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Gatifloxacin (GFLX) [(£) 1-Cyclopropyl-6-
fluoro-1, 4-dihydro-8-methoxy-7- (3-methyl-

[14C] Gatifloxacin @7 v NI BT 5 B[O SO, 54, it
Wi - gt - N ¥ ITHAIER - BT - ke = -
NS IEWE - RETSHE - A 7= RARSEIE - I A
OV N E Y SN AN R W E T

[C] Gatifloxacin (GFLX) 10mg/kg % HLFE % 54 OHEMET v MZBUT DY,
A B L OHEN, WEHRT v MBI AT, EONEALTR T v MBI E
FTIZOWTREGET L 726

L. HEVET v PI2BWT, MRS RER R RE 145574 1 R DA R S5l 1.93
png eq./mLIZiE L 72, 246 RO PRI Cike L, 24 KR {%121320.05 £g eq./mL
Eh ol

2. W, b dRE B X OB &L — TPIN[HC] GFLX 2485 L7z, o
BEIS /N At & BAFIZIRIL S 7z B2 5 OWUI D 2 dr o 72,

3. [MC] GFLX Z#tI x5 1 R O MBI R B, AL, BEDE, B
Woier, AT, R, FH PIRB L OB TE o720 THRUITH LT, BN X Ok

W CIZIMETIRIEDK 1/ 10 DIRIETH o 72 HhtiEld, 13L& A EOMBETHER 2 ITHE
L, G5B 720MTIIMHIREU T E o720 SOZEREGTVFN I/ 7T LDk
b —HL7,

4. [MC] GFLX % #2155 192058 F TI2IR1243.1%, #1257.6%,
DASREDPHEE S Tz Z D KE L 24 IR LA ZHEIE S L7z,

5. [MC] GFLX % #21 14% - A8 e £ TIZRHIF 21345 55 D 34.4 % 03HEit S L7z,
$72, BRIZ43.1%, #I21220.4 %hHEES L,

6. [1"C] GFLX %8145 5 A WE £ Tkl Szt 2 Mo T v ko 155K
(24 L CORO - HIICEE, 37.1% Tdh - 72,

7. HHRPOREET v M2BWT, [MC] GFLX &% #%5-5 1 KB o BRI i ek
FEE,  REEROIMLE R & FIREE T - 7278, #5524 B TR R UL F £ TR
L7z,

8. Z7L7 v MIBWT, ["C] GFLX &G %OFL P gt ieis g 1, 5%
BIRE[H] F TP RIE 0 3.5~ 7.4 F VIR 2 - L7zo FLTH PO REIRRE 1, IR
BRI A & £ B ITILTF L7,
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1. EBRMHESLUFEE
1. EHEY S L ORE
['“C] GFLX (Lot No. ROX9542) X UJEtZ:#GFLX
(1/2 xF1% : Lot No. G0X5321, G955320 F7zix1%
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kAW G155311) 14, 7’%*" (BR) 2BV TAEM L7,
LHAL A O gTREL, 8.25 X 10°Bq/mg TH 1,
EBrU~ b NST T4 — [7°1/~ k : Kieselgel 60F..,
Merck ; BEEBA . 790 FRVL/ A5 ) —=V/28%T
YEZT7K (10:10:3, vol/vol), B:Zuaukii/
X% /=) (10:1, vol/vol), C:ZuauklL/BEk/
A% —)/K (20:10:3:3, vol/vol)] 2L h3kw
1A RIAERE 12 99.1 % L ETH - 720 Z DDA
BIURERITHROBERLEMEE L7,

2. EEREW

WL, 434 B & OHERICRI T 2 EBRICIE,  (Bk) BALE
R asrsear & ) AR, H 1AM THRET 21T
o 7: Wistar AT v b (6~98#5, A& 136~278g)
AR L. $72, BREBTICETZ2ERIZE, BHAE
Fr—IV A1) N— (Fk) L WEEA L /2FR18 H H O Wistar
AMETES v b (98, KE310~356g) * AL, &

WZELIT R RATICE T A EBRICIE, RO T v MY
L7100 H (118K, AE250~330g) (AL,
B, 7v MIFKSHHAA L DS % KM E CHA
L7 B, RESPEM, RETHEE, BAFERS LU
JRI8, FLitHRBATICET 2 EBRTIY, HMEIIHSH4E
METE L,

3. BEWOREL LS

MABHEE, koA B & CRESHEM 2B 2 BE T
i$, FEEHGFLX THM L7-[1C] GFLX % 0.1M $E %
TEM%, 0.IMAKERLF bV~ A CTpH 5IZFH%EL, #
BKEMZ TO0.25 %% G AR L 72, %5813 10mg/
8.61~8.71 X 10'Bq/kg & L 7=,

AEITHEM B £ OWIEAL o e T, JERE#GFLX C
L7z [M*C] GFLX % 0.05M ¥ CTisf##%, 0.5MK
EEft+ b 7 A CpH 8ICHAEE L, ZAHMAKEMZTO0.4%
BEEE A AR, %5813 10mg/7.82 X 10'Bq/kg
L L7,

EHITTFANI I TT LAOERTIE, FERGFLX T
AL 72 [MC] GFLX % 1M fafe Ciafiig, 1M KRR
+ F Y4 TpH 61ZF% L, ARAZMA TO0.4 %%
B AL 7o, 5513 10meg/4.125 X 10°Bq/kg &
L7,

JEIEB L UL RBITOME T, FEEHGFLX T
FLL7 [M*C] GFLX % 0.1M $ERE T, 1M KER(L
F MU LTpH SIZHEL, EEAKEMZ TO0.2%%5
B AR L7, K583 10mg/7.84 X 10°Bq/kg & L
72

4. MR

(MC] GFLX ##M T v 4IRS L7214 0.5,
1, 2, 3, 4, 6, 8B X U248RIC, RBER L VMK
100 yL 2 A8 YHLE L2~ A 710K Xy h
(Drummond) # H W TIRELL 7, Z#IZSOLUENE®-

350(Packard) /2-71as8/ —) (1.1, vol/vol) 1mL
EINZCTHEM L%, 35 %R LKFEKTREL, ACS

® (Amersham) /0.5M 3&E#E (9 vol/vol) 10mL
Iz CTRERE & L7,

5. BRIGERGE

I— 7 VEREE T, B3BOMEMET v b OKBEEIKIZER
MAOA=a—LEFALE, BHELRIEEZ#%
L, B, + 3B ZBBICHBO&L— TEERL
Fzo RIZ, &I —TWIZ [MC] GFLX ik A L7214 10,
20, 304, 1B LU2EMTHRIOL 2z, MiEid EFC & [H
BRlzEE L, dERste L7, mfRIm%, &EEL—
TR L, BEEEZHELC. F0O%, AEEAK5SmL%E
A, FEVFAALTe FETV A= FO—EERIL,
WLk, YTV AFF A — (Tri-Carb® 306
B, Packard) THRBEL 72, RETEEIXMCO & L T
CARBO-SORB? (Packard) (Z[lIX L, PERMAFLUOR*
E' (Packard) iz, #lEalfe L7z,

6. Ak

[MC] GFLX % HtE T v b & 3BICREOE G541, 24,
T2BLUN2KEMTHIEEZ RN L 72, 7 v b &I ER:H
D5 RN — T VEREEL, KBREEIRZ S/ i ~2%1) &
F bV A7FEHE (1,000units/mL) 1mL/kg #iEAL,
BEKBIR A 5 FRIMEIE S &7, RIS, ML L,
AR TR g%, FoO-HLEEROTEREL
FFEL, IhEGERELEE Tt F o514 —
THREE L 72, HgTAEIRMCO, & LT Oxisorb CO.* (Du
Pont) (2T L, Oxiprep 2*® (Du Pont) #hnz, Ml
Ek & L7,

7. EHIFTFNI ) TT O

[*C] GFLX ##RI k5% 1 BL U 24 BEMI2T » b &
JOORNVALATERL, S5 HNVEFIXAFNL LT
FIZE#L, FIATAR/n-~"FHfI3REL TH
L7, RWT, )AL r1ah v b (Leica) TEX
30 pm DEIF R VEBLL 72%, SRASEZIR L 72, Yl 2L 3

F—f (6 um, =FEL—I2) THELALHE 12—V
>77L—1F (BAS-II, EEEHE7 1 IVL4A) IZ48HFH
aryy s hL, NAFAA=T T TFT4F— (BAS-
2000 0K, EEBEE 74 LL) I2EWE&EETTHNL I/
7T L w17,

8. REHHEM

[1C] GFLX # M7 v M4BT S5 %, 8%
RN — JICAR, 5% 96 KER £ Tid 24 FEfE
B, FOD% 192 F TIZ48 MRS X UEE 55
R 720 RERBr— ok kic-E2F5&L L
%, #oO—& (0.5mL) \ZFEED XY/ — V& FNE,
ACS IT® 10mL &z flEaktt & Lz, #iZZIZAED
KEMZIKTE -ISHEL, ZO—HxH 7L+ ¥x
DAY —THEEL, MERFE L7,
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9. HEITHEM

I—T VR T CTHEET v MMBIOKRIREIC =2 —L
EEAL, K—LV=or—JIlEL, BERELET Y
M [MC] GFLX 2045 L, #0% 48 ETO
M3+, RBLUCELAERIL 2, BitB L UORIZ, 0
50 nLIZACS O® 10mL /02 T, MWEakkte Lo, #
125mL DKEMA AT —IZHEL, FO—EEH¥
TVAFLTALF-THBEL, WERKFE L, 7o b
34 5% 48R TRER L, BB TOMEILENED % %
BL, 20O -&H > 7VAFL 54 F—CREL, 0l
EAEE L7z, EhPEEIIEILENEYE 507,
10. BAF9EER

fEH SRl EER I BT, [MC] GFLX &% 5 L 7-
7 P OIRIL 7., HE5H4ABEMETCOBRTEHV,
37 v bbb onHtEZRAL, £ 1mL
(1.64 X 10'Bq) Z#MBEEIZH =2 — L %l L 725K
HEYET v M ABIO+ RIS L7z, BRI EER &
FARICHB EIRB L OEAIRL, BHlEaF & Lz,
11. BIRBIT

MR 18 HHOMEYE T v M %3611z [MC] GFLX ##811
5 LT, 1B LU 24 BEMIIRIMBIE S, BRI,
fir,  EER,  BERR, BeE, CEFER, RIS, BAMR, M, ¥
K, BRE, FE, BEBIOKRBOEY L L. §E
HHLEE 2> © iR O ML A & FIREIC L CTllE B 2 1872,
%B, RBIEBOKSTREREOBEILIEE3EIZ/K4mL
AREVHR =ML, FO—HEBBEL, WERHE LA,
12, fitp AT

% 10 HEO#FLT v b 36 [1*C] GFLX % #:0
%5#0.5, 1, 3, 5, 8B XU24WEMIZ, ——F LK

Concentration ( /2 g €q./mL)

0 i T T T 1 ;b'

Time (h)

Fig. 1. Blood concentrations of radioactivity after a
single oral administration of ['*C] gatifloxacin at a
dose of 10 mg/kg in male rats (mean*SE, n=4).

BT CRERE VIRML, &IHEDSIIRAEIT- 72 M
HIEZD50 uL AW ELETRIEL, WERE L Lz, 1
TEEEEZHF L%, 20282 TALETREL,
WAk e Lze 2B, FUToWwsRESE L2012,
RIS RIS RN HER LIS -0 4+ %~ b~ (Sigma)
0.3units/0.05mL ZEENIZI G L7z, $£72, EBd
Bl 7o ALIR3Lx FfE 27,

13. HEtRE O HlE

Mtkeliitky > FL—3v 3 v 7+ 5 4 ¥ — (Tri-Carb®
2000CA %Y, Packard) TH#lEL, 7TrF v 7#HElL
HHBEEERRIR LI L D AT o 72 RE P O fETEEIZ GFLX
MYUsE (ug eq./mLE73pg eq./g) ITHBREL,
277 FOLS~2EUTOREMIIRERRLUTE L
72

14, FEWMERERH/XT A —5 DHET

KRS AR - U COR L7, SR M i s
(Cmax) B L UOREMEFRERERFH (Tmax) 3%
BED & KD 7o WHAR O IMLTE P i O % 5008 & B 12
U CHEMEYET 52 12X ) iSEEEH (kel) 23K
O, E5120.693 % kel TH9 2 &2 & ) ERFEM (T..)

Ny

B L7 M bR EE — R AR IR (AUC, ) 13,
AR £ TOAUC 2 BREIC L o TR, i

B PR IAL R ] 0 LA PP ST AR iR FE D BRER A % kel CTREL 72
BemAs I il hEB L,

n. ## R
1. I A R aT AE i BE HE A2
P v bz [MC] GFLX 10mg/kg % HER O S
L7z oM igteigER % Fig. 11277, Cmax,

Concentration ( 1 g eq./mL)
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I
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Fig. 2. Blood concentrations of radioactivity after
injection of ["C] gatifloxacin at a dose of 10 mg/kg
to ligated loops of the stomach (O), duodenum (@),
jejunum (&), and ileum () in male rats

(mean=*SE, n=3).
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T.BXOAUC, i3, NN 1.93+0.23 ug
eq./mL, 0.88=%0.13h, 2.46+0.10h 3 £ 179.37+0.17
pg eq.-h/mLTHole, 78524 B O MB
ST hEiEEE 12 0.05 ng eq./mL TH o7z,

2. WRLERAL

5y FOWILEEELV— 7HIC [MC] GFLX 10mg/
kg 4% 5 L7172 & EOMm P igEH#ER % Fig. 218§, T
e, ERBIUEBOENV - RIS Lz &R
R M EED R ERL, 2% IS D
N— THERERITFNFN20.3+7.5, 26.8+2.28&
0324+1.9%ThHotzo —F, HiIfkS L zidm
'ﬁ¢%§@iﬂﬁ%b%ﬂf,2%ﬁ&@%ﬁ <1381.9+
3.6 % THo72,

3. MBI BT RE R

Tmax,

24, 723 X UT192 K5 B o HHLERM ST REIRIE & Table
LGRS MERNRETRER L L2 TOMBEIZ BV TG %
IR RS A T L7, SO, MR I IE A
W L BERED 22.50 g eq./g Db @ <, RV THE R
BXOREETH Y, Ml (2.05 xg eq./mL) O
61 THh o7 Tz, HIVCHR, BFBE, B PR3 X ORI
T2~445, #A, B, L, BBLUEMAEEZCO
M T1~2M5TdH o7, HRER, BEFE, BB X ORNE IR
TILME & W IRV 2 /R L7z, BB L ORI T
M iEENH 1/10 Th -7,

x5-24 BRI CIAHILE 2 B < Bl 0.19 ng eq./g
PELE L, ROTHEN0.13, #HHD0.12 ng eq./g T
ot FNLUSMOMBTIIVTND 0.1 ng eq./ gl
Thot, 725 L1920 RH TIHIHILE 2 BRITIEED

5o M2 [1C]) GFLX 10mg/kg # O 5#% 1, BEbE, FNFR0.06BL070.03 ng eq./gTho
Table 1. Tissue concentrations of radioactivity after a single oral administration of
[14C] gatifloxacin at a dose of 10 mg/kg in male rats
) Concentration (g eq./mL or g)
Tissue
1h 24 h 72 h 192 h
Blood 2.05+t0.46 0.03+0.01 0.01 £0.01 ND
Plasma 1.89+0.35 0.03+0.01 ND ND
Red blood cells 1.91+£0.45 0.01%0.01 ND ND
Brain 0.24 +£0.05 ND ND ND
Thymus 3.85+0.93 0.02+0.02 ND ND
Heart 3.35+0.74 0.03+0.01 ND 0.01+0.00
Lung 3.51%£0.58 0.04 +0.01 ND ND
Liver 7.71+1.31 0.08 £0.02 0.01+0.01 0.01+0.00
Pancreas 12.29+2.66 0.06 +0.02 ND ND
Spleen 4.94+1.14 0.06 +0.01 ND ND
Kidney 13.18+1.92 0.19+0.04 ND ND
Testis 1.88+0.39 0.12+0.02 ND ND
Muscle 3.85+1.06 0.03%+0.01 ND ND
Fat 0.77£0.18 ND ND ND
Skin 2.31+0.59 0.06+0.01 ND ND
Stomach+contents 137.09+£51.76 4.38+1.91 0.05+0.02 0.03 £0.00
Small intestine+contents 121.85£23.74 2.00+1.04 0.03+0.01 0.02 +0.00
Large intestine+contents 25.18 £6.26 11.67 +3.37 0.19£0.02 0.05+0.01
Bone 2.34£0.43 0.13%0.01 0.06 =0.00 0.03+0.00
Eyeball 0.89+0.18 0.02+0.01 ND ND
Harderian gland 2.86+0.42 0.03£0.02 ND ND
Hypophysis 2.46 +0.95 ND ND ND
Submaxillary gland 5.31+1.31 0.04 +0.03 ND ND
Lymph node 3.53£0.76 0.02£0.02 ND ND
Thyroid gland 1.65+0.53 ND ND ND
Trachea 1.06+0.24 ND ND ND
Adrenal 3.20+0.46 ND ND ND
Epididymis 2.27%0.36 0.05+0.01 ND ND
Seminal vesicle 4.92+1.47 0.03+0.03 ND ND
Urinary bladder 22.50+7.57 0.06 +=0.03 ND ND
Brown fat 1.13£0.20 0.01£0.01 ND 0.01+0.01
Prostate 8.39+2.97 0.05+0.03 ND 0.01+£0.01
Cerebrospinal fluid 0.21£0.04 ND ND ND

Each value represents the mean = SE of three rats.

ND : not detectable
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726 T2B L V192 B TIRE & HBE LA oMMETIX
£7T0.01 ug eq./ gL FTHoto

45 Sl B e U

['*C] GFLX 10mg/kg Z #5145 1 3 & 0° 24 B
CB AT 2V IR 7T Ax Rig, 3L 04ic#®
NENIRT,

5% 1 R CIE LS
PR I RE D

e 3 & O
Z OO

SNEY, IR,
SR b ALTes F T,

BUTO REICHMESRD S D, B, 8B L
IRERICIERED BN Lo 72, $%5-1% 24 BER TIEHILEN
FLISMC R ATRY & T o 72,

5. JRIEHHEM

['*C] GFLX 10mg/kg ZfO4%k5%ICBFHREB &
O#EP BB L Fig, 513R T, #%5%24 B TIC
FRB L OEPIZZENZEN41.9B L U853.6 % H kit S 7z,
T7:, HEZI192EME TIZENREN43.1 BLU57.6%
AHEM SN, BHEERIZ100.7 % TH o 720 KT O
GFRE (3 24 RER DA ICHEME S /e,

[“C] Gatifloxacin 1h ,
Kidney

Testis Heart

Small intestinal Liver
contents
[“C] Gatifloxacin 1h 1 AL RO

Adrenal

6. MEV-HE

[**C] GFLX 10mg/kg Z#&O#%5-L7- & X O fEit
PEtsR 2 Table 212" $ o IEIF~OHEM I 5-14 8 HE [
FTICRBICHML, HS5BD26.4 % SN2, F
72, ¥HRA8KEM E TOME, KRB L R AP
lZENn €344, 43.1BLU204%THY, #WaHi£97.8
% Choie,

7. Wl e SR

[MC] GFLX # R 4&5 L 725 v k2 HRELL 7283t
z, WEEDZ v o+ TIRBNICHES L7z L & Ot
REDMBT, JRB L O EHPEMEE %4 Table 318 T, %5
%ASHEM E TICHE, RBLUHEPIZZAZTLESED
14.1, 23.0B L U68.7 % HEM S, ¥HEHZ95.8% T
o7z MHITE L IRANEYL S N7 e D & oKD 72
WIRIL 37.1 % TH - 72,

8. MIERBAT

HE O dy - Mk B L OBRIE I
Table 412787,

B L MGTREIRE %

Lung

Costal cartilage Submaxillary

gland

Testis Liver

Thymus

Submaxillary gland

Fig. 3. Whole-body radioluminograms showing the distribution of radioactivity at 1 hour

after a single oral administration of ['*C] gatifloxacin at a dose of 10 mg/kg in a male rat.
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[“C] Gatifloxacin 24h

contents
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contents
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Fig. 4. Whole-body radioluminograms showing the distribution of radioactivity at 24 hours

after a single oral administration of ["*C] gatifloxacin at a dose of 10 mg/kg in a male rat.
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Cumulative excretion (% of dose)
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Fig. 5. Urinary (), fecal (@), and total (&) excretion
of radioactivity after oral administration of
["*C] gatifloxacin at a dose of 10 mg/kg in male rats
(mean=*SE, n=4).
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B IBEIIC B0 2 RO ML, WO 1533 45, FUTPHIERE O - 2 IR EIESRE (, 1
ng eq /g HELE <, RO THIED 10.35, WO 581 ~5HMTH > 720 FLik U REIRIE I 5 0 8 B
10.01, ¥BD8.15, WO T.52 ug eq./gThHY,  METOFNOMAL bMAEARESL ) # <, it/

BB iREOH3~6EmViRETH -7, Mo, +
BB IUOINEOREIIMETRE LY ORCEN -7 F
RSO BEDRATIZ M IBEE DRI 1/6 Th - 710 %
5% 24 WM TIE, WM OB - HERIC BT B g RE
IR AE (0.01 ng eq./g) FIEF THRT L7222,
Bl s & OVERR D 5 ORSRE DKL, Mol - Mk

R ErS T,

?K'?‘f(élﬂd‘rwj BT 5 62 PG RE IR R (S B ER O i i v
RELIZIZFBETH- 72, £/, HIEOMREDERE L
@%ﬁ@[ﬂl‘{fﬂ@irﬁﬁ’“@ﬁl 51' THo72, G H%24HHEO
B d T, FRIRIC LS RE ISR (0.02

ng eq./g) LM Z M&TL?’:%)‘, PR DR IZ120.04
ug eq./ g DREHHEN RO STz,
9. FLitH 1T
M B & LIt h iR O % Fig.6 12”7,
M BT REM L (345 G- #% L BERILANIC E — 2 152 L 72

MEtRE IR 12 3.5~7.4 TH » 72, 5% 24 B TUE,
ML P ST BE R RS 13 0.08 1g eq./mLIZIKTL, Tk
EFLT RS RE IR (IR R RS R D EE R L 72,

m % =
GFLX DANBIREZ B S 20 o+ 2 720, [MC) =i

L7:GFLX 10mg/kg #HM 7 v MZHEREEEH%ES L,
WL, A B & OHEI D W TR L 72,

ML i ST AR B (L, % 512 L RERI LA 1.93
rg eq./mL®Cmax |Z#L72f%, 2.46h DT, THX
MITTHE L, 24 KM TI20.05 g eq./mL & %457z,

HILE L — 72 BRI oMET A5, GFLX &
T8, EEB L UCREBTRICBRIINENZSE LS
DENUI D %otz T/, MEPHETREEE L+ 45
W, ZEhs, GRS 525, BRES L) Ee»C b
3L, Bt o7, 2O NS, GFLX OURILERN

13, MAHETH b norfloxacin’, fleroxacin'

Table 2. Excretion of radioactivity in the bile, ofloxacin® B & Flomefloxacin® & [FAEIZ/ N4 I &
urine, and feces after a single oral 22507
administration of ["C] gatifloxacin at % \“"L )
a dose of 10 mg/kg in male rats FMEMNBE L, WTNOMKTLROKG % 1 BRI
. REMEERLT, FIIEWHELELR L, BER, T,
Time (h) Cumulative recovery - . ‘ o i -
(% of dose) Welee, PRRE, BN, Bl o F g CIm T IEE LY
Bile 0~ 2 9.9+2.1 bErorze UL, W, BEREE IREKS X 0RO
0~ 4 18.1+1.3
0~ 8 26.4+1.8
0~ 24 32.2+3.2
0~48 344138 Table 4. Tissue concentrations of radioactivity
Urine 0~ 24 38.2+3.8 after a single oral administration of
0~ 48 43.1£35 [1C] gatifloxacin at a dose of 10 mg/kg
Feces 0 ~ 48 204 +2.1 In pregnant rats
Total 0~ 48 97.8+2.4 T Concentration (xg eq./mL or g)
issue
Each value represents the mean £ SE of four rats. 1h 24 h
Blood 2.60+0.05 0.01+0.01
Table 3. Excretion of radioactivity in the bile, urine, Plasma 2.63+0.06 ND
and feces after intraduodenal injection of Heart 4.92£0.12 0.03+0.01
bile containing [YC] gatifloxacin and its Lung 4.58 +0.05 0.01£0.01
metabolites in male rats Liver 10.01£0.30 0.05+0.02
. Pancreas 10.35+0.80 0.01+0.01
Time (h) Cumgig/atgfe jrecovery Spleen 7.52+0.32 0.19+0.04
° Kidney 15.33£2.05 0.09+0.03
Bile 0~ 2 2.0+1.1 Adrenal 5.38+0.13 ND
0~ 4 3.5+138 Placenta 3.76+0.08 0.02+0.01
08 l?gfﬁg Amnion 8.15+0.06 0.11£0.02
0 ~ 48 14:112:7 Amniotic fluid 0.45%0.02 ND
- ) Ovary 3.33+0.21 ND
Urine o AT Uterus 548+ 1.17 0.03+0.01
S Fetus 2.45+0.04 ND
Feces 0~ 148 58.7£2.5 Fetal liver 3.91+0.06 0.04 +0.00
Total 0 ~ 48 95.8+2.2

Each value represents the mean = SE of four rats.

Each value represents the mean £ SE of three rats.
ND : not detected
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Fig. 6. Blood (@) and milk (M) concentrations of
radioactivity after a single oral administration of
['*C] gatifloxacin at a dose of 10 mg/kg in lactating

rats (mean=£SE, n=3).
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Absorption, distribution and excretion of [!C] gatifloxacin
after a single oral administration in rats

Akira Idesawa, Shigeru Izawa, Nozomu Koseki,
Masaaki Machida, Chifuyu Toriumi, Ryuzo Yuasa,
Masakatsu Komuro, Yoshio Nagatsu, Ryozo Ishida,

Hideo Ohkubo and Hiroshi Uchida
Central Research Laboratories, Kyorin Pharmaceutical Co., Ltd.
2399-1 Mitarai, Nogi-machi, Shimotsuga-gun,
Tochigi 329-0114, Japan

The present study was conducted to investigate the absorption, distribution, and excretion of
[!4C] gatifloxacin (GFLX) after a single oral administration of 10 mg/kg in rats. Placental transfer
and secretion into milk of ['C] GFLX in pregnant and lactating rats, respectively, were also
investigated.

1) Radioactivity in the blood reached a peak of 1.93 xg eq./mL within 1 hour after oral
administration in male rats, and had declined to 0.05 xg eq./mL at 24 hours, with a half-life
of 2.46 hours.

2) When [**C] GFLX was administered to loops of stomach, duodenum, jejunum, and ileum,
radioactivity was absorbed well from the entire small intestine, but not from the stomach.

3) Radioactivity showed its highest level at 1 hour in major tissues such as digestive tract,
bladder, kidney, pancreas, prostate, and liver, and then rapidly declined to undetectable levels
in most tissues by 72 hours. However, distribution of [1C]) GFLX in the brain and cerebrospinal
fluid was minimal. This finding coincided with the results of radioluminograms.

4) Urinary and fecal excretion of radioactivity amounted to 43.1% and 57.6 %, respectively,
over the 192 hours after dosing. Most of this excretion occurred within the first 24 hours.

5) Biliary, urinary, and fecal excretion of radioactivity in bile duct-cannulated rats amounted
to 34.4 %, 43.1 %, and 20.4 % of dose, respectively, within 48 hours after dosing.

6) Rats were intraduodenally dosed with an aliquot of bile collected from other rats up to
4 hours after a single oral dose of [!"C] GFLX. Recovery of radioactivity from the bile and
urine indicated that 37.1 % of the radioactivity was reabsorbed.

7) Radioactivity in the fetus was nearly equal to that in the maternal blood at 1 hour after
oral administration, and it declined to a level below the detection limit by 24 hours after administration.

8) Radioactivity in milk was 3 to 7 times higher than that in blood throughout the 8 hours
after administration, and it decreased along with the decrease in blood.



