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Fig. 1. Chemical structure of pazufloxacin mesilate.
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BRRIAT & 0 GERAE THE Z TIZ MK OB G5 R/ 20
FRREIN A 2y BRITOBBREERRRXIOKIEEH
Tirbhl, BV 7F 4 PICRERBICOWTRV 2+
STV, XEWCLARERB.
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PZFX 1¥41% 500 (1 754 7 v PZFX & LT 500 mg
aH, BULFITERAXMN) AV
FOMOREIHHOMADO L DEHV 2,

3. WBBFTHAL L

HA LY BMETICHBRAITB & ) ABEL, FRTERR
T, HARKGHERSE X URBY HORBIRE L D GRS

M KA WM EN-BMOKRT v F 1 TIx
L, ¥I& 1.6 M- PZFX 4% 500 mg A B R
i 100 mL (2 TiHME L, 30 M ALiRMHERERS L7,
EDH, ArYa—NE&K (Table2) (= L7zH%> THR
B LR EMBLI, HL (B3mL) (XARMGR, AR
Mt no5 075 1, 1.6, 2, 4, 6, 12, 24 B M {%
W2AF o 7o ML ~ 7V id 30 PMFRICH MM, &L
5ME (8,000 rpm, 15 5+M) %47\ ik 2187,

¥ 7, iM% 0~2h, 2~4h, 4~6h, 6~12h,
12~24h OR¥ v 7L ERNL, RELILHEL -,
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Table 1. Subjects
Age group | Case no. :\y(;e) Sex B(k‘:) (mg::in) Underlying disease | Severity
1 73| M 64.0 88
2 73| F 39.3 76 hypertension mild
3 68 | F 52.8 66
65~174
4 70 F 52.8 71
5 69 | F 56.8 86
Mean +SD 53.1+8.99 | 77.4+9.48
6 7% | M 57.8 53 hypertension mild
7 7| M 48.7 83
o 8 77 | M 64.0 76 prostatic hypertrophy mild
=T 9 76 | M 49.0 58 hypertension mild
10 75 | M 48.2 68
Mean =+ SD 53.5+7.07 | 67.4+12.58
265 Mean + SD 53.3+7.63 | 72.4x11.75
B. W.: body weight, CLcx: creatinine clearance
Table 2. Test schedule
Times | 7:00 9:00 11:00 13:00 15:00 17:00 19:00 21:00 7:00 9:00 7 days
Items -2 0 1 2 3 4 5 6 7 8 9 10 11 12 22 24
Drug administration >
Meal [ ([ J
body tempreature , ? ?
blood pressue # + +
pulse ‘ + ‘
Symptoms medical interview +
ausculation and ® ‘
percussion
laboratory test K3 *
Blood sampling 00 0 o ®
Urine collection
Adverse event
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PZFX O, RAPREREIZE L2 T B &S
WEFRAT IS T HPLC ¥ TAT o 2o L% P il 13 MLid 12 N
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TERLZ,

WEOHMIZ, Mmi%icovTid PZFX 0.01~2 ug/mL
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RIZ2WTI2 0.5~200 ug/mL OREREHH HBSh7:
BREM (r>0999) X YHRD,

mi#F, ROT7 2 IPIFX DY — 2 |ZIdERL %
ol MiF, RICBHOEBOPZFX #iiMmL7-& K%
HEREHASABEL, AEHEN15% LATHL L
YHEEL,

5. EYBRBENBEN
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BRI PAGCP®(T A A7 4 M) EHVT2-3 > /58—
FAYMEFN (YT Ly 2 R, FEBBUIRETE
HFHRITEA L ICTITo7

CL.. i Dose/AUC & L TR L 7=,

EERBIZBII27HFHE (Vo) idvdil+vd2 e L
THHIE L,

EEERM (MRT) (2 AUMC/AUC L LTHEHL
7= (AUMC i3 area under the first moment of the curve
239 )o

CL: & PZFX D #R b HEit & % 41 IS 9 % B[ D AUC
THRELXD,
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II. #& 2

BWOES 74 TIZBIT A PZFX i 51 ¥ 500 mg
30 P AEBIEEEEE %D 65~T4%, T5RUEB &
UERELEZNZhOZERICE TS MiEHREYL
Table 4 |2, MiETiRE—REM&ELY Fig. 2 IR L7
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Table 3.

F TR R\ LI R L,

Tables 5, 6 (= 65~T74 i, 76 ML BLUHKES
RENEN ORI AR & D 7% 6h/e PZFX
HHKOKMBYRE/ 9 A — 5 & L1

PZFX 1 41 ¢ @ Cpu 1& 656~74 it T 19.28+3.65 ug/
mL, 75 WL\ L T 17.33+3.65 ug/mL, W& 2% T
18.30+3.56 ug/mL T o 7o B D72 h OH 'R TH
1E L 72 Coaxonom 13 65~T4 BT 2.00£0.22 (ug/mL)/ (mg
/kg), 75i& KA I T 1.83x0.27 (ug/mL) / (mg/kg),
e 2T 1.92:0.25 (ug/mL) / (mg/kg) TH-o7c.

Crax (CF3E M, LW I (L 2 D TR 00 B0 ith M %
b THA L, Tiesld 656~T74 1 T 1.8120.19h, 75 &
kT 22740.06h, mMESET2.042027h TH o
72

AUC,-- 2 EH 7 ) D5 R THIL L 72 AUCo-.norm
i& 65~74 i T 3.73£0.22 (ug - h/mL) / (mg/kg) . 75
WLl T 4.06:0.51 (ug - h/mL) / (mg/kg), BB HE 2
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Fig.2. Mean serum concentration of pazufloxacin after
intravenous administration in elderly subjects

(O) aged 65-74, ((J) aged=175, (O) aged=65.

Laboratory test items

1. Hematology

RBC, Hb, Ht, platelet, WBC, defferential WBC, ESR (1 h value), CRP, blood glucose, CPK, prothrombin time

2. Liver function

AST, ALT, Al-P, T-bilirubin, D-bilirubin, LDH, v-GTP, LAP

3. Renal function

BUN, s—creatinine, creatinine clearance, Na*, K*, Cl~

4. Urinalysis

protein, glucose, urobilinogen, sedimentation, urinary NAG
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Table 6. Demographic data and mean pharmacokinetic parameters
Age group 66~174 275 <66 40,2£3.2%
No. of subjects (men/women) 5(1/4) 5(8/0) 10(8/4) 6(6/0)
B.W. (kg) 53.1+8,99 63.6+7.07 53.3+ 7,63 65.416.2
CLek (mL/min) 77.49.48 67.4+12.58 72.4+11.76 81.9+8.0
Parameter value (mean £ SD)
Couas (ug/mL) 19.28+ 3. 656 17.33+ 3,66 18.30 3. 55 11,03+ 2.39

95% C. I. of Couas (ug/mL)
AUC,.. (ug-h/mL)

14.739~23.812
36.126+17.736

12.921~21.742
38.239+5.082

15. 765~20. 842
37.182: 6,270

21.679£2.959

Tiw(h) 1.81+0.19 2.27£0.06 2.04£0.27 1.88+0.26

Va(L) 33.264 +8.664 38. 654 + 4.820 36.9597.189 56. 586 £ 9. 027
CL..(L/h) 14.341£2.979 13.284 £ 1.972 13.812+2. 446 23.441x3.326
CLx(L/h) 12.0182 2. 345 11,013+1.746 11.516£2.020 21.349x2.629
CLw(L/h) 2.322%0.736 2.271+0.693 2.297+0.675 2.092+1.072
Coanom (pg/mL) / (mg/kg) 2.00£0.22 1.83%0.27 1.9210.25 1.4320.28

AUCo-= o (ng*h/mL) / (mg/kg) 3.73+0.22 4.06+0.51 3.90£0.41 2.8120.19

V.o (L/kg) 0.622x0.075 0.724+0.058 0.673+0.083 0.867x0.131
CLn.orm (L/h per kg) 0.269x0.016 0.249+0.029 0.259+0.024 0.3567=0.025
CLr e (L/h per kg) 0.226x0.013 0.207+0.029 0.216+0.024 0.326+0.012

B.W.: body weight, CLcx: creatinine clearance, Cn.: peak cocentration, 95% C.1.: 95% confidence interval, AUC: area
under the curve, T\ elimination half-lives, V.: steady-state of distribution volume, CL.,.: systemic clearance, CLs:
renal clearance, CL.x: non-renal clearance, Cuumm: normalized C... according to dose (mg/kg of body weight),
AUCo-«.mere: normalized AUC,-~according to dose (mg/kg of body weight), Vu. a: normalized V. according to body
weight (kg), CLuysnom: normalized CL., according to body weight (kg), CLx om: normalized CLx according to body weight

(kg)

T 8.90+£0.41 (ug-h/mL) / (mg/kg) THh-7

BEMIE L 72 Vaom 13 65~74 i% T 0.622£0.075 L/
kg, 75 &L £ T 0.724£0.058 L/kg, B#E24AT 0.673
+0.083 L/kg T - 75

REMIE L 72 CLuyuoorm 13 65~74 4 T 0.26920.016 L
/h/kg, 75 LA £ T 0.249+0.029 L/h/kg, E#sH &k
T 0.259+0.024 L/h/kg Tdh - 720

REMIE L 72 CLk nom 1 65~74 3% T 0.226+0.013 L/
h/kg, 75 L £ T 0.207+0.029 L/h/kg, & #hE £k
T 0.216+0.024 L/h/kg TdH > 7=,

FEE 275 2R (CLw) & 65~74 % T 2.322+0.736
L/h, 75 # A £ T 2.271+0.693 L/h, B#E AT 2.297
+0.675 L/h Tdh o7z

Table 7, Fig.3 |25-1% 24 Bt ¥ TD PZFX X%
btk 65~T74 &, 75 MULL, EHMEBELED 2485
TOFHRPHREE LR L7,

65~74 %, THELLL, BRE2AED 24 KHET T
DFHRP M EIZZN TN 84.142.92%, 82.9+5.11
%, 83.5+3.97% T o7 & EMMa% 4BE T COR
PRl ERIT 75 UL ET89% BT L7-4%, 248 F ¢
DRBEHEMEFIZ 65~T4 HERETH -7,

10 B0 PZFX iZ%4$ % CL,, & CLer OB O MM
BV TZoE%ER ik CL, [L/h] =0.121xCLex[mL/

min] +5.083 (n=10, r=0.579, P=0.079) T& - 7: (Fig.
4),

FRABRTHONI-EYBHE /AT 2 — 5 ZH\:, 500 mg
x2[8/H x7 HH$ & U500 mgx3 [B]/H x7 A5 L
BRI alL—varL-#R EEKEICIBIS
Cou IFENEFN 1731 ug/mL & 17.77 ug/mL T b,
FRIZED Con DERABLVEFHES N (Fig.5)o

PZFX {41 % 500 mg % % 5 S h 7: 10 Flic BV TH
ER, mMRE, EEERBEORBRIDONEI o7
(Tables 8, 9).

$7:, BERKREMOHS % Tables 10, 11 123K L7
BEMNCHBL THIENICAEZEZ IO -HEIBER
ENLA, WTFROERNEHRBANTH Y, EERLEM
BELRDETII o7,

. #* =

PZFX iEHEOEMBHBIIRERA BV TR S H
TV H00, BEREICBVTIRIZHSICKRIT SR
T, ARBRICBVTEREOKEL L-BROK
7T 14T D¥ CLer it 72.4 mL/min (53~88 mL/
min) Th Y, BEEHRA (36~44 %) ® F ¥ CL<81.9
mL/min® & ZHIZEEEI LA - 7-DT, B#EEIZOV
TIEMERICPE D BEEETUNOER % FEE 3 1o Rt %
To72
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Table 7. Urinary excretion of pazufloxacin
B.W. Cumulative urinary excretion (%)
Age group Case Age Gender
no. | (yr) (kg) 2h 4h 8h 12h 2h
1 73 M 64.0 39.760 60.092 70. 144 80. 104 83.084
2 73 F 39.3 40.200 83,440 75,830 85,808 87.998
65~174 3 68 F 52.8 34. 476 58. 896 69. 640 78. 520 80, 246
4 70 F 52.8 42,840 62. 500 73.880 82,020 83. 290
5 69 F 56.8 46.800 64.636 74.780 84.080 85,653
Mean 40.8 61.9 72.9 82.1 84.1
*SD +4.49 +2.37 +2.80 +2.94 +2,92
95%C. . (upper limits) 46. 366 64.868 76.328 86. 751 87.683
95% C.1. (lower limits) 36. 194 58. 967 69, 382 78.461 80. 430
6 76 M 57.8 30. 888 52.668 665.968 77.238 717. 406
7 77 M 48.7 21.800 42.992 64.472 78.422 83. 232
275 8 77 M 64.0 34.160 63.732 69.422 78.794 83.263
9 76 M 49.0 33.220 53. 380 62.836 75.856 79. 742
10 75 M 48.2 37.380 62. 400 76.128 87.810 90. 909
Mean 31.5 63.0 67.8 79.6 82.9
+SD +5.90 +6.88 +5.27 +4.72 +5.11
95%C. 1. (upper limita) 38.811 61.576 74.308 85.482 89. 258
95% C. . (lower limits) 24.168 44.492 61.223 73.766 76.562
265
Mean 36.1 57.5 70.3 80.9 83.5
+SD +6.96 +6.74 +4.80 +3.93 +3.97
95%C. 1. (upper limits) 41.108 62. 295 73.742 83.675 86.324
95% C. 1. (lower limits) 31.157 52.652 66.878 78.055 80. 642
95% C. 1.: 95% conficence intervals, B. W.: body weight
100
19 A o
18 A

Cumulative urinary excretion (%)

Time (h)

Fig. 3. Mean cumulative urinary excretion of pazuflox-
acin after intravenous administration in elderly sub-

jects.

(O) aged 65-74, () aged=75, (O) aged=65.

SENREL S 10FDERMDET VT 4 TIZBIT

5 PZFX ESt DN EIRE X, BERA L HLBL T
IZ Caus AUC, CL.. CLi, V. IZHIRGIZHE D ZEAER
BN Comsy AUC IZHM L, CLuw, CLr, V. idi&
PLTWi,

T T T

70 80 90
CLcr (mL/min)

Fig. 4. Correlation between CL.,, of pazufloxacin and CLcx
in ten elderly subjects.
The regression line is described by the equation CL.,
(L/h]=0.121xCLcx [mL/min] +5.083 (r=0.579; p=
0.079)

$TIZ ciprofloxacin (CPFX) #E#x 5B R8sy
NIA—FIIEREICBTEILT 2 L OREI ML 2
INTVE, $4bsL, BRERAHBL TEBEICS
WTIECox L AUCHREBR ALY ML, V.,
CLus, CLa 25WA LTV 559,
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100 4 (600 mg X 2) /day X 7 days Table 8, Side effects
(Crmax at steady state: 17.310 x g/mL)
%‘ Age group Yes No
® 107 85~74 0 5
>
g 276 0 5
.5 1 -
E 2665 0 10
g
g 0.1 No. of subjects evaluated: 10
& 0017 Table 8. Abnormal laboratory findings
Abnormal laboratory findings
0.001 -~ L — T T T T T \— T
6 12 24 36 48 60 72 84 96 108120132144 156 168 yes no
Time (h) A‘e group
causal relationship
100 8 (500 mg %< 3) /day X 7 days
(Cmax at steady state: 17.766 x g/mL) yes no
% 104 86~74 0 0 5
BN
E . 276 0 1 4
7 266 0 1 9
§ No. of subjects evaluated: 10
g 0.1
8
50.01- BALI-ZEic&k b, CLeidBEBRALD 9.8% Mim
LTI YT 5 ANDHFSIIE L, PZFX O#if
0.001 BRBECBYTHHHRENERTH S,

T T T \ \ ) \ U T iy )4 T T T
6 12 24 36 48 60 72 84 96 108 120132144 156 168
Time (h)
Fig.5. Simulated serum concentrations of pazufloxacin

as calculated from the parameters of ten elderly
subjects.

4E, BEEIZBIT A PZFX O F3Y Cou 13 18.3 ug/
mL Th Y, BBERAICET S 500 mg HE#% 5 KO
¥ Cou 11.0 ug/mL & ) S EWETH 572,

BHEOTHAEIL 53.3 ke (39.3~64.0kg) ThH Y,
BREBRADFEHBE654kg® L R D720, Cou 2tk
EH7-h O¥x5 & (mg/kg of body weight) THilE% 1T
5 7:%%, HIE L 72 Couxnorm B E B A D Crss.nom D 1.3
EERLMBOLB»RD LN,

65~74 1% O F 3 Camsoorm & 75 B L £ D F 2 Conas. nommo
PHETLHE, TFEUEL D DTN LRHME66~T4 K
TEMo70 CORRIE V. AT EULD A 65~74
ELhb 1LI6EEI b EL LN S,

EREOV.ZRERADE63.5% B L, KEH
FELTH 77.6% 2B LTz, PZFX DINEIZHE D
V. DRV IIEREOREBEDORY, MBENEEOR
A BXUEIEEFEOHIMIZSE S lean body mass D
ACRET A LEZ LN

SR DE#E D CL,, (B EBEAD CL,, 12X 589
%2 BA LTV 7o RERIE L7 Clynom ICBWVTH
BEBRAD 73% 2B L T 7z CLy. @ 83% 7% CLg
TH Y 17% HCLx Th o 720 CLa BREBA D 53.9
%I BAP L T\72728%, CLy BADELRFEEIE CLg AF

PZFX % HEit #e M 1X, D4 ¥ OB X UL FiIlBw
THEREREB L URET TS NETHEHRESNT
Wb, ILEBAREGEIIH20%EEL, PZF XDk
HEAMEH fu=08) THIEL/-END® 7Y 775 ACLa
/fu (2 240 mL/min (14.40 L/h) T# Y CLe (72.4 mL
/min) XD bKELZMEERLI. SO LEIXPIFXD
B IOV THEBECBVLTLRETFRPAAECH
BLTWwWaIEERLTWS,

FEREBBDIEE TH S CLer i (72.4 mL/min (4.34
L/h)) 2 ER AIZB1F 5 CLek 6 81.9 mL/min (4.91
L/h) LIIEAELELLLRWIENLEREIZBVWTIL
active transport & ZRMESWICE T2 &L TY
HEEZXOND, COZLRBERAIIHLTSOXE
YFOERICE ) PZFX D Top BB L2 226 L K
SFohs, ELRMEDSOBRIUIOWVTIE, v
FTIRILALBRIAEBD SN ZWOZ Eh b MC
BUWTLERTEZ)TH S,

INRLDT EMNO PIFX DERAD S DH K IEFRE
IZIRFEL, BIE 28T 5 PZFX @ CLy D412 PZFX
DRMETWORVICELBEEZOND,

BB O =2 —% ) 0 iEs%E D CL: i3, CPFX
400 mg BHEHR S TRHE B A 235 mL/min, H#R#E 163
mL/min®, 200 mg #i¥# 5 TR% % A %% 303 mL/
min, BERABY 442 mL/min'?, ofloxacin (OFLX)
200 mg FHER 5 TRE A X 192 mL/min, % 5K
ABE# 260 mL/min? Td 5 2 & A 645 E D PZFX 5
EOEHEIINT S CLa KR L LTHEWEHNTE
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Table 10. Comparison of laboratory findings before and 24 hours after the administration
of pazufloxacin mesilate
All subjects (n=10)
Items
before day 1 S value (p value)
RBC 431.2 427.1 2.0 (p=0.813)
Hb 13.80 13.76 -4.5 (p=0.645)
Ht 41.42 40.99 3.0 (p=0.787)
PLT 23.34 23.23 6.0 (p=0.572)
WBC 5,870 4,960 10.0 (p=0.262)
Neu 56.9 52.7 7.0 (p=0.508)
Eos 1.4 3.3 -20.6 (p=0.045)"°
Baso 0.5 0.6 -1.56 (p=1.000)
Lym 387.1 38.0 -2.6 (p=0.8486)
Mono 5.1 6.3 -1.6 (p=0.914)
ESR 10.2 10.1 2.0 (p=0.869)
Glu 89.3 93.6 -19.6 (p=0.047)"
CPK 64.7 51.7 27.5 (p=0.002)"**
PT 11.06 11.04 5.0 (p=0.643)
AST 18.1 17.0 10.0 (p=0.109)
ALT 15.2 13.9 13.5 (p=0.063)
ALP 130.6 129.9 1.5 (p=0.891)
T-BIL 0.59 0.57 2.6 (p=0.719)
D-BIL 0.33 0.30 4.5 (p=0.438)
LDH 306.2 282.4 25.5 (p=0.006)*
+GTP 11.5 11.1 5.0 (p=0.313)
LAP 116.8 116.2 1.5 (p=0.887)
BUN 14.73 17.30 -21.0 (p=0.029)°
S-CR 0.83 0.84 0.0 (p=1.000)
CLcx 72.4 69.2 5.5 (p=0.406)
Na 140.5 142.7 -22.5 (p=0.004)°"
K 4.34 4.47 -11.0 (p=0.219)
Cl 104.5 106.1 -13.0 (p=0.031)"
NAG 6.98 3.80 20.0 (p=0.039)°
One-sample Wilcoxon test
*p<0.05, **p<0.01
5, AUCo-w.nom DWEMIIA L L L SBEIOBEHBEIZB W

CLr DBA L, Tvapll 3REEEY, AUC L 6BFF X
TOMYORPHMICEEZ B LIZL . BWEICB)
% PZFX O T3 65~T74 & T 1.81h, 75 L £ T
22Th E VTN O REBAD Tz 1.9~220W X D ER
LTwiholo —%, BHED AUC--3RERAD
1128 ThY, hEDH-HVDODHXSGETHIEL -
AUCo~w.0m T b R HE B A D AUC o~w0,nom © D 1.39 £5 1
WL Tz, £, RAFMIE CLe DBAIIRLET
MO 6 R TENDAL,

TIRMEKICL S CLaDBAE V.OBRAVIZERL TW
%o PZFX @ Ti2iZ 2\ T CLcr % 60 mL/min A F T
HLPERDEOEREREL ¥ - RO BIIELE
BV TIE Ty DIERDEED Hh, CLcr 4% 60 mL/min
DEDBE, T DEERVRED OGN o7 L OREY
o, SEBEOEBEET T T lXBE X%
WbDEEZ LN

SROBBRTIPRMERL S CRIEM, BRREMR
REZBDLHh o7,
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Table 11. Comparison of laboratory findings before and 6~7 days after the administration
of pazufloxacin mesilate
All subjects (n=10)
Items
before after 8 value (p value)
RBC 431.2 4388.1 -7.5 (p=0.480)
Hb 13.80 13.47 10.0 (p=0.106)
Ht 41.42 42.29 -12.0 (p=0.244)
PLT 23.34 22.73 12.5 (p=0.232)
WBC 5,670 6,770 ~-10.0 (p=0.334)
Neu 65.9 48.4 25.6 (p=0.0068)°"
Eos 1.4 2.3 -12.0 (p=0.0886)
Baso 0.5 0.8 -56.0 (p=0.438)
Lym 37.1 42.1 -21.5 (p=0.027)°
Mono 5.1 6.4 -10.0 (p=0.196)
ESR 10.2 10.3 -2.5 (p=0.852)
Glu 89.3 92.1 -11.0 (p=0.141)
CPK 64.7 61.0 4.5 (p=0.672)
PT 11. 05 10.78 22.0 (p=0.021)°
AST 18.1 18.5 -4.5 (p=0.375)
ALT 15.2 14.8 4.0 (p=0.484)
ALP 130.6 131.7 -3.5 (p=0.752)
T-BIL 0.59 0.58 2.0 (p=0.797)
D-BIL 0.33 0.31 3.0 (p=0.750)
LDH 306.2 314.1 -4.0 (p=0.711)
¥-GTP 11.5 10.3 19.5 (p=0.023)°
LAP 116.8 118.1 -9.0 (p=0.398)
BUN 14.73 15.56 -5.5 (p=0.570)
S-CR 0.83 0.86 -4.5 (p=0.375)
CLcr 72.4 74.8 -11.5 (p=0.195)
Na 140.5 142.0 -15.5 (p=0.082)
K 4.34 4.48 -9.0 (p=0.385)
Cl 104.5 104.0 6.0 (p=0.453)
NAG 6.98 6.98 -1.0 (p=0.943)

One-sample Wilcoxon test
*p<0.05, **p<0.01

Za—F /0 EEHEEALL D ETEEE, Bk
ShRThER 6 WE2E EOREIL, Buvinbies
TIBOWTEEFR LW LEMFEERTICEB Y 3y
I RBIEBRVWIEYITH B,

S, BREIZBITS PZFX DOFY Cuw i3 18.3+3.55
ug/mL %R L= HEIER, BRREBEREZZO2H
oo ¥, PZIFX EHEDBREBRANC L SERE 1M
HERIZB VT 500mg 30 FHEHE 51281 5 FH Cou
13 11.0 ug/mL, 500mg1 H3[E5 A EHE S5 I2 B

V7 %3 Cou 13 14.5~16.1 ug/mL, 1,000 mg 60 74
B IZ BT 5 F Cou 13 18.4 ug/mL % 753 H5EE K
REMBREELTNAGOBRE LA % 2HICRD DM
THEREZECRIERIZD ThiV, 25I125HEEL
NERHEDEWMEE /S5 A — % % F\T 500 mgx2 3
3 3E/Hx7 HHERES DY I 2L —3 3 v %57
272%%, Cum 13500 mg 1 H 2 E#%5-T 17.31 ug/mL,

500 mg 1 H 3 M#%5-T 17.77 ug/mL ThH H, wihd
BRICL o T ConPHMT A LB EVERB SN
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70, ERERSS T ARERICEH VT 66 L L o> itk
ELFICBT2RERAS L UBFEREMAE ORI
64 RUTOERKMES L LBRLT, TONE, RHAW
B, BEICRVERED TRV,

FERRRREBRIC BV TR R T HHRERCMERT
FEILICAVI EONCu 2 BT 2R M OMK
o TwWaEEZ LN,

—%, EHNBROEA 51, PZFX LK V. Al
DZa—F70EHEERRTr2HAEL, 1t
T 2% MUV RV EDREMOMBICHE LT
WBLDEERXLND, PZFX EHED Cou 12N T 5
BEBRIIOVWTIRESGHREL T EMARRQ TV L ¥
XHBI,

DEDOKRLY, PZFXEHEORMGE T 2 KW
BT A -5, ERKEOENIZKEL, Com Va,
CL.., CLs, AUC ([CHNGDORWARED SN h, FK
HEELDIILOELTREN o, BREFIINL
PZFX EH ¥ 253 2%H4, 500 mg x5 IXTHETH
20, REBAHRCan PR LD ENHLH-0,
BREORELBBELANOHMEICRSTILEN DS
tEZOLNI,

BumHhBETICBWTOReELHRL/- LT, &
iE, BEHOBRE O REAEIZIZI500mg X5 % K
L, BEEORPAERCHEENEVERE IO L TIE 300
mg5TLHRLEZD, BRMBORRENEERE,
BEHOBRE, BIOREL LG L THRSBE AT
ERELEZ D,
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Pharmacokinetics of pazufloxacin mesilate in elderly subjects

Kenzo Takagi’, Youichi Yajima® and Hisao Yoshizawa®

"Nagoya University School of Health Sciences, 1-20 Daikominami-l-chome, Higashi-ku, 461-8673, Japan
"Kaiyu Clinic

The pharmacokinetics of a new quinolone, pazufloxacin (PZFX) mesilate, were evaluated in 10 elderly
volunteers. Five hundred milligrams of PZFX mesilate were administered by intravenous drip infusion
over a period of 30 minutes. The concentrations of PZFX in the serum and urine were then determined
using high-performance liquid chromatography. The pharmacokinetic parameters were calculated for
groups of elderly subjects aged 65~74 years, =75 years and 265 years using a two—compartment model.
Higher peak concentration (C...) and area under the curve (AUC) levels, lower systemic and renal clearance
values, and a lower steady state of distribution volume were observed in the 75 group. However, a longer
elimination half-lives (T.a;) value was not observed. The average urinary excretion rate of PZFX after 24
hours was 83.5%. Renal clearance accounted for the major form of PZFX elimination, confirming that PZFX
is primarily excreted in the urine in the elderly. No significant correlation was observed between the
systemic clearance and creatinine clearance (CLcr). The effects of repeated administrations of PZFX
mesilate (500 mgx2~3 times per day for 7 days) were simulated using the observed parameters. Based on
these calculations, the accumulation of PZFX seems unlikely. None of the elderly subjects experienced any
adverse effects or produced any abnormal laboratory data. PZFX mesilate tolerance was good for a Cau of
up to 23 ug/mL. However, we recommend that the administration of PZFX mesilate in elderly subjects be
carefully monitored to prevent a significant decrease in renal function.



