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Pazufloxacin (PZFX) @ B &I (-
MERER (v 2 ¥ 3 VHEEHA

& L7z PZFX 200mg% ZEfERF (Z HMARA L 7R O i & ML iR AL 13 4.28 g/ ml,

T HIEEH (B2 KBRE T VI =7 47 )V) B X UNVEAE
VAFUVIORE R, 6ZORBREFRABFEEEIIBV TR

=R

BERFRIL0.880F /), MAP7H kM2, 15850, M2 T mig(38.85,¢ - h/ml, 24
Fefl] £ TORBEUERIZB7.2% TH ), HilEEHI1.0gFEFH AR CIE &4 1.77pg/ml, 1175,

1.985#}353, 6.2-1;1g M h/ml, 69.700,
2.00FFf, 8.93ug - h/ml, 84.8% TdH o7,
a3,

VAF Y 200mgPE KT & 4 2.75ug/ml, 0.768F R,
HIEEHIOF B EE 2 3B W TPZFXDORINEEAFED &
ZOREIL, EBMFIRET86%, MAIREMBETHEHET295%DETHALN,

BHEOX /0 RHRELHBE L TEETH o7z, T3 AF T VHARICE T 2RIAE IR
REMARET35.7% DIETAH O N2 REMRTEECTIIRO O h o7z,
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Pazufloxacin (PZFX) (X, EBIMbLFEI¥ *) s arF5ErT
THREIN zZ2-F /0 REBIMBEETH ), ¥/
O ANKYBEEOIMIZI-T I/ yr7a7a i
AT HBENFERED, AFE, FIL0BMEB L
UHBREEZ S0 7 7 LBEREII L TLEB 2 ITE AR
7 MVEAL, BOHIEEEEZRLTWSY,

ARENT M AR E R BT E S OOF I FiRE S
b, BEERRLEICH LEVEESIRISBESNTY
5V, PZFXARBERANIREOKRS LR, RIULIR
0T, MmAFRAR IR 2R &<, R R0~
2B T85~90% TH o 7-7,

Za—F /0 EORGIEL, EBRIIMNTIEEL
DEFEPOH B VI EBEEDOMBD /2D, HIEEHR
HILHEBEAPFERRE S NS 2 L A%\, F /-, H4E,
Za—F /0 CEORORIRLKEBEILTVI=T LT/
IKERIE< 722 A2 EUHIBER L OBHICE VET
FTHEIEPHREINTVEY,

SEFEA L, HIERFIE U TEERKBRIET VI =y 4y

VEa, FHEHAMEERE LT AF T 2B,
PZFXDHRNENEICRIZT B L RERANE FEEE I
BOTHF LEOTHET 5,

I. ¥ & FH &

1. EH#

PZFX 100mg$% (Lot No. UK107F), 854 KER1L 7 IV 2
=LV (99% Mk, HHEBEELot No. R-210226) B
SO AF T (FH Ay ME250mg,  BEIRER) & H
(YA

2. WERE

Table ISR T 6ZDBRERABFEBEE X HBREL L
7oo INOHEREIIAERICET L, REBROB®, WA,
BROMEEIIOWTHEAEZIT /2%, EEICLYVAE
EL, FR0REZSH CHIIEETOIDON o128
ThHb, RAERITFRIETA ~8A DB BHERIIZT
ERE L7,

3. EHORA

6% D ERE IIPZFX 200mgHifh, PZFX 200mg &
BEKBEIET VI = o W 1gGKBEILT IV I =W 4
990mg&EH) X FEFIZ, B L UPZFX 200mgk ¥ A FY
> 200mg X MBS, B4 1EMOBEEE ST, K

100mlZCTHRA L7z, ARAH8EFRIRT & 0 ARAIR4BEE T
DEFELZHELIH, ThLMEIIHERE 2B A —ERIC

B—AEORELE -7, RER2ARL WV ABRRTET
BIEEOEME L, FARBRMBLVRTEITIR, B

Table 1. Summary of healthy volunteers
No. Sex 1&%’ }i(i):li’t v?e?ggt

(cm) (kg

1 male 28 173 69.5

2 male 20 172 61.0

3 male 20 185 68.0

4 male 24 170 60.0

5 male 20 166 65.0

6 male 25 169 60.0
Mean + SD 22.8+3.4 172.5+6.6 63.9%+4.2

*T105 HEXFEHE3-19-18
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B, BA 724 VBEEORBERICEEY RIZT
WD H 5 HEIF M DB S £ L 72,

4, HEARFE ORI

PZFXAR A ERT, ARAI£0.25, 05, 1, 2, 3, 4, 6,
8, 128 X U248 RIIZM# Sl % F N FNIRI L 72, %
B - R OB L D MiE L L, BRIEEZ #IE
TAH5ET—20C I TENLERERE L 72 T 72MBFICHR
BER, RA%K0~2, 2~4, 4~6, 6~8, 8~128 &
F12~24B B OMMBTERL, SHEERIZOVWTRE
YREL, BAREYHETAETEFO—E%E —20T
CCELFEMERT L 720

5. MEDBIE

MEL L CRFDOPZFXIBE X B RBEAKIs O~ b5
7 14— (HPLC) 12 & W B UMb T3 (%) k= & B 7EF Tl
ELTT

6. FRITAHE
EBEOUNEEREB L UEEEHNF T A -5~
SWT, 6LDEWE+IERREL L TRL .
EEHFE T A =¥ — 1, METEE 23 /3—}
AV RMNETVIZHTIID, FEHRERD_EEZL > TH
W L7zo #RETRRITIE, AR tiREIZ L D, PZFXEHE
SHEHBL s KBEEEKEL LT,

I. B ="

ERADOERMB L UIRAXR24FFH 12, HBEEEBIZ
EiEL-BRIRE T, ABRERICLLLEEZONLE
FEIROONT, REHEAFTOBMEEKIZHEFI
BEshzhol,

1. IMmAERE
PZFXBMARF B, IR KBELT 0V I = A7 VERE
BERABB LY 2 F Y L EIRGARICBIT S MEP
PZFXIgRE % Table 28 & U'Fig. 1, 21Z/R L7z, T2 D
BT L DIR o N7 KB HH¥/NT A — % — % Table 31T/
L7,

PZFXEMAR AR OM @B E O MR IIIRAB R 1R T

317ug/mOREIREIGEL, LIAENRE L T120H Tt
0.045ug/ml, 24B5 R CIZHEIERFLLT (0.014g/ml) TH
572, REIMF#EE (Cmax) 134.28ug/ml, f i Ml iR
FZREE (Tmax) 120.888F R, M {HZFEA (T1/2) 13
215850, 1M 2R iR T EAE (AUC)—~w) (38.85ug +
h/ml, PHEE (Vd)1335.41/kgTH o 72,

L IEKEBRIL T VI = A VERFEREE T, IRA
1BF[E 2 6 285 R ¥ CPZFXBMARA R IZHANTHEIZK
Wl FEEDOHERB AR L7 (Fig. 1)o Cmax 1.77ug/ml,
Tmax 1.178/, T2 1.98BFM, AUCo—~w6.24ug - h/
mlTd V) PZFXHEIHARAREF & X TCmaxB £ FAUCp—o
DEELZETHIED LN,

S AFY VA TIE, PZFXEIRAR AR & FAF 2 M
PR % R L7 (Fig 2)o AUCo—o(38.93ug - h/ml
Th YPZFXEMRABEE FEEITL D > 72, Cmax
2.75pug/ ml, Tmax 0.76 5[, T, 2.00BMT® b,
Cmax|3PZFXBEMARARE L VIR S, AEEEI 2o 72,

2. FRYEPHEM

PZFXBMARAIRE, BBKBRILT VI =7 47 V[EkF
BHBBL Y AF T VEBFHABORFTDPIFXIEE
& BAER B EULER % Table 4, 58 & U'Fig. 3, 4127 L 72,
PZEX H AR BB O FR HPZFX i EE 13 AR %0 ~ 2B T
856ug/mIDHEEEEIEL, 12~ 24850 TI1d10ug/ml
THol, BRERFPZFXEIEIIS7.2% TH 72,

SIRAKBRILT VI = A VREIEEHE B TIE, R
PZFXIE R (AR A %0~ 285 B T489ug/ml, 2~ 4B T
695ug/ml D& IR IZE L, PZFXHEIRAR AR & YK
TrROLLEEEI L, o7, RAK2HBLIE, 24
B £ TORMBIRFPZFXENEL, PZFXHEIRARARFLC
HREELRET %2R L7 (Fig 3)

VAFTUHARETIE, BRA%2~4FER T830ug/ml
DEEREIEL, RPPZFXERE, RERSTEINEIZ
PZFX B AR AR & 213520 5Nk B> > 72 (Fig. 4) 6

Table 2. Serum concentration of pazufloxacin in humans following oral administration of 200 mg of pazufloxacin with

and without Al (OH); or cimetidine

Serum concentration (ug/ml)
Treatment
0.25h 0.5h 1h 2h 3h 4h 6h 8h 12 h
Pazufloxacin 0.55 1.44 3.17 1.89 1.17 0.775 0.349 0.173 0.045
alone +0.69 +0.89 +0.91 +0.30 +0.19 +0.125 +0.067 +0.041 +0.013
Pazufloxacin 0.44 1.18 1.48** 1.35* 0.99 0,682 0.306 0.153 0.047
with Al (OH), +0.37 +0.84 | +0.83 +0.20 +0.25 +0.146 | +0.058 | *+0.033 | *0.005
Pazufloxacin 0.69 1.88 2.82 1.82 1.25 0.91 0.432 0.216 0.054
with cimetidine +0.47 +1.04 +0.58 +0.28 +0.23 +0.20 +0.111 +0.062 +0.017

Value represents mean + SD of six volunteers
* Statistically significant compared with pazufloxacin alone (p <0.05)
** Statistically significant compared with pazufloxacin alone (p<0.01)



222 H A AL 28 0  2 M Gt SEPT. 1995

m. % &= PUHEOTINHEL R L, ZOREITEANIZL) LX

I, RIIIBT L2 —F /00 RMHEOR L CREDLZEDMOENTVEY, ZORIEEF & Ot/
BETIL, ZOMWEECIUEANY MLV EEDOMH 2 LAHZa—F /0 RIMEEOIIIURT OREIL, =
OIS ), HEDOGHEIZBWTER SN TV, LEBAA (AT EDFL - MAEBIZHE E SN TS
i, PFH AN Z2HEO S GHIEERI A =2 —F /02 & DY B OB FRER TH APZFXIZDOWT L ZOHL

4 -
37 —e— alone
--o-- with Al (OH)3
Mean+SD (n=6)

Serum level (pg/ml)
oo

Fig. 1. Serum level of pazufloxacin in humans following oral administration of 200 mg of pazufloxacin with
and without Al (OH)s.
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Fig. 2. Serum level of pazufloxacin in humans following oral administration of 200 mg of pazufloxacin with
and without cimetidine.
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RINAENEZ R b7z, £ THEFKA IHIBEA & LT
KBALT VI =T L7 Vv EB, IoHIBAIORBEE L
TREDZHEIHH SN B ITHEMOK Z WIHL RS

FLTYAFY %A, PZFXOBBERINCS 2 5
FBIIOWVT, BREAIBWTKRE L7,

PZFX 200mgB AR AR DAER X, FE SY DRI
BE—3 L7, ERAKBRILT VI =T A5 1gk FRE
AR L 7o B, BOMAR A B IC HRMEF PZFX O Cmax id
586%, AUCo—w1329.5%, T 7:24Bf F CTORS
PZFXEINZIZ201% B L7ze LA L2DS Tmaxid s
FEE LT 03Bt L e horz2 e &Y, EROE

MENREME O A IR B R HEHOZEILIZE B D TR,
WINPHEIZ L B b DEER LN,

A E O FIEEH 2 X A PZFXDORINHE DFZRE  BEfF D
Za—F/ 0 RIMEELHEL THS L Table 61271
T &<, CmaxPB & PAUCH—wT50~100% DIET #H°
A & LT\ 5 ofloxacin, temafloxacin, lomefloxacin, eno-
xacin, norfloxacin & 1) i¥7°7% 1) §§ <, sparfloxacin, flero-
xacink FAT—FEFV I V- TIIBTHEZERZLN
7257,

—%, Y AFT r200mgk FEEARA L 7oRy, HMARA
BEIZHEN, MiEFPPZFXDCmaxid35.7% WA $ 5 b,

Table 3. Pharmacokinetic parameters of pazufloxacin in humans following oral administration of 200 mg of pazufloxacin with
and without Al (OH); or cimetidine

Pharmacokinetic parameters
T Mean
reatment + SD Cmax Tmax T]/z AUCO_.uo Vd
(ug/ml) (h) (h) (ug-h/ml) kg
Pazufloxacin mean 4.28 0.88 2.15 8.85 35.4
alone +SD +1.93 +0.25 +0.27 +1.25 +19.0
Pazufloxacin mean 1.77* 1.17 1.98 6.24** 62.2
with Al(OH); +SD +0.51 +0.50 +0.23 +1.04 +35.4
Pazufloxacin mean 2.75 0.76 2.00 8.93 40.3
with cimetidine +SD +0.31 +0.26 +0.11 +1.19 +21.9

Value represents mean * SD of six volunteers.
*  Statistically significant compared with pazufloxacin alone (p < 0.05)
** Statistically significant compared with pazufloxacin alone (p<0.01)

Table 4. Urinary excretion of pazufloxacin in humans following oral administration of 200 mg of pazufloxacin
with and without Al(OH); or cimetidine

0~2 2~4 4~6 6~8 8~12 12~24

Treatment level rate level rate level rate level rate level rate level rate

(ug/ml) | (%) | (ug/mb) | (%) | (ug/mD) | (%) |(ug/m) | (%) | @g/mb| (%) (pg/ml) | (%)
Pazufloxacin 856 34.0 845 30.1 379 12.1 134 5.9 46 3.3 10 1.9
alone +463 | +14.1 | +411 | £16.5| *£199 +3.5 +43 | *2.0 +19 +1.0 +5 +0.5
Pazufloxacin 489 21.2 695 26.9 302 10.4 114 5.2 35 4.2 9 1.8
with AI(OH)4 +322 | £12.4 | +£338 +9.1 | +238 +2.2 +55 | 14 +8 +1.5 +3 +0.3
Pazufloxacin 712 29.5 830 28.0 442 13.0 180 7.5 69 4.6 11 2.1
with cimetidine +350 | +12.1 | *311 +6.7 | *£159 +2.9 +71 | £1.0 +26 +1.3 +4 +0.5

Table 5. Cumulative urinary recovery of pazufloxacin in humans following oral administration of 200 mg of pazufloxacin
with and without Al(OH); or cimetidine

Cumulative urinary recovery (%)
Treatment

0~2h 0~4h 0~6h 0~8h 0~12h 0~24h
Pazufloxacin 34.0 64.1 76.1 82.0 85.3 87.2
alone +14.1 +2.9 +4.4 +4.6 +4.4 +4.3
Pazufloxacin 21.2 48.1** 58.5** 63.7** 67.9** 69.7**
with Al(OH), +124 +7.6 +6.1 +5.6 +5.7 *+5.7
Pazufloxacin 29.5 57.5 70.5 78.0 82.6 84.8
with cimetidine +12.1 +6.2 +6.6 +6.7 +7.5 +7.6

** Statistically significant compared with pazufloxacin alone (p<0.01)
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Fig.3. Urinary excretion of pazufloxacin in humans following oral administration of 200 mg of pazufloxacin with
and without Al (OH)s.
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Fig. 4. Urinary excretion of pazufloxacin in humans following oral administration of 200 mg of pazufloxacin with
and without cimetidine.
Table 6. Inhibition of quinolone absorption by antacid
Quinolone Dose ‘ Percentage change (alone — with AI(OH),) Lite.rature
(mg) Cmax (ug/ml) Tmax (h) AUC,..., (ug'h/ml) cited
Pazufloxacin 200 - 59 (4.28 - 1.77) + 330.9—-1.2) -30(89— 6.2
Temafloxacin 300 — 65(2.33 — 0.81) + 83 (1.8 — 3.3) -57(22.9 > 9.8) 9
Sparfloxacin 200 -~ 22 (0.87 - 0.68) ~ 25(%.3 — 4.0) -35(21.1 —» 13.7) [8]
Fleroxacin 200 — 24 (2.37 — 1.81) + 63 (0.8 = 1.3) -17 (32.6 — 27.0) [7
Ofloxacin 200 - 59 (3.23 —» 1.31) +118 1.1 = 2.4) —48 (23.8 —» 12.4) [5]
Ofloxacin 200 — 61 (2.05 — 0.79) +150 (1.2 — 3.0) -53(10.4 - 4.9 [6]
Lomefloxacin 200 — 70 (2.03 — 0.60) + 38(1.3 —~1.8) -63(9.1~ 34) [6]
Enoxacin 200 — 80 (2.26 — 0.46) +100 (0.8 — 1.6) -8 (114~ 1.8 [5]
Norfloxacin 200 —-100 (1.45 - <0.1) NA (1.2--) -97 (6.7~ 0.2 [5]

NA: not available

e
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Effect of an antacid or cimetidineon gas trointestinal absorption of

pazufloxacin

Kohya Shiba, Masaki Yoshida, Hiromi Maezawa and Osamu Sakai
Second Deprtment of Internal Medicine, Jikei University School of Medicine
3-25-8, Nishi-shinbashi, Minato-ku, Tokyo 105, Japan

We investigated the effect of an antacid (dried aluminum hydroxide gel, AL) and cimetidine, histamine

H2-antagonist on the gastrointestinal absorption of pazufloxacin (PZFX) in 6 healthy male volunteers.

200 mg of PZFX was given orally to fasting subjects with and without 1 g of AL or 200 mg of cimetidine.

The pharmacokinetic parameters for PZFX obtained after each of treatments were as follows: the Cmax,
Tmax, Ty/2, AUCp— and urinary excretion rate for PZFX alone were 4.28 ng/ml, 0.88 h, 2.15 h, 8.85
#g * h/ml and 87.2%, respectively; those for coadministration with AL were 1.77 ug/ml, 1.17 h, 1.98 h,
6.24 pg + h/ml and 69.7%; and those for coadministration with cimetidine were 2.75 xg/ml, 0.76 h, 2.00

h, 8.93 ug * h/ml and 84.8%.

Gastrointestinal absorption of PZFX was inhibited (58.6% of the Cmax, 29.5% of the AUCp—e) by
interaction with antacid, but the inhibition was slight compared with that of other quinolone antimicrobial

agents. Coadministration of cimetidine resulted in decrease (35.7%) in the Cmax, but the AUCp—o was

not inhibited.



