VOL. 56 NO. 4

%0 YRR BT & B3RO R

467

[RE - B&K]

fili % B 12 B 1) % pazufloxacin mesilate O Ifil i BERRAT & BRI R DR ES

HE 3Kk - B 7Y - MR
VKRB X A SHIGRIT B g R
P Mg (B AR H AR v 5 — gL

I B BT

b=

VA BRI (Bl 7 7 V3N 4 Y AT A XA =)
RC N VSR N

CERE 20 451 H 25 HSA) - PR 20 4E 4 A 4 H23E)

L BET 2005 4 5 H~2005 4F 10 A ABE L 72T A REBE ISR L, A Y VEE/ XX 7 8% 4 >~ (pazu-
floxacin mesilate, LT PZFX) XX BiEEZ T2 TR, ¥V —F B 6V —F, &2
T¥Y—F, FHERTLE, FEHEEZ VT F=2 27T YA 647+354mL/min) & K512, PZFX
DIt & BT & BRI R DWW THRE L7zo PZEX IZHA PRS- T 500 mg % 12 B 2 & 12 30 494 0
THTHEE R 4T o 720 MAPIRENEHORIMIZIZS 3 HHIZ, O%5ER, @%5#THERM, OS5
I 1~1.5 Wil $%, @OF5-BAgh 3~3.5 Wil fh, GF5-Blgh 5~55 RMED 5 R4 » b TIiro 7z, 72, 1
IREIRE, PZFX #¢5-3 HH %%, ek, FMERE D S 3/ L 72,

R, 8 T¥V—F® T1/2B8, Cmax B LW AUC OFHEIEX, FhEh 287+1.02hr, 30.39+12.18
pg/mL B L 1M6789+2787hr-ug/mLTH o720 BKRHMFIISZE Y —Fh 7Y — FBER
(875%), SEE&MET COMMIE 4 H1A33 HUAN, 3#A55 HUNTH - 72,

AWMETCTHE SN2 Cmax B L AUC 1L, RS THABRSL SIS 2R & Lo & gL <
WY, BLF 1731 BREEBWEZ R L2, I SIER OB, L RS £ ORREDE
HEZZONT Thb b, PZFX Z & OHIRIEOMRNEREIL, BEME 4 TEIL$ 5720, HLRIED phar-
macokinetics/pharmacodynamics % %8 L 72 @ 1EEH O 7201213, FER Z & OBRHBIREO B EE T
HrLEZLNI

Key words: pazufloxacin mesilate, pharmacokinetics, Cmax, AUC, community-acquired pneumonia

A VIVEENN X 7a ¥ ¥~ (pazufloxacin mesilate, BLT
PZFX) &, ¥/ 0V gHo7MICkRERE/REEZNMLT
l-aminocyclopropyl ZZEA L2 H- 2 —F 7 0 v R
WHETH Lo KFEANL, MAPLEEE LRV ARS L g
AT HESH- 2 —F 70y REEHET, 2002 FE0 EHiLL
K, WA RGHE & 1% U O ST RGHE IZIRIE < v S hTw
5o

HAE, PiEHEOIRMENRE (pharmacokinetics, ULIF PK) &
PUH 771 (pharmacodynamics, BL T PD) O % f##i 4 5 PK/
PD i 25t EH ShTh b, HHPTHEIC OV THIKRMR L
HRT 2 PK/PD /ST A= DRREEINT VD, TDIH b
PZFX &t 7V u ¥ ) o 2R HUH 313 Area under the
curve/MIC (AUC/MIC) & ERFNREAMET 2 L shTw
%" PK/PD T 1&, B OSSR 2 55 & L7 BHME 2 12
DWCIRITT 2 LN H 505, LHERNFOMELHH 2D
&9 BEMENGE LRI v LA LFERIZ PZFX
ARG EINLBHIZIEFSTomBEED L, T AL PZFX

DIRNENED I 2 LD E 2 Db,

CoX)RMERE ST Z, W% (Community Ac-
quired Pneumonia, BLF CAP) L #ZWr&h, PZFX ##&5- L
BB OWTPZFX &5 H%OKRNE E Al L, PZFX
OGRS THIFAER (DLF Phase D) 12 81F 2 /% WA o PK
7= 50 L QR R AT, FFHCERRE & RIEM S o2 at
WZDOWT I L 7z THieti 3 5,

L &R &EFE

XFHAZ 2005 4 5 H 225 2005 4F 10 H £ T Y Bk
ZENEHC ABE L 72 15 & D Lo B¢, Wi X M T
R RD ONLHFEHO CAP BE L Lz AMEIZ
BB OMMHE B THRRE R, AT IHBBAMGHTIC AR
T2 BERBEZIE LS 2 TITo 720

72720, ROGMZ w7 T BB IIATIE L 0 BRI L 726
bbb, OPZFX HFEHMAH £ 7213 HFH 12 PZFX
WCIERZVEDOWIEIC X 2 EGHETH D Z EAVHHL, %)
ROWIFECE v S L 72ER (AW %), @PZFX

2% BB = BT 200



468 H A& AL & %% & M

73 JULY 2008

Bl

Table 1. Patient profiles

Age Body weight Risk . . Serum creatinine Creatinine clearance
Case No. Gender « Underlying disease s

y) (kg) (PORT*1) (mg/dL) (mL/min)*2
A 57 F 60 I None 0.7 84.0
B 76 M 64 v Diabetes mellitus 1.3 43.4
C 82 M 45 il Gastric cancer (postoperative) 1 35.8
D 69 F 46 I None 0.7 55.1
E 70 M 49 I COPD*3 0.6 79.4
F*4 76 M 55 v Lung cancer 0.8 60.6
G*4 76 M 51 v Lung cancer 0.9 50.4
H 47 M 90 I Asthma 0.8 1453

*1: Pneumoniae Patient Outcome Research Team. (Reference 6)

*2: Calculated creatinine clealance. Men: CCr = (140 — age) X (body weight (kg))/72/(s-Cr)
Women: CCr = (140 — age) X (body weight (kg))/72/(s-Cr) X 0.85

*3: Chronic obstructive pulmonary disease

*4: Same patient. The episode of case G occurred 1 month after that of case F.
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R 5 L 720 PZFX I Hi LB F ORI, 2 7R
BIGEL-E BN A5 3 HEICO®RS ER, @FHHE
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Fig. 1. Serum concentration curves after intravenous administration of pazufloxacin mesilate
in each cases.
Table 2. Pharmacokinetic parameters of pazufloxacin mesilate (PZFX) in this study
Case N vd CL K12 K21 Kel a B T1/2a T1/20 Cmax AUC
ase No.
(L) (L/hr) (hr-1) (hr-1) (hr-1) (hr-1) (hr-1) (hr) (hr) (ug/mL)  (hr-ug/mL)
A 9.35 13.71 2.62 1.89 1.47 5.47 0.51 0.13 1.37 26.36 36.46
B 9.47 4.48 3.18 1.79 0.47 529 0.16 0.13 4.32 24.16 111.55
C 18.24 5.53 0.03 0.20 0.30 0.37 0.16 1.88 4.29 24.08 90.37
D 11.05 5.28 0.45 0.90 0.48 1.55 0.28 0.45 2.50 36.73 94.69
E 3.53 8.42 3.89 0.83 2.39 6.81 0.29 0.10 2.40 47.77 59.38
F*3 12.11 10.57 3.89 2.18 0.87 6.66 0.29 0.10 2.42 19.84 47.29
G*3 3.35 7.83 4.14 0.85 2.33 7.04 0.28 0.10 2.46 49.33 63.89
H 22.71 12.66 0.86 0.75 0.56 1.96 0.21 0.35 3.23 14.85 39.48
M +SD
( eins) 11.23+6.65 8.56 +£3.48 2.38 £ 1.69 1.17=0.69 1.11*+0.85 4.39 £2.68 0.27 £0.11 0.41 +£0.61 2.87 =1.02 30.39 +12.81 67.89 +27.87
n=
Phase I*1
( 6) 24.60 3.27 2.34 1.05 6.28 0.37 0.12 1.88+0.26 11.01£239 21.7%2.96
nh=
Elder*2
(n = 10) 2.78+1.04 210+ 0.76 0.94+0.26 547 *1.56 0.35+0.01 0.14+0.04 2.0*0.27 183+*355 372%6.27
n =

*1: Phase I data on PZFX (500 mg iv for 30 min. Reference 3)

*9: Elder shows elderly person’s data on PZFX (500 mg iv for 30 min. Reference 9)
*3: Same patient. The episode of case G occurred 1 month after that of case F.
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Table 3. Clinical results of pazufloxacin mesilate treatment for 8 episodes

Case No. Sputum culture Blood culture Urine antigen test™1 Pathogen Clinical outcome Febrifuge*2 (days)
A normal flora ND*3 not tested unknown effective 2
S . Haemophilus influenzae, .
B Haemophilus influenzae ND negative Chlamydophila pneumoniae effective 2
C ND negative negative unknown effective 5
D ND negative negative Chlamydophila pneumoniae effective 2
E normal flora ND negative unknown effective 5
F Haemophilus influenzae ND negative Haemophilus influenzae effective 3
G normal flora ND negative unknown invalid —
H normal flora negative negative unknown effective 4

*1: Binax NOW for Streptococcus pneumoniae and Legionella pneumophila serogroup 1 were used.
*9: Febrifuge shows that body temperature was less than 37°C for 12 hours.

*3: ND: No culture was done.

bAMEOHEIZEDL SV EDOHED H DY,

L2 L 72 % & FEBS o0 BRARAE R C UL L P i BE O HE RS 51k
FHEIRLZDWERELEZ ONL 20, EEBEOMIKIE
BIC PZFX OFG- 247\, e 5152 I i i B2 52
%47\ PK/PD OIRNT %247 5 720 T DFER, PZFX 245
L 72 BEBED M A1 2 MO RNBYE A /R L7225,
Z ME PZFX O Phase P2 317 % % A\ o) I v B2 3
BLEKTH o7, LI L, Table2 |2 PZFX ® Phase
I[7—% (500 mg, 30 7 riidde5-5E)Y & BB By
% PZFX @ PK 57— % (500 mg, 30 75 riil# 58, LT
Elder”) #Pf¢TRLA LI, ARFDF— 513,
Phase I 7— % 12} L Ci&, T1/2B T L5 #% (This study/
Phase I=2.87/1.88), Cmax T 2.8 £%(30.39/11.01), AUC
T31f% (67.89/21.7) &, AMEHDS LNl Tz, [H
B2, Elder ® PK ¥ — #212%) L T3, T1/28 T 14
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AMEEEAS 1] 5 TV 720

T1/2B 78 4 BERILL B &SBIE L 72 DIEFI BB L O°C
D2BITIH - 7205, D26k Cer il A% 434 mL/min
B LU 358 mL/min LK<, HEREKTHTH 72
A SOIT B BRAL T P B PZFX (300 mg, 30 45 M
WPGBE) 2 P65 L7220, RS LT, Cer DK
TIZHEWV PZFX @ T1/2 Ot &, AUC O LHIED 5
N7z LW LT 285, ARET O ORI O
720 JEBI H 1E Cmax PMEDIER X DV IRETH o720 2D
JEH E LT, FER HIZMEED 90 kg L L, Vd 2MboiE
BDO XD EDIZFHEENTZ, 2D LD Cmax DT D
FRIC 572D T hWwhEEZ S5,

WIZ, AREEEC BT PZFX © Cmax % & e ML
JEREH LZBHIZOWTIE, BEOREDENIZLD
ZALDEN TRV L EZ SNz FIZIE, AR
JEBIF EHER G IEF—ERTHY, T¥V—FOMIZ1
HADHETH 1205, ZTNENTRE L PK/ST A =%
PEONTe SO ERD, FEBOIEBRBLER OE
KERE, ERBEOZEIEICL Y, HHOKRNEEILGZ S

BB RE L LB WHEMEAYE 2 o MR BV IXE
DRT V74 T &R PZFX ORNEIEIZ D W T
L7228 FEREHICH LT Cmax 25 LR/ L2720, &
WE 120 LT PZFX 253 55613, REZBI5 L%
WOHEEIREG T HUENDH L MG L, AMERT
45N 72 Cmax OFME 304 pg/mL I3 EAR S OKETT
BoNn7zCmax 183 ug/mL X ) b EMETH - 7245 b
b N OREHE B TIEHERIG MG & o 7o 4 D IERE
BHEEF LTV Z Lh b, PZFX OfCH O EE, Bk
DA% LI L) FRELL EIZ PZFX Ol i B A A
FTHRE RS2 DEEZ LN,

L OMEIC B B PZFX O BRI R L, A xhF
875% (7/8) LENTHEY, AMT7 ¥V — FOELEMH
B F oMM (37C LUF28 12 W H5ke) 13 <, 4 =¥
V—FA3HUNTHY, ERERE L IIPRZ CENR)
RPGONTz0 ZDHEREDE STV TIEARFE TR
N7z Cmax 25, TNETOWREL LIZEMETH o722
EHHG LT bnEEZI LN, £ 1HEH
TR BICNEDID D, ZOMKETIHES L Tw»
LUREEED THEZ O LA o T, REFOER
LFOHFREEEV DOTH S Z EAHER SN,

SO THW S L)1, H A& EBRITHIR
b FE % 5 1 2 BT, AL B X ORI
T BRI EDN D B 20D O TIRNBIE~D
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BREVEEZOND, AGEHIIBWTH BHMH 412X
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Pharmacokinetics of pazufloxacin mesilate in patients with
community-acquired pneumonia
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We analyzed the concentration of pazufloxacin mesilate(PZFX) in the blood and evaluated its clinical ef-
fects. In seven patients (mean age: 71 years) with community-acquired pneumonia admitted and treated with
PZFX. They experienced a total of eight episodes and their mean creatinine clearance was estimated at
64.7 £ 35.4 mL/min.

An intravenous drip-infusion of 500 mg of PZFX alone during a period of 30 minutes was administered
every 12 hours. Blood sampling for therapeutic drug monitoring were conducted on treatment day 3. On day
3 of PZFX administration, data on fever, symptoms, and white blood cell count were obtained to evaluate
clinical effects.

Assessment of the eight episodes showed T1/28to be 2.87 =1.02 hr, Cmax 30.39 = 12.18 ug/mL, and AUC
67.89 + 2787 hr + ng/mL. PZFX treatment was clinically effective in seven episodes (87.5%). Fever disap-
peared in less than three days in four cases and less than five days in three cases.

Cmax and AUC in this study were 1.7 to 3.1 times greater than reported in the phase I clinical study and
studies conducted on the elderly.

Statistical data is thus required reflecting individual disposition to appropriately use an antimicrobial
with due consideration for its pharmacokinetics/pharmacodynamics because the disposition of an antimicro-
bial containing PZFX differs with the patient.



