VOL. 56 S-1

STFX ORHNBIEICIZTEIE A 4 v &H BH OE 25

[RE - B&K]

Sitafloxacin DRNEIREIZ ITTEEA + ¥ & h WlH o %

123

TR ES

&

e
T o=

*

#

CERE 19410 A 5 HSA) - PR 2045 1 A 8 HA2BE)

TIVIZTLHDENIEI TR T AEAHTIBH,
* 1 v RYiE# sitafloxacin (STFX) DA E)RE

AN LA EHERB LSS ARAORIT= 2 —
WCRIETRER, TN I BIORBERABEICS

WTHGE L72e ZORR, 73 =7 ZEAHIBAIDNE, ~ 278 0o A5 ARIBRAHER, 2V
X EABHID RS X OBRE A RADEHRFIC 51T 5 STFX 100 mg H5-#% D Cowld, £H 21 STFX H
MR 18%, 43%, 63% BEU33% I L7ze 72, AUChmiE, TNEN25%, 49%, 68%
BEU44% ITIKT L7zo L EORHEAD S, STFX EHIERHA), AV 2B X OBREHERAZ 0TS 2
EWZXY, STFX ORMRHDWMEGT B WA D 5 2 L HVRR S N7,

Key words: sitafloxacin, antacid, calcium carbonate, ferrous sulfate, pharmacokinetics

Sitafloxacin (STFX) %, 1988 FICAIR SN2z 2 —F )
O RHWIETH Y, 7T AGHRE, 77 ABERENS <A 2
TIARNE, 7T ITVTIBIBSEECHEAANRY PV EH
LTwa', T2, ko= a—F /0 v JMEHED 5%t
WHEEL TR 2P REEIED TRERE TH 5
Streptococcus pneumoniae, HEHEVEIRERIEGAE O T FF K H T
& % Pseudomonas aeruginosa 3 X UF Enterococcus faecalis \Z %%
L TR 2R L, £ 72, BSCHERNION LT b BEF 2 PUH
NERT TOWNPEIIE, DNA Vv A L—AB LMK
AV AT =X IV OMEERIINT L EVHEFEICLILDD
Th Y, TEHIEIRENTH b BEMEIZOWTIE, THDOIEBL
RPPHFO =2 =%/ 0 YRR E IR TR SO0, |7
AHEH TR ST L EIMHE, QT/QTc HFIER 3 X UHil
JEART % EO TR ZEIEHFEBLO M REMEIZ AN S W 2 L AURIR
ST,

YRR IS B W T, IR EOR G IN R, G 35
PHEREIND ZENEL, TRED LV IFASHIEICE S
LIHALE ORIMEH OWEH D 2 VIE TR O HIWT LIE L
BRAN B SN B E72, HIRA ZIRH L TWw5EHFI,
Za—F /0 yRBEOVEELZ RS TIEEDL V. TV 3
ZTh, RTATYLEHEBIBRB LAV T ARHED
EEAF VREATAEHEOMME, —a—F 1R
WD B2 RIFT 2 L #iE s hTwa™Y,
CORBOREZ= 2 —F ) 0 v RHEOHE B X SR
A4 Y OMBIC XY R 2" COMEfHIE=2—F /1
YRMWESEEA S e F L= PEBRT 52 LSRN T
BEEZLNTVR W AEA S ER/A + VA FIZBNT
FL—MEBET S EDMRENTNE I L5, STFX

ORI, o= 2 —F ) 0 v [PCHEE L FEC, &8
AF EEHTLEANE OB W EEEZIF 52 &0
gaIhs,

F2C, AKRBTIE, TV I Y AEHHRIEER & L CERK
BALT VI =T 270, <75 T AEAHIEER & L TEERL
RTAVTA, ANV NEERBE L CRBRES VY
L, BREREH & U CHIREEERSR & Vv, STEX O 3EWBhREIC
BT T &IEA & v G B OB OV CRERA % %
KL LTHE L7,

L. MRBELUVAEE

1. A 3EH]

PRk & LT —BEKRASH Bl B4 4
) X iRt &7z STFX 50 mg §E% w72, PR3 E
L CHEBRAKEEAL 7V 3 = A7 VR (70 I 7 V°) 1
FpAM SRR AL S, BRI~ 74 27 & (o < HIREY)
AR EIERA RS, LRIV T A (LK
W1 Vo AR/ A S, IR RR Sk
(R =74 =) FHARF T A F—8gEnNat (3
VT4 AT 7= HRAEA) S Z A LA
H L7,

2. wEERE

AGABRL, FEHE R &R BRIRIESE & ORI %
NIV Y R EFITHED ARH R, SEHPLEE 14 5483
IH, %580 5D 2 3 X OT RN O R HE D i o S e
(GCP) IZ ¥ 284 | (k9 SEEAE B 4545 28 5) IThE -
THEMEL 720

RExo B 1Y,
THa#HmL,

WBRNE, 7740 Y —OREFIZOV
FHHN THERANOSIN 2 [/ 5 L 72K

*HCGCHRUE X VU A 3-25-8



H A& AL & % 5% & M Gk APR. 2008

Screening Period 1 Period 2 Period 3

Group 1| N=3| STFX STEX+AI STFX+Mg
T‘iSt Group 2| N=3| STEX+AI STFX+Mg STFX
Group 3| N=3| STFX+Mg STFX STFX+Al
Wash out Wash out
Group 1{N=3| STFX STFX+Ca STFX+Fe
T;St Group 2|N=3| STFX+Ca STFX+Fe STFX
Group 3| N=3| STFX+Fe STFX STFX+Ca

STFX: STFX 100 mg alone

STFX+AI: STFX 100 mg with aluminum hydroxide 1 g
STFX+Mg: STFX 100 mg with magnesium oxide 0.5 g
STFX+Ca: STFX 100 mg with calcium carbonate 1 g
STFX+Fe: STFX 100 mg with ferrous sulfate 160 mg

Fig. 1. Administration schedule.

Table 1. STFX pharmacokinetic parameters following oral administration of STFX alone,
STFX with aluminum hydroxide, or STFX with magnesium oxide

Parameter STFX (n = 7) STFX + Al (n = 7) STFX + Mg (n = 7)
tmax (h) 1.14£0.52 1.21£0.74 1.14£0.48
Crmax (g/mL) 1.42+0.33 0.27%0.11 0.64 %0.20
AUCo-2n (ug * h/mL) 6.30 £1.26 1.56 £0.45 3.12+0.82
ke (h71) 0.12+0.01 0.10 £0.02 0.11 £0.01
ti2 (h) 5.70 £0.53 7.32%1.18 6.59 £0.81
AUCo- (ug * h/mL) 6.61+1.34 1.76 £ 0.46 3.35+0.87
MRT (h) 7.03+0.44 9.47+1.73 8.06 =1.03
Aeo-2an (mg) 50.06 * 6.65 15.28 =4.09 28.57 £6.97
Aeo-1sh (mg) 53.78 £7.40 17.82%5.15 31.42+7.71
Umax (mg/h) 6.25+1.12 1.94 £ 0.64 3.40%*1.29
Mean + SD
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Fig. 2. Serum concentration of STFX after a single 100 mg dose of STFX alone and with con-
current doses of aluminum hydroxide (1 g) or magnesium oxide (0.5 g) in healthy male
volunteers. Values are means * standard deviations.
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Table 2. Ratio of STFX pharmacokinetic parameters following
oral administration of STFX alone, STFX with alumi-
num hydroxide, or STFX with magnesium oxide

Parameter STFX + Al¥ STFX + Mg
1.04 1.08
tima
(0.64, 1.67) (0.67, 1.75)
c 0.18 0.43
e (0.14, 0.23) (0.33, 0.57)
AUC 025 0.49
(e (0.19, 0.32) (0.38, 0.64)
0.78 0.86
kel
(0.73, 0.85) (0.80, 0.93)
. 1.27 1.16
1 (118, 1.38) (1.07, 1.25)
027 0.50
AUCp-o
(0.21, 0.34) (040, 0.64)
1.33 L15
MRT
(1.20, 1.47) (1.04, 1.27)
N 0.30 0.56
eo
o (0.23, 0.39) (0.43, 0.72)
N 032 0.60
€0-48h
o (0.25, 0.41) (0.47, 0.77)
0.30 0.51
U[Il«'lX
(0.23, 0.40) (0.38, 0.68)

Jupper; (STFX + Al)/STFX ratio, lower; 95% confidence interval
Yupper; (STFX + Mg)/STFX ratio, lower; 95% confidence interval
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Serum concentration of STFX after a single 100 mg dose of STFX alone and with con-

current doses of calcium carbonate (1 g) or ferrous sulfate (160 mg) in healthy male
volunteers. Values are means * standard deviations.

Table 3. STFX pharmacokinetic parameters following oral administration of STFX alone, STFX
with calcium carbonate, or STFX with ferrous sulfate

Parameter STFX (n = 8) STFX + Ca (n = 8) STFX + Fe (n = 8)
tmax (h) 0.97 £0.36 1.34+0.65 0.91+0.40
Cinax (1g/mL) 1.30£0.39 0.82%0.24 0.43%0.14
AUCo-24n ( g * h/mL) 5.90+0.70 4.27*1.54 2.66 =0.57
ke (h™1) 0.12+0.02 0.10 +=0.02 0.10%=0.01
ti2 (h) 6.02 £0.92 6.89 £1.35 7.06 = 1.00
AUCo- (ug * h/mL) 6.25+0.79 4.60 £1.64 2.91 £0.65
MRT (h) 743+1.18 8.27+1.38 9.01+1.71
Aeo-2m (mg) 48.35+6.73 36.22 £8.63 24.22 +£5.29
Aeo-c (mg) 52.11+£7.04 39.80 £8.78 27.46 £5.24
Umax (mg/h) 6.54£1.77 470+ 1.16 2.81 +1.04
Mean = SD
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Table 4. Ratio of STFX pharmacokinetic parameters following

oral administration of STFX alone, STFX with calcium

carbonate, or STFX with ferrous sulfate

Parameter STFX + Ca¥ STFX + FeV
1.31 0.90
tmax
(0.82, 2.07) (0.57, 1.43)
c 0.63 0.33
e (0.44, 0.90) (0.23, 0.47)
AUC 0.68 0.44
(e (0.51, 0.90) (0.33, 0.59)
0.87 0.85
Kel
(0.75, 1.02) (0.73, 0.98)
115 118
ti/2
(0.98, 1.33) (1.02, 1.38)
0.69 0.46
AUCo-o
(0.53, 0.89) (0.35, 0.59)
L12 121
MRT
(0.97, 1.29) (1.05, 1.40)
N 0.74 0.49
eos
o2 (0.57, 0.95) (0.38, 0.64)
N 0.75 0.52
eg-o
v (0.60, 0.95) (0.41, 0.66)
v 0.73 0.43
(0.51, 1.05) (0.30, 0.61)

Jupper; (STFX + Ca)/STEX ratio, lower; 95% confidence interval
Yupper; (STFX + Fe)/STFX ratio, lower; 95% confidence interval
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Table 5. Adverse events on STFX pharmacokinetics coadministered with aluminum hydroxide or magnesium oxide

Drug STFX STFX + Al STFX + Mg
Subjects 8 7 8
Cases with AEs (%) 2 (25.0) 2 (28.6) 3(37.5)
95% confidence interval (%) (0.0, 55.0) (0.0, 62.0) (4.0, 71.0)
Number of AEs 3 4 4
System Organ Class” cases with AEs no. of cases with AEs no. of cases with AEs no. of
Preferred Terms® (%) AEs (%) AEs (%) AEs
einsionl disonders i 0 14y i 0 0
Rhinorrhoea 0 0 1(14.3) 1 0 0
Sneezing 0 0 1(14.3) 1 0 0
Pharyngeal erythema 0 0 1(14.3) 1 0 0
Gastrointestinal disorders 0 0 0 0 2 (25.0 2
Diarrhoea 0 0 0 0 2 (25.0) 2
Investigations 2 (25.0) 3 1(14.3) 1 0 0
Alanine aminotransferase
increased 1(12.5) 1 0 0 0 0
Blood creatine phosphokinase
ereased 1(12.5) 1 0 0 0 0
Blood uric acid increased 0 0 1(14.3) 1 0 0
C-reactive protein increased 1(12.5) 1 0 0 0 0
Injury,. po.isoning and procedural 0 0 0 0 1(125) 9
complications
Spinal fracture 0 0 0 0 1(125 1
Lumbar vertebral fracture 0 0 0 0 1 (12.5) 1

2 MedDRA/J V.9.0
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Table 6. Adverse events on STFX pharmacokinetics coadministered with calcium carbonate or ferrous sulfate

Drug STFX STFX + Ca STFX + Fe

Subjects 8 8 9

Cases with AEs (%) 2 (25.0) 3 (37.5) 1(1L.1)

95% confidence interval (%) (0.0, 55.0) (4.0, 71.0) (0.0, 31.6)

Number of AEs 3 3 3

System Organ Class® cases with AEs no. of cases with AEs no. of cases with AEs no. of
Preferred Terms® (%) AEs (%) AEs (%) AEs

Infections and infestations 0 0 1(12.5) 1 0 0
Hordeolum 0 0 1(12.5) 1 0 0

Vascular disorders 0 0 1(12.5) 1 0 0
Shock 0 0 1(12.5) 1 0 0

medistina dooders 0 0 0 0 LaLy :
Pharyngolaryngeal pain 0 0 0 0 1(11.1) 1

Gastrointestinal disorders 1(12.5) 1 0 0 0 0
Diarrhoea 1(12.5) 1 0 0 0 0

Musculoskeletal and connective

tissue disorders 10125 ! 0 0 0 0
Neck pain 1(12.5) 1 0 0 0 0

Investigations 1(12.5) 1 1 (12.5) 1 1(11.1) 2
Blood triglycerides increased 1(12.5) 1 0 0 0 0
C-reactive protein increased 0 0 0 0 1(11.1) 1
Eosinophil count increased 0 0 1(12.5) 1 0 0
];Z?(f’r },f:f’t e morphology 0 0 0 0 1(11.1) 1

“MedDRA/J V.9.0
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Effect of metal-ion on sitafloxacin absorption

Kohya Shiba

Jikei University School of Medicine, 3-25—8 Nishi-shinbashi, Minato-ku, Tokyo, Japan

The effect of antacid (aluminum hydroxide and magnesium oxide), calcium carbonate, and ferrous sulfate
on pharmacokinetics of the fluoroquinolone sitafloxacin(STFX) was evaluated in two separate studies. Each
study was a three-period crossover in 9 healthy adult male volunteers involving the administration of 100 mg
STFX alone as a control treatment. STFX coadministration with aluminum hydroxide decreased the C... av-
erage to 18%, with magnesium oxide to 43%, with calcium carbonate to 63%, and with ferrous sulfate to
33%. STFX coadministration with aluminum hydroxide decreased the AUCy-.u average to 25%, with magne-
sium oxide to 49%, with calcium carbonate to 68%, and with ferrous sulfate to 44%. These results suggest
that coadministering STFX with metal-ion reduced the STFX effect.



