BEH
DA BEEMREICIE Yukms IT Vers5 (v 7 & A&
) w7,

II. & R
1. BRI 5 & 3EA OHIR )

Number of doses Infection Administration
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Fig. 1.

Therapeutic schedule of pazufloxacin mesilate *,

ciprofloxacin, and ceftazidime

administered in a single dose and divided doses.
Therapy: Subcutaneous administration starting 1 h after infection (2-h intervals)

Challenge dose: 2.9x10' CFU/mouse
“Equivalent to pazufloxacin
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100 Table 1. Pharmacokinetic parameters of pazufloxacin mesilate,
pazufloxacin mesilate ciprofloxacin, and ceftazidime after a single subcutaneo-
. ) us dose in mice with experimental systemic infection
Z— ciprofloxacin with Pseudomonas aeruginosa S—406
—— ceftazidime
Antibacterial Cnax T AUCo-«
. agent (ug/mL) (h) (ug+h/mL)
) 10
%D Pazufloxacin mesilate 6.85" 0.44 6.34
= Ciprofloxacin 1.75 1.04 3.23
g Ceftazidime 13.2 0.25 11.0
=}
; 10 mg/kg, n=5
g Challenge dose: 4. 0x10*-5. 1x10* CFU/mouse
2 1r “Equivalent to pazufloxacin
10 mg/kg B T ¥ 5-W 0 L& IR EHER % Fig. 212,
PK /%5 X —% —% Table 1 IZ7R T,
0.1 1 1 1 1 . .
o % 6 0 120 1L 35 H @ PZFX mesilate @ Cua 1 6.85 ug/mL T &
i) ), CPFX ® 3.9 1%, CAZ ® 0.52 f%, PZFX mesilate
Time after administration (min
® AUC,-»1% 6.34 ug-h/mL T & 1), CPFX ® 2.0 f#,
Fig. 2. Serum levels of pazufloxacin mesilate”, ciproflox-

acin, and ceftazidime after a single subcutaneous dose
of 10 mg/kg in mice infected with Pseudomonas
aeruginosa S—406.

Each point represents a mean + SD.

Challenge dose: 4.0x10*—5.1x10* CFU/mouse
“Equivalent to pazufloxacin

1.2 £5 A R B 0 58 KV Ay Bk Tl & L 72 P
aeruginosa S—406 12 xf 3 % % 3 #| ® MIC 1& PZFX
mesilate T 0.252 ug/mL, CPFX T 0.0775 ug/mL B
L U CAZ T 1.01 ug/mL TH - 72,

2. JERGERFIC BT B K HEHUN S O RN B RE

P. aeruginosa S—-406 K wmBEMIC L ) & F &Y% H
e L7z~ 7 A2 PZFX mesilate, CPFX B X (' CAZ %

CAZ ® 058 {5 Td o 720 MIFIZHBIT 5 Tup ld, PZFX
T0.44, CPFX T 1.04 B XU CAZ T0.25 KM TH -
726

3. P. aeruginosa |2 X 537 A& HEGE T NVIIH
B IR

1) 5 GRICBT A EER

P. aeruginosa S-406 X mHEAEIED < 7 2 42 by kG
12 %3 % PZFX mesilate, CPFX B X U CAZ ® EDs,
fii7e 5 U2 95% R % Table 2 127§ o

PZFX mesilate ® 1 [, 2 [\d %\ 3 4 O35 L 72K
@ EDs, fE1Z & 1241 0.0991, 0.161 B X 110.239 mg/
mouse TH V), 7##2 512 X ) EDs i3 A % (P<0.05)
W EH L7

CPFX % 1[0, 23 %\ i 4 BI¥G L 72 D EDs

Table 2. Therapeutic effects of pazufloxacin mesilate, ciprofloxacin, and ceftazidime on experimental systemic infection with Pseudomonas
aeruginosa S—406 in mice
Number
Antibacterial ED
thacteria of ° 95% confidence limit P<0.05
agent (mg/mouse)
doses
once 0.0991" (0.0698 - 0.122)
Pazufloxacin ) * *
Jat twice 0.161" (0.181-0.195) :| "
mesilate
4 times 0.239" (0.197-0.297)
once 0.0364 (0.0236—-0.0518) %
Ciprofl i twi 0.0615 0.0435-0.0810
iprofloxacin wice ( ) :| «
4 time 0.140 (0.116-0.174)
15.3 14.0-16.7
(14.0-16.7 — ]
Ceftazidime twice 6.89 (6.16-17.89) :| *
4 times 2.47 (2.00-3.11)

Therapy: Subcutaneous administration starting 1 h after infection (2-h intervals)

Challenge dose: 2. 9x10" CFU/mouse

ED:o: 50% effective dose

Edsos were calculated by the Probit method
“Equivalent to pazufloxacin
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Table 3. Pharmacokinetic/pharmacodynamic parameters in serum at the EDs, of pazufloxacin mesilate, ciprofloxacin and ceftazidime
Pharmacokinetic/pharmacodynamic Antibacterial Number of doses
parameter” agent one two four
pazufloxacin mesilate 13.5 11.5 8.58
Cua/ MIC ciprofloxacin 4.11 4.44 5.43
ceftazidime 1,000 227 40.7
pazufloxacin mesilate 13.2 21.4 32.7
AUCo_20/MIC ciprofloxacin 7.49 13.1 30.1
ceftazidime 761 343 124
pazufloxacin mesilate 2.0h 3.8h 6.8h
Time avobe MIC ciprofloxacin 2.5h 4.6h 8.8h
ceftazidime 3.0h 4.5h 7.4h

“Pharmacokinetic/pharmacodynamic parameters were calculated from serum concentrations on EDs of each antimicrobial agent.

Table 4. Effect of delayed treatment on the therapeutic effect of pazufloxacin mesilate and ciprofloxacin against experimental systemic
infection with Pseudomonas aeruginosa S—406 in mice
Antibacterial Start of EDso 95% EDsom hor7h) P<0.05
agent treatment (h) (mg/mouse) confidence limit /EDsoan ’
1 0.130" (0.0998 - 0. 165) *
Pazufloxacin .
Iat 3 0.146° (0.112-0.184) 1.12 :| %
mesilate X
7 0. 286" (0.211-0.536) 2.20
1 0.0349 (0.0232-0.0511) :| %] %
Ciprofloxacin 3 0.0799 (0.0620—0.0962) 2.29 :| «
7 0.248 (0.161-1.46) 7.11

Therapy: Subcutaneous administration at 1, 3, or 7 h after infection
Challenge dose: 4. 8x10* CFU/mouse

ED:so: 50% effective dose

ED:sos were calculated by the Probit method

YEquivalent to pazufloxacin

filild, ZM#Zh 0.0364, 0.0615, X 17 0.140 mg/mouse
TH Y, 2 W\P5RED EDs fifi (& HL B 5.1 & A & 7 7
BEASNLho72h, Hilikg s X2 mks & 40
%5 Tlix, EDs i PZFX mesilate D354 & FARIZ,
SEIRGICE AR (P<0.05) 12 hA L7,

L»L, CAZ%Z 16, 2[HdH 5\ id 4 BIF5 L 72
D EDx i iX, # 1L F N 153, 6.89 8 & F2.47mg/
mouse TH 0, PZFX mesilate 8 X "' CPFX L ®72: 1),
SRS E D AR (P<0.05) IIKTF L7,

% EDs fHIC BT % I PK/PD /8T X — ¥ — %
Table 3 12783 o PZFX mesilate B & U CPFX @ Cou/
MIC ¥ # h # h 8.58~13.5, 4.11~5.43 T, PZFX
mesilate Dfiid CPFX ® 1.6~331THh o> 720 F 77,
T3EH] D Coa/MIC &, EEFEICH DD ST, 13T
ETHolze Tz, HEMHAE 1R, 2HBL4HE
L 72 O3 A O AUConm/MIC 1%, PZFX mesilate ®
Y3 13.2, 21.4 B X 1U832.7, CPFX O34 1% 7.49,
1318 X301 TH Y, HEHEMEIIIE CTHKRLZP,
ZP LM B B WA OMITHEL L Tz —7,
CAZ OW/85 * — % —13, 5 EEIIE U THD L7,
T 72, WTNOFEHF O Time above MIC (T>MIC) b,

B G UCER L7z,

2) BIER GRS BUT B BRI

BRI 2 B X8 72841281 5 PZFX
mesilate 33 & U8 CPFX O {G#E ) F % Table 4 /R,
&Y 1, 3HHVIZTRHEBICHEBELZHBLZEO
PZFX mesilate ® EDs fi 13 Z 1L 21 0.130, 0.146
X 170.286 mg/mouse TH 0, G 1 K% ICHEEE
BllG L2 E bR, 22N 112 B X108 2.20 f5ICK
® (P<0.05) IChA L. T/, BY1, 3HH0IET
e R 12 2 TR 2 B IG L 72 B2 CPFX @ EDs, filild & 12
1.0.0349, 0.0799 3 X ¥ 0.248 mg/mouse TH V), &
g 1 BB IEIRBA IR, ZhEh 229 B X OV 7.11
RRICA R (P<0.05) IZLEH L, 20 LAORE X PZFX
mesilate IZHRKE H o 72,

3)  HRH IR BT B EFER R

P. aeruginosa S—406 =W =D~ 7 A 4 B &Y
2%} 9 % PZFX mesilate 3 £ U8 CPFX ® EDs fH 7 &
N2 95% B IHBFHUIE % Table 5 127”7,

KHEEDB X OER 2 RGO PZFX mesilate @ EDs,
fitilx, 121 0.0927 B X 1 3.27 mg/mouse TH 1),
FHERYICX ) EDy HIZAH (P<0.05) 12 LHL
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Table 5. Effect of the challenge dose on the therapeutic effect of pazufloxacin mesilate and ciprofloxacin against experimental systemic

infection with Pseudomonas aeruginosa S—406 in mice

Antibacterial Inoculum EDs, 95% EDsoign P<0.05
agent size (mg/mouce) confidence limit /EDsotow :
Pazufloxacin low 0.0927" (0.0666—0.119) %
mesilate high 3.27Y (2.76-4.06) 35.3
low 0.0280 (0.0193 — 0. 0409)
Ciprofloxacin . *
high 1.50 (1.26-1.75) 53.6

Therapy: Subcutaneous administration at 1 h after infection

Challenge dose: low 2. 9x10* CFU/mouse, or high 5. 0x10" CFU/mouse

EDso: 50% effective dose
ED:os were calculated by the Probit method

“Equivalent to pazufloxacin

720 CPFX b B W B E Y2 X ) Z O EDs 13 A 7
(P<0.05) 12 LH- L, ZoOFfEIx PZFX mesilate %% 35.3
23 L, CPFX X 53.6 /i Tdh o7

Im. = =

L, bhvbhud, MBHICE 2~y A& ERET
VEEREL, Hilloa—F /0 REHETDH 5 PZFX
mesilate DA 5K, HRHAGEERS L ERE
JRYHF O HEBRRZ, FRMED CPFX B LU -5 7
7 LRPIWIETH D CAZ LI, TOEKRNIREZ
BET S PK/PD /85 A —% — L ORIZOW TG %
ﬁ‘o f:o

PZFX mesilate 3 X OF CPFX ® EDs, X, #%5-[M%%
WKIBCTHKRL, CAZTIEWA L7 1, 28X 0840
Pe 5y (2 BKERIIFG) @ EDs flIC B % g o PZFX
mesilate ® Cno/ MIC X, ZNZN 135, 1158 L O
8.58, CPFX @ C../MIC 13 T € 411, 444 B &
543 TH Y, HHHN D Cou/MIC (& 555132 5 1] £ 12
PhbOFIRIF-ETHo72. HWHL"H LK~y
AE T & F 72 LA 5 & 5 E e G- OB HR RN R D
I B W, PZFX mesilate DGR R, YW
MIChrb o, PEHGICIVEKTTsIE, 51
BN ED Coax ICHIFTH L ZHE LTV B, Al
OBENZBVWTY, FAKOFERIBELONTBY, 351
HARNEN R 2 BLE T 2 3 AIFA O Cou/MIC B3 % Z &
ARIE E N7z,

—H, 1, 2B X4 mPFEG5R (2FEHFR) O EDs,
il B 1) 5 1L 1 o PZFX mesilate 3 & UF CPFX @
AUC0/MIC i3, PZFX mesilate D¥i4r, £ 21 13.2,
21.4 B X1 32.7, CPFX O, 7.49, 13.1 B L 17 30.1
THY, HFHRGPEIZBT DA O AUC .0/MIC 1E
BB LMEZR Lz SOMRELD, KRNEREORED
Wi b= a—F 0 v REHOER % H URMET T
BIUOHENTL2EBHR/NT X —5 — & LTI,
AUCoo0/MIC 33 L TW 5B E % 2 5N 720 AUCoown/
MICHA=a2—F /0y RPWEOEINICHEEG T 5D -
EDEELTHNNTTH LI EDVHWEBEIZB N TRIE

ENTHBY, SEOHERIE, NS OW|EE LT
LHHDTHo72,

LA L, B4 7 REMZICIHREHG L7206, PZFX
mesilate B & OF CPFX @ EDs, fHi 1, B 1 BB IHE
ARG LIRS, ZheEh 2208 X 00711
B2, R RIEYEEO EDs filild, R KGRI,
ENEFN3I5I3/BLVB36/HFICLAL, TOLAORE
Eix, WInhoi4a b, PZFX mesilate 12 X CPFX
DT BKRKEDP o720 Y= 7 2128 W T PZFX mesilate
& CPFX 12 b R Cow 25 K9 415 & W 25, & O PZFX
mesilate O KPIE)EE O 45 AN TE R RD R A R L 72 W g
PEDEZ N, HEOEFIVI LT, BRI
% Cou DGR EL B D T EHRBE NI,

Wright 513, =2 —%/ o v RILRIFE D PK/PD /¥
5 X —&—F, WEAED L CIZERFRNTHL L E
AELTBEYY, SHOMEFICBVTE, HWEETIVIC
X 5T CPFX OiEH#ANF13 PZFX mesilate (2
EZITRTVEVIFERIFEONLZ NS, =2 —F
Ju OB REBET 5 PK/PD 78T X — ¥ —13,
WEAR, WEETIN, WRAT V2 — VR LX) igH
By h EEZ BN, 72, PZFX mesilate 12 EDs
fECTOWAKFOERE % CPFX IZ LR CRE L
TWwiz (F=7 RIR) », EFEREZIFEL L2 HERD
RLwvH T, MIEFED50% OEFETHY, £
DRBEDBE I I N T Wz, Thbh, &
FH WA R AR L L2 BT TV, HOH
&, FEIROUYGE 7 LA OB 2 R DM & v ) 5T
RS D OTH Y, 5HIEHRR D ET IV TORGET
B LU PK/PD i s b L # 2 iz,

CAZ T, EDs 2B} % Coo/MIC B & U8 AUCo 20
/MIC iZ, Wb 5EHERGEICE YW L TnwDE 2 Lh
5, ZOWBEEMELET ST X — & — & O BERIZER
DONLhoTz, 72, SHOMETIE, CAZ D EDy
fEIZBF % T>MIC &, 77##x51C8) 1.5 BLU25
RHCHER U720 50 8I% 512 & 5 T>MIC OZ8)iE, PZFX
mesilate Tl 1.9 B L U334 4%, CPFXTIZ1.8BL
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35M/THY, Thb 2B AN D & CAZ DIBHER
RiZ T>MIC IZHRAE T B HIANIZRD b 7zdb DD, %
DHHBERFRIILT LD T>MIC EMHBE L T idh o,
—M&IZ, B-F 7 & KAFEOEALNT R, T>MIC IZ X
STHESIND Z EPWESNTVELS, 4 E 0
FOIESEBR I HUNIZHEBESR T L, BRETHRD
AR L) EDs 2 B 2 AR T, B5# TR
WL L ENLh o 2R~ T ADEIFRIHELR 5 2
7oz, HERE L T>MIC HICTHMERERE RS 2
holztEzbhiz,

Pk, GRIHAVZZERREICE 2~ A& EGE TV
T, EHH =2 —F 7 0 v RZPHEOEENRI R,
AUC20/MIC F 7213 Cuu/ MIC % $EFEICHERE S N, TR
HERIRBIERE S 5 WITE R EEER R L, WEIZL - T
1, Coo/MIC 2SRRI, X ORWET 2T EDRREN
720 $72, B-F 2 % LI TH B CAZ DIEHFIRIL, Cua
/MIC B &£ O AUC00/MIC VDI85 X2 — % —THE
Sh, Za2—F /a0 RRHELIEIRELEDTHo 7
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Pharmacokinetic/pharmacodynamic assessment of puzufloxacin mesilate in
a systemic infection with Pseudomonas aeruginosa in mice

Yoshiko Fukuda”, Masahiro Takahata ", Junichi Mitsuyama ",
Shinzaburo Minami " and Kyoichi Totsuka

YResearch Laboratories, Toyama Chemical Co. Ltd., 2-4—1 Shimookui, Toyama, Japan

?Department of Infectious Diseases, Tokyo Women’s Medical University

The therapeutic effect of pazufloxacin mesilate (PZFX mesilate), a new parenteral quinolone, against
systemic infection with Pseudomonas aeruginosa S—406 in mice was evaluated and compared with that of
ciprofloxacin (CPFX) and ceftazidime (CAZ).

1. The 50% effective dose (EDs) of PZFX mesilate administered in a single dose and divided into
2 doses, and 4 doses, was 0.0991, 0.161, and 0.239 mg/mouse, respectively. The EDs of PZFX mesilate
and CPFX was significantly increased by divided administration (P<0.05), but that of CAZ decreased
significantly (P<0.05).

2. Whether given in a single or divided dose, the Cu./MIC ratios in serum at the EDss were the same
for each fluoroquinolone. The AUC, 2+./MIC ratios of PZFX mesilate were similar to those of CPFX in each
dosing regimen.

3. The EDs, of PZFX mesilate and CPFX administered 7-hours post—infection was 2.20 times and 7.11
times, respectively, higher than at 1-hour post—infection. With the high inoculum size, EDs, values of PZFX
mesilate and CPFX were 35.3 times and 53.6 times, respectively, higher than with the low inoculum size.
The EDs values of CPFX were more influenced than those of PZFX mesilate with both delayed treatment
and high inoculum size.



