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Fleroxacin D4 1 FHFEFR X ER 1
BT - AERMETE - EORES - KEEE - AERE
EMEHAY FREHET

AR
FR% ALk

JEEES - KK B - FHREH - REHEE
MHE L - EEEE
BERBERNX S PRIFRRT

BERANBF %18 fleroxacin DT A & AABIREIZ DWW THRET L7,

Fleroxacin®100, 200K (*400mg# EIRA - BT, MiEPRELKRERAKL~2BHMT
=2 i#L, TREROBREMETEEIZLE, 2.9, 5.1 4g/mTdh o7 EWFHF R LA
BILKGEETHI0BETH - 720 RPICEIBHTRABONTS %A KRELEKE LT, #I6KRU5%
PRBMTH DT A FIMREN-+F 2 FEE LTHRl S /e RAPREICABREE ZARA K 24850 (2
broTIHE—ELigEYRL, REAZIKELTHEML, £h2h#50, 100, 150 xg/miTH
otto BEBRIRAICE > TEMEERN/ ST X — 57—, RAEINEIZIZEAERILL 2D 570 Fler
oxacin 200/ 0¥400mg 1 H2[E7 B B OEFEIRA T, 30 B X b miFPRECKBE XEFIKEIE
L, FREN2~4 ug/ml, 5~9 pg/mlTH o720 S0 ERPRECKIBEIXZNZNH200 pg/ml,

#9300 pg/mITh 720 KB DLLE
ARAPICEN S Nz, MiE7ZA B

2 f\—o

BILEHRAIC L - TELET, KRB EDTERAENE6%
BEIL2%TH - 70 MEM DR (TR IE T IREDK40%, FERS
BRI S PIEE D#H60%TdH - 720 200mgEFEREIARME 2 BT 5 Ikt

ZIZARA%3ERT3%TH

AARBRIZBWT, REIGERTSEEX ONIEELENERIFIEOON LN 57,

Key words : Fleroxacin,

Fleroxacin [6,8-difluoro-1- (2-fluoroethyl) -1, 4-dihy-
dro-7- (4-methyl-1-piperazinyl) -4-oxo-3-quinolinecarbo-
xylic acid] IIEMRBEHNESH TER S NIFHHF
O ANKEBERARATH D, FENLT 7 LR R
077 LBEHEITE L TIRIZWIE A RS bV & v
WHEAT S, In vitoBLE 1D 1) Din vivod L 712
EhTBY, ZORHREIFHORHD1DEEZLNT
WaHY, EERENMNIC L HRE TR, BOBRIUIEN, B
R BHBICRIFICAA LY, 7 FEROTRH#D
ICHBHEETHA AR IR TS,

FRIOBMIC L BN, oA, A, HElRERS,
HHRER T, —AEBRER " 2 & ORTRRR SRR,
W5 T O 1 HBRR KB YA 6, REWOE THIC
MEE DL ) MR AR L7128 &0, BER
ABFERFEEFRE LoH 1 HBKHBREEHL, b

% 1R AER, FRBE, WAt

MIBATEM &I, {H, SOV TRIL

720
I. R B 5 &

1. #ERE

WERE 12 Table LIRTEI0LT, F#21—39%, #
£53~81lkg, HE163~184cmDBEAEFThHb, #
BREIIRERICET DL, RBROEM, WNE, EHOHES
IO E+ALEEY S LT, EEICLVRAELLE
BETH D, HHEETVLTR G HINCMARE, MHE
L#BRE, RRE, BFERERVMZ LS, HREL
LTHERTHSHZ EMHERI NI,

2. ERERRUREBRSE

HH & LT idfleroxacin 100mgE (Lot No. $660611)
& U°200mgét (Lot No. S660612) % R L, WWTFho)
ER b 5% T4 o 720 ZEBRE100mg D B B AR A A S G0,

* T431-31 EfRTHHAT3600
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Table 1. List of male healthy volunteers in phase I study on fleroxacin

. Body
Test Dose Volﬁr;teer ( Aifs) H(ilng]};t weight
no. . ye (kg)
1 36 170 68
2 23 168 63
3 33 165 53
1 100 mg x 1 4 34 172 63
5 35 167 66
mean 32 168 63
+SD +5 +3 +6
6 37 175 67
7 22 170 64
8 27 175 68
2 200 mg x 1 9 26 168 65
10 29 165 67
mean 28 171 66
+SD +6 *+4 +2
11 27 175 62
12 25 168 60
13 38 168 57
3 400 mg x 1 14 35 168 68
15 26 169 70
mean 30 170 63
+SD +6 +3 +5
6 37 175 65
7 22 170 63
8 27 175 67
4 200 mg x 1 9 26 168 66
(non-fasting) 10 29 165 65
mean 28 171 65
+SD +6 +4 +1
16 39 172 65
17 21 171 70
18 39 176 58
5 200 mg x 2 19 35 173 64
for 7 days 20 26 184 69
mean 32 175 65
+SD +8 +5 +5
21 26 178 71
22 36 176 62
23 34 163 66
6 400 mg x 2 24 26 170 62
for 7 days 25 36 177 81
mean 32 173 68
+SD +5 +6 +8

SD: standard deviation
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Examination schedule for single oral administration.

Fig. 1.
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Examination schedule in multiple oral administration.
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e R LA 5200mg, 400mgl #itg L7z, £
DEBERHATALD, 200mglRARTIZ FEHER 18
MgICBRE(a— 8y, Ny — Ja— R, FRH) %
By, ZO300BICRA L, CROBEIRMICE S
ZeM ¥R L/ LT, 200megl A2[E7 A H0EERAH
(13E) 24T o720 COREMEHRLAOBIZ, 5] &
& 400mgl H2[817 A W o> ®HeR A (13[8) % Eht L 720
WTFNRORKERIZB VT L EANL100mID K & IR &
(WA

WERF IR B GEAUR A IR B )RR A & IR
BB OGERHRAH TR R )2 4 81 F CEEMOE R
Ticb &, AFE -EHIR-NEDLOEE ST,
ZRERF AR CIIHR A AT 1ORE R LA L & R A 7% 4 5 RS 13 46 T
EL7

HE R CESRBEORERZ , ¥ 2 — L %Fig 1, 2,
BRAFE ¥ Table 2, 31T/ L7,

3. EMREONE

mi%, RYVAR, WK, FME, EERPRERTNTEE
itk =< k55 7 (HPLC)EICTERE L7 (Fig. 3, 4),
FhkRREHC L B E, RUNDOBETIZIZE A EDERE
{LEDATH 57-:DT, Fig 3OFEIIHVER L7,
RICOWTIRAHY TH B 7 A F )Lk (demethyl fle-
roxacin) L IFN- *+ ¥ & F{k(fleroxacin N-oxide) A ¥
ENIDT, Fig 4DFHEIZGEVWIHT LTz, —HOMmiF
>~ 7 (200mgZE R ) 12D V> TidEscherichia coli NIH]J
JC-2%BREHE L, BREZ IZConsera(AK) X HV /&
&7 -+ 7#(bioassay® )Y THEE L7,

T A L7 a3 BREE () THl s s,
A % 7 — W (HPLC grade) 2 1B 1L (Bk), BhBEK%E 7
FT-n-7FNT o EZI LR NF L VIGEEF )™
LATHFALH LR (BR) L WAL, ZOfhoiZE IR
BahF o, SRERIZB T AIMIG, B A, MER,

Table 2. Clinical laboratory test

Item

Test no.

1) Symptoms

2) Blood pressure, pulse rate, body temperature, respiratory rate, body weight

3) Laboratory tests

a) Hematology: RBC, WBC and differential counts, platelets, hemoglobin, hematocrit

b) Blood chemistry: total protein, albumin, A/G, total bilirubin, total cholesterol, triglycerides, ZTT,
GOT, GPT, ALP, LDH, LAP*, 4-GTP*, BUN, creatinine, uric acid, Na*, K*, Cl-,

Ca*, Mg*, P, glucose

¢) Urinalysis: pH, protein, glucose, urobilinogen, blood, ketones**, sediment, [Na*, K*, Cl-, Ca*,

Mg*, P]

*

only multiple administration
only test no.6
[ 1 except test no.5

* %

Table 3. Examination items

Item

Test no.

1) ECG

2) Ophthalmological test (photostress test)
3) Equilibrium test (stabiography)

4) Audiometry (audiography)

5) Crystals in urine

6) Serum and urine concentration

7) Saliva concentration

8) Feces concentration

9) Protein binding

10) Correlation between HPLC and bioassay
11) Fecal bacterial flora

1~6

}3,6

1~-6

L

4,6

NN
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Serum 0.5 ml Saliva 0.5 ml Filtrate 0.1 ml Feces 0.5 g
le-1/15 M PBS(pH 7.0) homogenized and diluted with
0.4 ml 1/15 M PBS(pH 7.0, 9 vol)
centrifuged
Slm:‘mtmt 0.5 ml

« (0.5 M PBS(pH 7.0) 0.4 ml
< internal standard solution* 0.1 ml
extracted with 6 ml of chloroform

ChloZ)form layer 5 ml Aqueou's layer
| evaporated
Residue
dissolved in acetonitrile—0.04 M phosphoric acid(3:7) 0.1 ml
HPLC

PBS: phosphate buffer
* Pipemidic acid in 0.5 M PBS(pH 7.0)

(HPLC operating conditions)
Apparatus: HITACHI 655A-12 Liquid Chromatograph
Column: TSKgel ODS-120T (TOSOH) 4.6 x 250 mm
Guard column: TSKgel ODS-120T(TOSOH) 4.0 x 10 mm
Mobile phase: Methanol/5 mM tetra-n-butylammonium hydrogen sulfate(28:72)
Flow rate: 0.75 ml/min
Detection: Fluorescence spectrophotometer F-1000 (HITACHI). A, =290 nm, X\, =450 nm

Fig. 3. Determination procedure of fleroxacin by HPLC method.

Urine 0.1 ml

+- internal standard solution* 0.1 ml

«— water 0.9 ml

<—1 N acetic acid 0.5 ml

<+ 5 mM sodium dodecylsulfate aq. solution 0.5 ml

extracted with 7 ml of chloroform-isopropanol(7:3)

1l
Organic layer 5 ml Aqueotlxs layer

| evaporated
Residue

| dissolved in acetonitrile-0.04 M phosphoric acid(1:1)0.2 ml
HPLC (same as in Fig. 3)

* Pipemidic acid in 0.01 N HCI

Fig. 4. Determination procedure of fleroxacin and its metabolites by HPLC method.
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RECEEIIRIEBELICHEEL, $XTE2EREIT
-20°CUN T CHER Lz REPITBIT B SIS
Dfleroxacin & FRH Dfleroxacin, 7 A FILIE, N-AF
FAROREME ZEBAICHANER, WThoRGbEK
LT T208MUERETH D Z LR INT,

1) MmiF

HWEARF T3 EKIRA %033, 067, 1, 2, 3, 5, 7,

9, 12, 24, 48MEMIIIRIM % 1T » 720 EHARARFIZIL,
R O RARIRABEOAREERICIRML, 2~6HEB
MR AT & 2B MR IR L 72 B RIS IE I % 558
L7,

2) R

HEARAEE I ERIRE%0~2, 2~4, 4~6, 6~8,

8~12, 12~24, 24~48, 48~72BfR & 12, HHIR
FATII24BR T EIZER L7

3) MEH

ZeR R 200mg IR FAARE D AR L, FEHIRA %L,
2,3, 5, 7,9, 12, 24, 48BEEIZIRAMENL & L T
HBE TR L 720 BRINVAE HIZEF L, 2.000Xg,
15 M OE L EEIC L ) EiEEELL 7,

4) HEfE

AH#%200mg B O AR B IZIZ3AMICHA IR T &I
TRTCOEELRRL 72, +5HEL, 47 EDS
FRLCIEABE Lz, MERBERAL, 3HAHLD
RIMLTERENLPEL, ZOFHEE KD,
400mgl B 2[8] @ HEEAR A BE (2132 R U7 B B 3EME % 4%
O, FRMEEEL L,

5) ABKS

ZRERE200mg AR A1, 3, 5, 12B¥ROMmiE %R
Be L7z, ROBESICHEELMEZ & LB-ABE
AREREBEMPS-1RI(7 32 2 ) TC& L5 8 L (1,000 X g,
105+, 15°C), BRSAH(F) &, ABATOME(S)DRIE
EILEEE(PB) R L W ko7,

PB(%)=(S(§()F X100

6) b MRAPBERE

Fleroxacin, X F V&% NORIZFEML, 37°CT
48BsHRE 5 LoD, I YRT 7405 —(0.22 xm)
FELTAHEL, ShiERLTEREL L

7)) F— 5B

AUCo-~~it, BETHE SN IRERAE S T TOMHE
ENFEE M TRD 2, EWFHEE (tr2) 33 K
BE—-BEBMSOMEEL ORI ZREL AV, ERE
REITo TR ROVTOEEZ )T T ¥ X(C/NHR
URMFTOSBBRR(VA/OIRK L W EH L7,

Cl/f=dose/AUCo~», Vd/f=(Cl/f) * t1/2/0.693, f: W&
Ve

15 75 I P 8% B (Cmax ) & 5 185 1L A9 2552 15 )53 BRF 1] T ) 42
HE % V72,
I.X B & &

1. HPLC# K U'Bioassayit & £ & DM

HPLCHE Tk iMif, MEMPIRIEI20.01 1g/ml, RIS
#12£0.05 g/mi, 3120.1 pg/g, K1320.25 pg/ml E THj
EY-7 5%, BRERIIRF2ERES RS g
ETd - 7:(Fig. 5, 6)o BioassayikTi320.05 ug/mlE T
EBIFETH o720

ZERER200mg AR 1, 3, 5, 12BFMoMi % H
Vv, WESEOHBEEICOWTHE L7 (Fig 7). Y
(bioassay)=1.12X(HPLC)+0.06, #REI{%%£0.988 & ljE
EET LV ZS b,

2. MiEiE

2B RF100, 200 UM 400mg ¥ HEIHRA L/ & & D
fleroxacin O ML i 15t & % Fig. 8127k L 7z, ML Fflero-
xaciniE I ER M IZ LR L, IRE%ZLI~ 285 CE— 7~
R, ZRLELEARRL,IET L, 48BFM %I
W=7 EDOHL/308 % 5 7z, HEIAREEOFEY#E
R/ T A — % — % Table 41277 L7z ZEBERF D Cracld
100, 200 K% 1F400mg T % h Z 1 1.58, 292, 506
png/ml, AUCo—~id £N £ 18.33, 36.60, 66.29 .g-
h/ml& ), FNHERAREIIIGC THEMLZ, el
Table 4 CRT L ) IZIRAEIZE S THI0KETH - 72,
VA/IELIRAZEIZE ST —ENELRL, 1.19~1.40
1/kgTH -7,

Fleroxacin 200mgM {F400mg% 1 H 2[0]7 B W& £k H
L7-& EDIMiFEDIEE *Fig. 9(2/< L7, 200mgl B 2[1]
AR T, WERBEDCoxid 2 pg/mik 2, 3
H B LD % 2B B O 13894 4g/ml & IXIT—ED
fExRL7. IRABERED3A BLUEH2 g/ mlD—%E
fE% R L7 400mgl B 2[ELEFARA T, #EARA#%
DCoaxtd#)4 pg/mlE 72 Y, 38 BLEOHRK #2850
fBEIZH9 pg/mle —EDEE % 5720 RAEROMED 3
BEUE—EERD, #5 g/mOfEERLI, B,
fleroxacinZ 1 H 2@k L7 & &, M meix3
HBE CEHIKEIZED, ZHIEZYEEDOCun® 25521
Th o720 HERBHZDOU2Z200mgRFRE11.885R,
400mghRFIEE10.405 B TH D, HERARELEDLS
- 7:(Table 5),

3. IRk

Fleroxacin B[l Jk FI B O JR s R R ALIKIRIE & RAEUR S
Pkt % Table 6, 7 A FNVAEDZ N % Table 7, N-+F
P RERDEN%ETable 8IZ/R L7z WTFNORAEIZH
Wb R %4~ 6B B TIRPREILRBR Y -2 &
%0, IREAKI2Z~24BHICBWTH FOH/2EF
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A B C D
1 1 1
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[ RS E— E— — | W S E— —
0 5 10 0 5 10 0 5 10 0 5 10
Time (min)
(A) Control serum
(B) Serum spiked with internal standard (1)
(C) Serum spiked with internal standard and 0.5 pg/ml of fleroxacin (2)
(D) Serum during multiple oral administration
Fig. 5. Representative chromatograms of serum.
A B C D
2 2
1 1 1
4
3
L L i
[ WS T W . —— e —— —
0 5 10 15 0 5 10 15 0 5 10 15 0 5 10 15
Time (min)

(A) Control urine

(B) Urine spiked with internal standard (1)

(C) Urine spiked with internal standard and 50 ug/ml of fleroxacin (2) demethyl fleroxacin (3) and fleroxacin N-oxide (4)
(D) Urine during multiple oral administration

Fig. 6. Representative chromatograms of urine.
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Fig. 7. Correlation between concentrations of fleroxacin by HPLC and bioassay.
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Fig. 8. Serum concentration of fleroxacin in fasting male healthy volunteers after a single oral administration.
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PRAIREE R LT REPIREEZIRAEICIZIEHAILTLE

AL, ¥—IBIIBT B RPREMAIBREE L2100,

200 % UF400mg TENEN66, 142, 207 pg/mITdh -
oo RPKBBELIRARBICHFILTLER LD, 7
AFNED Y — 7 B (4~6BE/H ) 1322 08E:100, 200K
U400mg TENEN4.4, 96, 17.4 4g/mITHY, N-F+
F 2 FEOETNIZ41, 100, 18.2 4g/mITdH -7, Bl
L, MAHMORFBELEULTEY, RELED
L/1I0LATDRPLANNIZDH - 720 IREZT2EEM T TO
AEAROZRER PP FILEHERF100, 200 R T
400mglR A CENENIRBAED72.0, 77.3, 73.1%TH
D, RABIZEOT—FELLEVHRERZR L, K5
MORBRPIFMELRABIZE ST —ETHY, T2
FIEHE6%, N-4F > FEI#HS%TH -7, b,

3BFRAET A LIRABDSSRARFICHINE N, £D

85% LA EASKREIBETH - 720

200mgl H2[E7 B M EHRA L& 2 DRPiRES
Fig. 10K L7zo 3H BUARRIZIT—%E LIZIRPIBE #5R
L, 1HDFYRE L L TREREDIF200 ug/ml, 7
A FVAERUN-* F 2 FEHFH20 xg/mlTH o712, B
WIRA%3H I CTLRABDT45%AKELAKL LT,
6.6% AT AFNEE LT, 6.0%AN-+F FihE LT
et S, ZOREHI8TRISEL

400mgl 2@ 7 AR EMRA L7 L EDRPiRES
Fig. 101278 L7z 30 BLAREIZIZ—E LZIRPIRE 2R
L, 1BDOFYiRE L L TRELAEDI 300 pg/ml, 7
X FVERUN-* %2 FEAH35 4g/mThH o1z &
RIRAH%3A I CTRRAENE.1%AKRELAELELT,
79%DSF A FNAEE LT, 7T4%DN-+F FkELT
Pt S h, ZOBETIZ8A%ITE L/ BIb, 200K

Table 4. Pharmacokinetic parameters of fleroxacin in male healthy volunteers after a single oral administration

Dose Volunteer Tnax Crnax tiys vd/f AUC.,
(mg) no. () (ug/ml) ®) k) (ug"h/ml)
1 1.0 1.55 9.9 1.18 17.85
2 0.7 1.43 11.3 1.53 16.91
3 0.7 241 10.0 1.20 22.60
100 4 3.0 1.10 10.0 1.47 15.61
5 0.7 1.39 11.6 1.36 18.66
mean 1.2 1.58 10.6 1.35 18.33
+SD +1.0 +0.49 +0.8 *+0.16 +2.65
6 2.0 3.17 11.3 1.12 43.30
7 1.0 2.45 8.5 141 27.23
8 1.0 2.38 10.4 1.26 35.24
200 9 2.0 3.82 8.7 0.99 39.04
10 3.0 2.77 10.6 1.19 38.20
mean 1.8 2.92 9.9 1.19 36.60
+SD +0.8 +0.59 +1.2 +0.16 +5.98
11 1.0 5.39 11.6 1.37 78.84
12 3.0 4.27 11.4 1.78 61.36
13 1.0 7.28 7.9 1.14 70.32
400 14 2.0 5.07 8.6 1.17 61.97
15 3.0 3.31 11.0 1.53 58.98
mean 2.0 5.06 10.1 1.40 66.29
+SD +1.0 +1.48 1.7 +0.27 +8.22
6 2.0 2.29 11.4 1.57 32.20
7 2.0 2.69 9.6 1.91 23.01
200 8 2.0 2.25 11.5 1.71 28.98
(non- 9 1.0 4.32 9.1 1.37 28.99
fasting) 10 2.0 2.09 11.2 1.63 30.55
mean 1.8 2.73 10.6 1.64 28.75
+SD +0.4 +0.92 +1.1 +0.20 +3.47

SD: standard deviation
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Multiple dosing period

v v
121
10— - _
\
\ 400 mg b.i.d

g \ \ \ g D.1.d.
= \ \ \
£ \ \ \ \ \
3 \ \ \ \ \
§ 6 \ \ ‘\ \ \
5 \ \ \
g \ \ \l
g
g

\
O 4] \ . J ]
\ N
\ \ N N
\ \ N N
\
2
T 200 mg b.i.d.
= T T T T T T T T —
1 2 3 4 5 6 7 8 9
Time after the first administration (days) (mean*SD n=5)

Fig. 9. Serum concentration of fleroxacin in male healthy volunteers during and after multiple oral administration of
200 mg and 400 mg b.i.d. for 7 days.

Table 5. Pharmacokinetic parameters of fleroxacin in male healthy volunteers during and after multiple oral administration

Volunteer Tax (h) Conax (ug/ml) .
Dose typ (h)
no. 1st day 7th day 1st day 7th day

16 5 2.5 1.80 3.60 1.4
17 2 2 1.95 4.70 12.1
18 1 3 2.55 4.45 11.9
200 mg x 2 19 2 3 2.25 4.60 12.8
for 7 days 20 3 2 1.60 4.25 10.7
mean 2.6 2.5 2.03 4.32 11.8

+SD +15 +0.5 +0.38 +0.44 +0.8
21 1 1 5.00 12.0 10.4
22 3 1 4.20 9.4 8.6
23 5 2 4.15 10.8 12.0
400 mg x 2 24 3 1 4.20 11.0 11.3
for 7 days 25 3 2 3.50 7.6 9.8
mean 3.0 1.4 4.21 10.2 10.4

+SD +1.4 +0.5 +0.53 +1.7 +1.3

* t,yp after the last administration
SD: standard deviation
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400mg®1 A 2WBEHEAR B L3 Reh i EATIR A &1 131
KEIL, 1HOFHRPREEREL LTERZTLY
200 pg/ml, #9300 4g/mlTd -7 200mg & 400mg D
R#tmbEo- RRERPHHE(YL B F ToOLRARI
M REHME- S 7 EERBEIINT 5 BRHE
WE-FH Y5 7)%Fig. 11 L Fig. 122K L1z, WTh
DOIRAEFIZB T HREY & RELA DO LEHBERIC &
LYF—EThH, BERABOZINEEDLLh 5T,

4. REOE

Fleroxacin DAABIEEIC RIFTHEEOZBIZOWTH
HI~LK, AMOMETE—OE@EE»S2EHE L A%
3052200mg % BEEI AR A U 7o A PR AR A B O oML i35 o ok
TALRiRE, EMRERN/ ST A -5 —, RPBERD
BRR P E Y ZNFNFig 13, Table 4, Table 6~
I L7z, ABRAROMEPRELAKiRE R

AUCo-= i S ZERED Z I HANT R RV EE R LA,

FOMDEWEERM /ST A — 5 —, RPiRE, RHIR
PHRMH T CERLREZRRDON L h o7,

Multiple dosing period

5. kit

f%200mg O AR B O FE R 2 bR E I 2A B (12
26.9 ug/gDiEE% /"L, 3A B T ToOREPPERITIR
HED3.2%Tdh - 7:(Table 9)s L7 T, TDHH
KA REW b EO - ARIREF MBI 2R 2 DH6%
IE L7

400mgl A2[EEFERAHBO2A B L 7H BIZHEFZ IR
WLT, EPEEYHELLESS, FRENITS,
159 .g/g(n=5)Tad - 7:(Table 10),

6. mABKS

ZefERE200mg B MR A £ DM % AV TR A BiET
BET L7 EFE, RIEFREIZLSTII-ETH
n, ZOFHME(n=20)i1332%Td - 7-(Fig. 14),

7. EENIPIRERE

Z2BERF 200 mg B[] AR R B 00 M i o RS AR IR BE % RS
WIRBUL -4 b i i & 3612 XUR L 72 (Fig. 15), IR
H1ESE %O T2 &, MERPREIIGEPRELD
Hhole EETOMEBEREIZ0884THY, WFIX L

500 ‘ —+
O @ Fleroxacin
400— A A Demethyl fleroxacin
400 mg b.i.d. O B Fleroxacin N-oxide
E 300
(-7
3
=]
L
o
K]
8
S 200
200 mg b.i.d.
100 4
.

5 6 7 8 9

Time after the first administration (days)

Fig. 10.

Urine concentration of fleroxacin and its metabolites in male healthy volunteers during and after multiple

oral administration of 200 mg and 400 mg b.i.d. for 7 days (mean+SD n=5)
Open and closed symbols indicate 200 mg and 400 mg b.i.d., respectively.
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200 mg b.i.d. (n=5)

100 * ‘

—100

80

=N
S
|

o~

(=)

|
Cumulative urinary recovery

Daily urinary recovery
(% of successive dose)
(% of total dose)

20—

Demethyl fleroxacin Fleroxacin N-oxide

Time after the first administration (days)

Fig. 11.  Mean cumulative urinary recovery of fleroxacin and its metabolites in male healthy volunteers against
successive and total doses during and after multiple oral administration of 200 mg b.i.d. for 7 days.

400 mg b.i.d. (n=5)
100 ‘ ‘ —100

80—

60—

40—

Daily urinary recovery
(% of successive dose)
Cumulative urinary recovery

(% of total dose)

20

Demethyl fleroxacin Fleroxacin N-oxide

Time after the first administration (days)

Fig. 12. Mean cumulative urinary recovery of fleroxacin and its metabolites in male healthy volunteers against
successive and total doses during and after multiple oral administration of 400 mg b.i.d. for 7 days.
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AL, MERMIERERIZHN04TH 72, 72,
COREBERAEEICL ORI EIZLD, BERADORIT
HERPLODEEZ LN, B, JOBERPEEI
JEREARILIE IR D#60%ICH LT 5,

8. IRPIBHREE

Fleroxacin & 7 X F VKD & bR~DEHEFE % Table
11127% L 720 FleroxacintZ V31D pHT % 2000 pg/ml
PEDBREY D, 7 AF VAL 500 4g/mbl EiEHE
L7e 8, N-AF T FERIZOWTRIRGF LTV 2w
A, FOmMEN S L Tlleroxacin & R LL LEIT T
WL O LR SN, ThoOEIRAEIME S R
BEOVWERLNTAEVETH -7,

9. WEH
1) BRAER

400mg]l A 2[ELE SR FIRS 1 2 A58 f#E ($x 5-%4~58E),

SENEEREFFRZA, WTHOEE, —BHNLD
Tholo TOMESRELHRZT, ©FT\V, FREE
YHEAODELIBI o7,

2) MIE, MRm, iR PHEK, LEXTXTOR
BRTRELEBIRON LD 572 (Table 12~17),

34

Concentration (ug/ml)
[\
1

3) ERAHRAE

MERAE R PRREIZBVT, FFIIENTLEEZ
SNBRFERED LN 5T, MBAELFHREIZLV
Tix200mg R ARARED16112GOT(23—+51U-4HB),
GPT(27—87U-4A B)D LA AB®O LA, 13H%
\ZIXEfE(GOT : 24U, GPT : 22U)IZfELTBYH, 1V~
INERFIBAABRIC BW T O RE RO Lo, EDOMD
MEAENLFREMICIICTHORKBRTLEF DL H
- 7:(Table 18~26),

4) #E&R

400mg#E [ AR A, 400mgl H 2ELEHAR M, RE A
BRERZEL, —&Z PV TIIRE L7ARORE S & <,
fleroxacinD#&E s b & RO 72,

5) HREEME, THHaekd, Bhma

400mg B AR A, 400mgl B 2[0] & Hhk A WF 12 FE M L
1S, MORELELERO LD 5T,

o, = =

FleroxacinDBEIRFFMIZ L b, BERAR FEBE
M RICKK| O EHE & RNBNEIZ D ZRET L7,

100~ 400mgHi @I AR F % 0 M i o A LA (iR A

(200 mg mean*SD n=5)

Fasting

Non-fasting

! T T 1 | T

Time after administration (h)

Fig. 13.  Effect of food intake on the serum concentration of fleroxacin in male healthy volunteers after a single oral

administration.
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BELPICERL, 1-2BETE-27I12&T %,
200mghR A BF D Crnax 383 pg/mITH Y, EFDL NV
¥ #) norfloxacin'"’, enoxacin'®, ofloxacin'®, ciproflo-
xacin' ?’OWVFNR L D EV, T/, FHOFEMIZH10
BfITH Y, ZHhitnorfloxacin®4~58Ef'", enoxacin
D5~6EERY, ofloxacin?®3~5EER]'®, ciprofloxacin®
3~S5ER'" L HNTRWHDTH 572, FleroxacinT i
1E2EDEFRBICE > THEBOL 2 VIIFE LNV
¥ BHTENSEORBRTHEZ S L7z, Fleroxacin
200mgl B 2Bl DEFRAIC L ) MFPREIX2~4
pg/ml% R L72AS, enoxacinDFE DL NNEED
1212400mgl H 2@ KD, ofloxacin 34 200mgl H 3
ERECORENLEELE LA,
FROEORIARIF % Z L 3 BEEREMOERH»
LFREINTVAAY, KFRICIDE MIBVTHE
ORIXASBEF & HEB S 7z, BEIRAZOR B EIE X
KW EEDOTRABEDHESHTH ), LrdbEFER~
OEINEIII%IEETH - 7-FiL, FH»e b TEOMRK
ALEBELITERIIRNEIND I EERE L, B
FIZL D AUC-= it R RET L7oAs, miFE—2 L~V
IR L RIBEDL NIz ), RPBE, Rkt
FIZHEOZNW DS, FRORIUIN L TEEDOR

Table 10. Feces concentration of fleroxacin in male
healthy volunteers during multiple oral
administration (400 mg b.i.d. for 7 days)

Feces concentration of fleroxacin
Volunteer (ug/g)
no.
2nd day** 7th day**

21 98.7 134
+13.7* +27

88.1 109
22 +1.3 +50
139 246

2 +3 +22
113 206

24 +12 +21
47.9 102

25 +31 +16
Mean 97.3 159
+SD +33.6 +64

* each value represents mean *SD of 3 determi-

nations.

** time after the first administration.

SD: standard deviation

Table 9. Feces concentration of fleroxacin in male healthy volunteers after a single oral administration of 200 mg following

a light meal
Volunteer Feces concentration (ug/g) Cumulative
o fecal recovery
’ 0~24h 24~48h 48~72h (% of dose)
29.8 43.6 12.7
6 +3.4* +10.0 +4.9 52
6.2 14.6 10.7
7 +1.7 +0.6 +35 16
6.6 31.7 5.9
8 +2.5 +4.9 +1.7 2.6
54 28.8 4.6
? +0.9 +3.9 +2.6 3.7
24.1 16.0 1.7
10 +1.5 +10.4 +0.4 27
Mean 14.4 26.9 7.1 32
+SD +11.6 +12.0 +4.5 +14

* each value represents mean *SD of 3 determinations.
SD: standard deviation
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° LA
g o ) ... o o ° )
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B
20
0 T T 1
1 2 3
Total serum concentration (uxg/ml)
Fig. 14.  Protein binding of fleroxacin in serum taken after a single oral administration of 200 mg to fasting male

healthy volunteers.

27
o
g o o o
3
5 o
£ . o
5 14
§ 0.’ 0o® slope: 0.42
S & Qg’ r: 0.884
; o n: 45 -
= o oa®
L &°
0 T | T 1
1 2 3 4
Total serum concentration (ug/ml)
Fig. 15. Correlation between saliva and serum concentrations of fleroxacin after a single oral administration of

200 mg to fasting male healthy volunteers.
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BREHLZDLDEZZ NI,

FleroxaciniR A %2158 /- M {F (2D V> T~/ fleroxacin
DI-ABEEFEI2%THY, IrDOF /O HNKY
B EH L RBICHIEETH o 7o RET LIREHE
(0.33~2.77 pg/ml) THERZBEILKFLET—ETH
h, COBRRIIHBENHCBAELRETLINEER
b, BERMA L N EB/VA/H31.3 /kgThoTo B
ILEN09 L EEZ HN/DT, VAidl IV/kghh ke %

), AROMBRITHO RIS Z EATRRENT, 15,
AH O RIERE L EANOBITHYS BIF 2 Z L RUZHES
ANDOBITHOBRIF LI YT v P THREIRTWLE,
MERE R M TR L L (AL, RiEPiRE:
T AHHIRH04TH o7 T2, FHNIERIC L FS
PIIBTTAERTH D Z LR INT,

Fleroxacin & [A#E, ¥XT T VRIIN-AFIVEYHT
A% 70 NEUBERILER O bpefloxacinidft#

Table 11. Solubility of fleroxacin and demethyl fleroxacin in human urine (37°C)

Sample Fleroxacin Demethyl fleroxacin
no. conc. (mg/ml) final pH conc. (mg/ml) final pH
1 2.68 5.32 1.32 4.87
2 4.57 5.18 1.55 5.02
3 2.75 5.60 0.89 5.52
4 2.73 7.22 0.66 7.38
5 2.65 7.62 0.52 7.81
6 3.83 5.08 1.01 4.87
Mean 3.20 0.99
+SD +0.81 +0.39
SD: standard deviation
Table 12. Vital signs (100 mg single-dose)
Day 1st 2nd 3rd
Time | AM PM AM AM
(h) | 8:00 | 10:00 | 11:00 | 12:00 1:00 2:00 4:00 6:00 9:00 9:00 9:00
Volunteer no. (-1 @ 2) 3 “4) %) ) 9 12) 24) 48)
1 111/61 | 104/59 | 113/58 | 107/56 | 110/61 | 107/55 | 107/54 | 99/54 | 105/56 | 105/58 | 99/55
Blood 2 96/54 | 104/53 | 105/57 | 105/55 | 99/50 | 115/52 | 109/51 | 114/57 | 107/52 | 101/58 | 102/56
pressure 3 106/61 | 103/58 | 111/63 | 99/53 | 99/57 | 100/55 | 103/57 | 93/52 | 105/57 | 90/54 | 106/60
(mmHg) 4 117/67 | 109/67 | 114/70 | 117/68 | 114/72 | 114/61 | 115/68 | 111/63 | 116/60 | 107/65 | 112/64
5 115/64 | 106/60 | 101/52 | 100/54 | 103/56 | 97/50 | 107/55 | 106/58 | 107/57 | 100/52 | 101/56
1 58 57 59 57 59 73 73 71 70 60 65
Pulse 2 70 67 67 67 59 77 75 75 75 81 78
rate 3 77 72 75 64 69 84 82 79 79 83 88
(/min) 4 64 62 64 58 64 75 69 72 73 75 83
5 75 75 67 69 67 71 75 79 77 70 67
1 20 20 19 20 20 24 24 13 15 15 18
Respiratory 2 15 16 15 13 14 17 17 15 17 17 14
rate 3 19 18 17 13 15 16 16 18 16 14 16
(/min) 4 16 15 20 16 18 14 20 13 16 18 15
5 12 12 13 12 10 11 12 11 12 11 1
1 36.2 35.8 35.8 36.2 35.7 36.0 36.5 36.5 36.7 36.1 35.8
Body 2 36.0 35.6 35.5 35.7 36.0 36.2 36.0 36.2 36.5 35.9 35.9
temperature 3 36.4 36.2 36.1 36.0 36.2 36.7 36.6 36.7 36.4 36.2 36.4
°C) 4 36.0 35.8 36.0 36.0 35.9 36.1 36.1 36.5 36.5 36.2 36.1
5 36.0 36.0 35.7 36.1 36.5 36.3 35.8 37.0 36.5 35.8 36.1




vOL.38 S-2 Fleroxacin® % 1 A& H K ER [ 299
Table 13. Vital signs (200 mg single-dose, cross-over, fasting)
Day Ist 2nd 3rd
Time | AM PM AM AM
(h) | 8:00 | 10:00 | 11:00 | 12:00 | 1:00 2:00 4:00 6:00 9:00 9:00 9:00
Volunteer no. (-1 1) ¥))] (3) @ ) @ 9 (12) (24) (48)
6 117/75 | 124/80 | 116/87 | 124/83 | 121/87 | 123/79 | 124/84 | 112/78 | 118/72 | 116/76 | 110/77
Blood 7 107/55 | 104/55 | 99/52 | 101/48 | 106/52 | 106/57 | 107/52 | 102/55 | 106/56 | 105/55 | 102/55
pressure 8 114/65 | 106/59 | 114/62 | 108/63 | 107/67 | 119/60 | 119/60 | 111/58 | 110/59 | 114/61 | 117/61
(mmHg) 9 136/78 | 128/79 | 127/77 | 124/73 | 125/68 | 137/76 | 137/73 | 133/71 | 125/70 | 123/71 | 121/71
10 120/67 | 126/69 | 116/68 | 110/63 | 120/66 | 120/65 | 116/63 | 115/61 | 117/64 | 117/67 | 117/61
6 69 69 67 65 70 86 83 82 85 76 70
Pulse 7 72 70 70 65 65 91 85 85 91 81 82
rate 8 85 80 72 77 79 90 86 87 89 74 77
(/min) 9 88 73 76 72 66 91 92 74 79 79 85
10 59 52 50 47 52 58 58 52 63 56 62
6 16 16 12 14 14 14 13 14 18 14 14
Respiratory 7 20 18 21 19 20 17 21 21 22 18 18
rate 8 20 18 16 18 15 17 18 21 18 20 19
(/min) 9 18 20 17 18 16 16 14 18 19 17 19
10 18 16 19 19 16 16 18 18 18 18 18
6 35.5 35.3 35.8 36.0 35.9 36.2 36.4 36.6 36.5 36.0 35.9
Body 7 36.7 36.0 35.8 36.3 36.3 36.7 36.8 36.2 36.7 36.3 36.0
temperature 8 36.5 36.5 36.4 36.8 36.7 36.6 36.7 36.8 36.8 36.2 36.4
°C) 9 36.7 35.9 35.5 36.1 36.3 36.6 36.5 37.0 37.0 36.3 36.3
10 36.2 36.3 36.2 36.0 36.3 36.2 36.5 36.3 36.7 36.3 36.6
Table 14. Vital signs (200 mg single-dose, cross-over, non-fasting)
Day 1st 2nd 3rd
Time AM PM
(h) 8:00 10:00 11:00 12:00 2:00 6:00 9:00 9:00 9:00
Volunteer no. (-1 @ ) 3 5) 9 (12) 249) (48)
6 133/80 113/66 122/75 112/73 114/67 | 115/67 | 124/73 115/73 119/69
Blood 7 103/51 111/56 | 105/62 102/58 119/59 | 111/55 | 120/63 | 122/65 109/61
pressure 8 129/69 110/63 115/67 | 108/65 | 115/67 119/67 | 116/67 123/63 114/63
(mmHg) 9 119/68 112/65 110/63 109/65 114/64 122/65 127/69 | 129/74 123/71
10 121/69 110/62 111/60 103/59 | 103/58 115/64 116/63 111/64 119/66
6 66 71 69 63 74 66 72 79 82
Pulse 7 54 57 59 52 72 66 75 81 69
rate 8 55 60 55 54 67 59 67 60 65
(/min) 9 65 66 64 65 75 79 84 90 89
10 51 52 49 44 55 54 59 54 63
6 12 13 13 13 14 13 14 14 13
Respiratory 7 15 16 17 16 15 17 16 15 16
rate 8 17 18 19 13 15 16 14 15 18
(/min) 9 16 15 17 14 15 16 15 15 16
10 14 15 18 14 16 15 17 19 17
6 36.1 36.6 36.0 35.1 36.1 36.0 36.1 35.6 354
Body 7 36.3 36.4 35.8 35.9 35.7 35.7 36.3 35.8 35.9
temperature 8 35.9 36.7 36.2 36.1 36.0 36.4 35.9 35.8 35.5
(°C) 9 35.8 36.5 36.1 36.4 36.5 36.1 35.9 35.8 35.8
10 36.0 36.5 35.5 35.9 354 36.0 36.1 35.6 35.6
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Table 15. Vital signs (400 mg single-dose)

Day Ist 2nd 3rd
Time AM PM
(h) 8:00 11:00 12:00 2:00 6:00 9:00 9:00 9:00
Volunteer no. (-1 ) 3) (5) ) 12) (24) 48)
11 103/55 103/58 98/58 104/53 101/51 102/57 107/59 107/55
Blood 12 95/52 96/55 98/50 106/57 103/57 109/59 104/56 117/65
pressure 13 107/67 105/63 98/60 95/48 99/55 99/55 102/57 100/54
(mmHg) 14 109/65 110/63 109/68 113/69 114/69 114/67 111/69 110/65
15 109/64 103/61 101/63 107/55 109/58 113/61 112/62 107/58
11 55 60 63 61 56 68 60 65
Pulse 12 41 45 45 57 50 56 56 68
rate 13 79 60 57 59 61 62 64 65
(/min) 14 60 54 58 77 62 77 76 71
15 50 51 55 56 53 56 58 56
11 36.0 35.8 36.0 35.7 35.9 35.9 35.8 35.9
Body 12 35.9 36.0 36.2 35.9 36.0 36.1 35.6 35.6
temperature 13 36.1 35.8 36.2 35.9 36.1 36.4 36.0 36.4
°C) 14 35.9 36.0 36.1 36.1 35.9 35.8 35.2 35.7
15 35.8 35.8 35.9 36.2 36.3 36.4 35.7 36.2




Fleroxacin® 55 1 HFRRER 1 301

VvOL.38 S-2

T'9E| ¥'9€ | G'9€ | 9°'9€ | ¥'9€ | #'9€ | G'9E [ G'9€ [ S°9€ | 2°9€ | ¥'9E | €96 [ 0°9E [ 9°9€ | 098 | €98 | 2'9¢ | ¥'9¢ | 86 | ¥'9¢ | €'9¢ | 598 | ¢9g | zog | €9¢ | e9g | vog | Tog | 658 | o2

€'9E | 9°9€ | S'9E | S'9E | G9E | Z9E | G°9E | G'9E | GTOE [ T9E | L9E| W9E | 2'9E | L'9E | €9€ | v9e | G9e | ¥oe | 19 | 99e | g9e | 1'9g | s9g | vog | o | €9g | zog | soe | 19g | 61 (o)
0'9E | T'9E | 0°9€ | S'9€ | 9°'GE | 6'GE | €'9€ | ¥'9E [ ¥'9€ | 6'SE | 2'9€ | T'9E | €95 | 9°9€ | 6'SE | €9€ | 98 [ 0°9€ | 9'5e | #9¢ | 1'9¢ [ 0°9¢ | v9¢ | 0°9¢ | €'9¢ | v9g | 798 | 2’9 | vse | g1 |omiesadway
9'9€ | €'9E | P'9E | C'9E | G9E | 098 | €°9€ | T'9E [ 0°9€ | 2'9E | €9E | T'9E | 2'9E | ¥'9E | T'9E | €98 | 99¢ | 0'9 | zog | 19g | ¥'oe | €9 | 99g | z9g | g9 | 1og | vog | sog | £og | LT fpog
6'GE [ 8'SE| C'9E| €9E | 8'GE| ['9E | T'9E | €96 [ T°9€ | L'SE| T'9E | 6°'SE | T'9€ [ 0°9€ | 6°SE | €98 | 9'Se | 2’9 | 65| 19¢ | 8'se | €9 | z9g | 98 | 0°9g | 0'9¢ | 8'se | z'9e | 658 | o1

6 | 6 | 6 |6 | O | or | ot | v ¥ | wr | or |or | or|or | % |ot|or|or|e6 |or|ot|or|rr|or|s |6 [8 |or]|or] oz

9U | 9T | LU | 9T | 6T | 61 | LU | 8T [ 0z | 81 | ST | 61 | 8T [ 8r [ 61 | 8T | 8U | 81 [ 8r | 8r | 61 | 4v [ 2v | 2v | sv | 2t [ st | v1 | 31 | 61 (mut/)
0z [0z |0z |2 | 12| G | T2 0z | 12| 0|0z | 12| 12| 02|02 |61 |80 | 81|61 |0z | oz |8t || 1z| st | 1g]sr|er|zsr] st R
€ | ¢ | LU | 02 | 0z | €2 | 2z | 0z | 8T [ 81 [ 0z | 81 | 8T | 8T | o [ 61 | 81 | 9v | 81 | 61 | 61 | 81 | 81 | 61 | 81 | 21 | 21 | 81 | 21 | 21 | Aojendsay
02 | SU | ST | 9U | 9T | 9T | 8T | LT | OU [ ST | ST | 9r | or | 81U | o [ 2v | 8t | ov | #1 | ov | 61 | 8v | 81 | ot | oz | st | oz | 0z | 61 | o1

Lo\ e8| 8 | 18| 9L | S| v | TL|G 69| 09| 9| 69| L9 ¥ [ 12| 6L| 69| 99| €| 60| 2] w|o]| ]| 19] €|l ]| oz

69 [ 2L | 8L | T | 9L | 99 | | LL|Le | 99| v | 4L | 89 | Wo| L9 | 9| 8| e | oo |6L]| 18| 99| 00| 29| 65| g0 o] 1) o99]| 6r (urury)
| o | S9 |99 | ¥[8 | 19| 8 | S| 2|09 | 0| € | 59| 19| 190|262 | 9|8 262 |25]|w/|w|o9]| 65| v | sr R
89 | AL | L | Ll | L[ 89 | 2L | 28 | €8 | 0L | 9L | S8 | O | ¥ |69 [ L | 18| 0L | 2] 19 € |69 oL w9 so| o] 8| oz w9 L1 asing
66 | OL | €9 | €9 | 45 | 85 | 19 | S9 | 09 | 9 | 29 | 29 | 85 | 85 | 45 | €9 | L9 | SS | 5| 28| 9 | 5| 95 | s | es | 15| ss| w5 | 15| or
85/801/26/S01{SS/901{9S/801{¥S/S0T|9S/PTT| 85/S6 | 8%/86 |VS/TTT) £5/56 [97/9TT{€S/22T|6¥/20T|¥S/Z0TI0S/001T] ¥S/86 [/ TTT{¥S/L0TISS/L0T(¥S/9TT/0S/02T{LS/9TT|8S/02 1| 1S/80T18S/STT|09/711{95/0TT{0S/901lzs /2Tl 02

09/601{29/2 1T T9/ETT|CI/ITT|L9/BTT|E9/L0T[29/ETTI09/L0T|29/ETT{Z9/ TTT|SS/00T|EY/STT09/90T|8S/20T{19/20T|6S/SOT|H9/PTTI8S/EOTI09/0TT|29/2 T 1{99/L T1|65/60T|65/L01|6S/S TTIE/ETTILS/ T0To/vTTIZ9/e TIlvOsSTT 61 (BHuur)
29/00195/201) £5/56 85/201{09/€01| 19/26 [€9/L0T| 85/66 |09/€0T|¥9/0T1{¥S/20T{8S/L0T|6S/00T|9G/L0T|19/T0T| ¥S/6 | SS/26 [19/00T|19/¥0T|2S/TOT|6S/7TT{SO/60T(99/STT| 99/86 |29/80119/€01[89/211{€9/L01T[z2/501 81 amssaid
29/011/£S/201/85/90T/95/601{29/21T/09/801{LS/LOT|6G/SOT|6S/POT|8S/SOT|ES/POT|SS/LOT| £S/¥6 |LS/B0T|SS/TOT|9S/Z0T\LS/LTT| TS/¥6 | 1S/L6 |LS/60T|LS/TTTILS/2TT|65/2T 1|2/ T0TI6S/TTTI9S/0TT]2S/80T|L8/60T{T19/L0T] LT poog
29/60T/6S/T1T) 19/86 [¥9/S01165/201{29/20Tf £5/96 |9G/SOT\LS/TOT|29/%01| LS/L6 [09/S0T|SI/60T|ES/VOTITI/E0T| £9/96 [19/20T| 09/66 |LS/80TI6S/LOT|¥LI6 TT8Y/ITI{LO/8TT|L9/ZT UIb9/vOTIEL/LOT 1L/OTTl69/L0T[2L/eTY] Ot

OmM O|lele|@|l0|o|t)@|o|@|0|t)@]|0]|@|0|@]0|en|lam|lw]lele]| @ ola) ‘ou

006 | 00:6 | 00-8 | 00:¥ | 00 | 00:2T)|00:TT|00:0T| 00:6 | 00:8 | 00:TT| 00:6 | 00°TT| 00:6 | 00:8 | 00:TT| 006 [ 00-TT| 00:6 |00:TT| 00:6 | 00:0T| 008 | 00:% | 00:2 | 00:2100:11] 00:01| 00:8 | W\ s931Umi0p
WY | WV Wd Wy Wy WY Wy Wy Wy | WY | suny,

w6 | ws L N9 ns o pig pug 1 feq

(shep L x Aep/g x 3w 002)

sudts A 9T Slqel



NOV. 1990

CHEMOTHERAPY

302

195|698 | 98| 998 | 98| €98 | #98 | 595 | 956 | 6°GE | L°9E | 6°6€ | 0°9E | €'GE [ 0°9€ | G'9E [ 2°SE [ 0°9E | 0°9E | 9'FE | 8'GE | G'GE | G'SE | Z'9E | U'9E | ¥'9E | 8'VE | 'OE | L9E ) 09E H4
L98| 298| 98| L9E | 898 | 0°9E | 0L | #96 | G'9€ | €96 | 8°9E | 9°9E | 0°LE | G'9E | 8'9E | L'9E | 99E | €'9€ | 9L | 9'9€ | ¥'9E | ¥'OE | L'9E | S'9E | 9'9E | T'9E | L'9E | ¥9E | L9 | GOF e Qo)
Lse | 9se | 668 | 996 | 968 | S9€ | 2796 | 86| 6°SE | €56 | 9°GE | 296 | €GE | S°SE | 6'GE | 1'9E | ¥'SE | 298 | G'SE| U'SE | 6| 9°SE | 0'9E | TSE | 2'9E | 8'GE | 6'GE [ L'GE| G'SE | 9GE €2 aImjesadua)
e | e | 666 | 998 | 6% | L'6E| 966 | 9°E | @'se | Gve [ 8GE | 166 | L'SE | 0°GE | 0°GE [ 2'9E | ¥'SE | 9°GE | SVE | 6V | G'GE [ &'GE [ @'9E [ 0°9E | O'GE [ 8'VE [ I'SE [ E'SE | 'GE | I'SE 44 Apog
TSE| 696|068 |G98) 29| vse| 16 196 | 9'GE | ¥¥E | 'GE | €GE | G'SE| 9GE | €'SE | 6'GE | ¥'SE | 6'VE | 0'SE | 8'GE | T'SE [ T'GE | G'SE | €'GE | 9'GE | G'GE | I'SE | €'SE | GG | €'GE 12
wlse|es | oo || e {a| S| L9 69| 8| 89| TL| €| oL L9 LS| 99|89 |9 |a|W|L|6L|9|E]K|W b4
8 | oo e [ o8 | 6L | 1L | €L | L9 89| 29|69 | 12| 69| 69| 09| €| 99| 99| |8 | ¥ | 99| 99| 69| 99| LSS 8 |LS|L 44 (umwy)
19 | 99| 9| 99| # | 29| 09| 8 | 19| S| 65| ¥ | ¥9 | 89 | 8 | 8 | S5 | 8 | S5 | €5 | ¥5 | 95| & | ¥5 | €5 | 1S | 6V | 6V | 6F | 05 %4 R
® | 98 | 8 | 06| 8|8 | 8|2 | 8|9 |08 |88 |08 | 18| V|G| 18| 6| LL|S9| 8| BL|OL|O|C|S]|6S|99|OL|I [ asmd
L | v | 8L | ¥ Lo 89 | L oc| oL | e | 80| 9| €| 99| 1L 8| 69| IL| 9| 69| 18| 69| L9 K| L8| IOV 2
65/60T|19/901/09/601(25/001| 25766 [55/001{£6/901| #5796 |19/801}.5/001| 5726 |19/901| 56/66 | 19/0T1{19/2YT|T9/80T|¥9/Z 1| T9/SOT|LO/STT|PO/OTT|SS/Z0T\LO/ETT|EN/TTT|Z9/L0T|09/E0T|8S/LOT) ¥5/86 |8G/VOT|2O/ZTT|TLIOZT)  S2
69/L21{04/1€T|29/821|59/€2T{€9/82 1| 19/¥T1{29/ 12 1|65/ TT1{99/92T)L5/901(99/€21]S9/9Z 1| 19/€2T|¥9/62 T PO/ETT{29/9TT|09/E2T{6S/ITT|TO/6TTILS/LOT|SS /20T 19/€2T|6S/ETTI29/PETIE9/ST|TO/STTIPI/ZTTI6S/0T T VS 2T T[89/SET) V2 @Huw)
LS/ETY\LS/0TTIT9/E3Y|LS/2TT|9S/ETT|95/2TT{95/601(85/TTT{9S/STT{LS/0TI{9S/L0T{SS/0TT{SS/ETT|09/S2L|9S/L0T|09/ TTT|LS/BTT|SS/LOT|ZS/SOT|S/SOTI6S/0TT|¥S/60T|95/2TT|¥S/0TT|ZS/E0T|2S/S0T|ZS/E0T|2S/E0T VS /90TISS/80T €2 amssaxd
£9/111{29/9019/€1T|0L/€11{09/801|09/¥01{ 19/90T|T9/€0T|S9/0TT|¥9/TTT[19/901{£9/ETT|29/L0T{99/0TT|29/0T{LS/EOTILI/ZTT|29/SOT99/ETT|09/E0T{9S/E0T| TO/ETTIBS/EOT) PO/ TTTI09/80T) T9/SOTf LG/96 |6S/20Tf SG/66 |SO/TTY 22 poog
69/v11{S9/2TT|99/2vT(S9/821{04/22 1|89/STT{L9/PTT|PO/E T T169/221|69/S TT|L9/STTI99/%2 T|99/E T T{69/22 T|LO/TTT|TLISETI99/ET T TL/T2T{L9/6TT|OL/BTT|LO/ T2T|SL/62T|29/ 12T/ 89/62T|0L/ELIL/ZET|99/ETT99/ETTI L9/ 22T 2L /ETT |4
Oole|lo|leleo|l@lo]lolt)@|lo|@|oO|t)]|@O]@[O|0)@]O[E]|a| ]GO @] ®OT) “ou
00°6 | 00:6 | 008 | 00:% | 00:2 | 00:21{00:1T|00:01| 00:6 | 00:8 00:TT| 00:6 |00:TT| 00:6 | 00:8 | 00:TT| 00:6 | 00°TT| 006 | 008 | 00:TT| 006 | 00:0T| 008 | 00:% | 00:Z 00:2T| 00:T1[00-0T| 008 [ () Ao
WV | WV Wd I\ Wy Wy WY A\ Wy Wd WV | sun]
6 | w8 oL Litt] s L0 pig pug 81 feq

(shep L x Aep/z x 3w (0%)

sudis [eA LT Slqel



VOL.38 S-2 Fleroxacin® 45 1 HBEEHK X8k 1 303
Table 18. Clinical laboratory findings
100 mg Single-dose (fasting) 400 mg Single-dose (fasting)
Item I:nn::l 1 2 3 4 5 11 12 13 14 15

B|A|B|A|B|A|B|A|B|A|B|A|B|A|B|A|B|A|B|A

RBC (x 104mm®) 380~530 | 516 | 493 | 501 | 510 | 535 | 500 | 453 | 454 | 491 | 488 | 455 | 459 | 487 | 507 | 491 | 478 | 497 | 501 | 460 | 462
WBC (/mm?®) 3000 ~ 8500 | 3600 | 3900 | 5700 | 5500 | 5800 4700 | 5000 {4500 | 5600 | 5600 | 4500 | 5000 | 4800 | 5900 | 5500 | 5800 | 5000 | 5300 (4700 | 5000
Hb (g/dD) 12.4~17.2 |15.1|14.3|14.9|14.8|16.9|16.0 | 14.2 { 14.1 | 14.9|15.1 | 13.9|13.9|16.0 | 16.6 [ 15.5[15.1 | 15.8 | 15.9 | 15.1 | 15.0
Ht (%) 38.0~54.0 [44.2 |42.5|42.8 (43.3 (48.8 (45.6 | 40.6 | 40.5|43.5|43.5|39.9140.5[45.9 [47.6 44.4 [43.1 [45.1 |45.6 | 43.1 |43.0

stabs. 0~19 1 2 9 5 3 6 8 7 10 5 6 4 1 1 6 5 4 4 2 0

2% | | neutrophils

KR x| segs. 28~68 56 | 41 (47 | 34 |49 [ 31 | 59 (44 | 38 [ 27 | 43 | 58 | 30 | 45 | 48 | 50 | 46 | 55 | 43 | 44
g g lymphocytes 17~57 30 | 43 [ 33 |44 (39 [ 55 |26 | 40 | 44 | 56 | 45 | 28 [ 50 | 39 | 36 | 34 | 45 | 33 | 43 | 50

= E eosinophils 0~10 5 6 10 | 10 5 3 0 0 4 7 2 5 11 6 5 6 0 0 6 3

§ basophils 0~5 3 3 0 1 0 1 1 3 0 0 2 1 1 1 0 1 3 1 1 1

monocytes 0~10 5 5 1 6 4 4 6 6 4 5 2 4 7 8 5 4 2 7 5 2
platelets ( x 10*/mm®) 11.0~34.0 {20.0 | 20.7 | 24.3 | 24.9(15.1 [ 14.0 [ 20.0 | 21.6 | 16.1 | 16.0 | 20.0 | 21.6 [ 13.1 [ 14.9 (22.4 [22.6 | 25.1 | 23.7 | 22.0 | 23.0
GOT () 5~40 24 |20 | 19|16 |18 (15 (15 | 14 | 18 | 16 | 14 | 13 (18 (22 [ 15 | 14 | 19 | 18 | 21 | 20
GPT (U) 4~35 18 (17 | 12 | 10 | 10 8 10 8 10 9 6 7 14 (19 | 11 | 11 | 28 | 21 |29 | 29
LDH () 170~450 | 315 | 307 | 362 | 236 | 308 | 250 | 271 | 275 | 330 | 317 | 233 | 222 | 252 | 263 | 268 | 233 | 220 | 205 | 220 | 219
Al-P (KAU) 30~11.0|46 |44 (58 |57 |49|45]|4.0({39|50(50(|4.1 (41|61 |65|55|52|4.7|54|4.7]|4.7

y-GTP (U) <50
LAP (G-R) 112~172

BUN (mg/dl) 8.0~20.0|12.8(10.7(12.9(12.6 |11.7|10.6 | 10.7{11.9111.2 {10.2 (11.3{12.7 | 10.7 | 10.6 | 13.3 | 12.4 | 14.6 | 15.5|11.4 [ 12.4
CRTN (mg/dl) 06~13]09(09(11|11}10/09)1.1]|1.0|1.0|09|(09({09(10(10|09]09|1.0|1.0(1.0]1.0

g UA (mg/dD) 2.9~65 |56 |57|71|68|63|57|4.0|42|52|50|70(70([46|53|46|4.2|48|4.8|65]6.2
-E total bilirubin (mg/dl) 03~12 07|06 |08|07|13]08|11]1.0|06|05|0.7|07|06|06|1.0]1.0]|1.4|12/06]04
g ITT (U) 2.3~12.0|6.1 |6.3|104|105|4.6 |4.7|6.2 (6.2 (54 |60 |43 (45(137|38|63|66 /4.1 424545
total protein (g/dl) 6.0~80|72|69|75|75|72|70|70|70|72|73|68|69|65({69][73]|69|6.9|65]6.8]6.7
albumin (g/dl) 32~50 (42|41 |43 |42 |45|45|43|4.2 |43 |43 |43 |44 |41 (43|44 |42 )|43)|4.1|43/|43
AIG 10~25 (1415|1313 (17|18 |16 (15 (15|14 |17 ({18 (1.7 (1715|1617 |17|17]1.8
glucose (mg/dl) 70~110 | 91 | 94 [ 90 | 90 | 98 | 101 | 83 | 91 | 8 | 94 | 100|107 | 95 {121 | 90 | 94 [ 100 [ 103 | 101 | 106
chol-T (mg/dl) 120~230 | 202 (209 | 193 | 186 | 163 | 154 | 170 | 174 | 137 | 137 | 171 [ 175 | 176 | 183 | 176 | 165 | 200 | 191 | 154 | 154
TG (mg/dl) 40~170 | 96 | 130 | 130 | 147 | 106 | 141 | 47 | 46 | 77 | 86 | 89 | 95 | 95 | 114 | 100 | 145 | 106 | 150 | 139 | 191
Na* (mEg/L) 134~145 | 141 | 143 | 139 | 141 | 139 | 141 | 141 | 142 | 135 | 142 | 141 | 141 | 141 | 141 | 142 | 141 | 141 | 140 | 141 | 141
K* (mEq/L) 34~50 (43 (44 (43|42 (45|49 |47 |45|41 |46 |44 |41 |43|43|39(39(40([40]42]4.1
Ci~ (mEq/L) 98~110 | 105 | 107 | 104 | 106 | 105 | 107 | 106 | 107 |{ 101 | 108 | 105 | 105 | 106 | 105 | 108 | 106 | 106 | 105 [ 105 | 105
Ca?* (mEq/L) 4.0~50 (44 |43 |45 |44 (4.4 (44|43 |43 |44 |43 |44 (45|42 |43 |42 (42|44 (45(44|45

P (mg/d)) 2.7~-46)31(31|36|32|31|28(27|26(30(31(38(32)39(39(31(30/(32|31/|36]35
Mg (mg/dl) 18~26 |19(19(19(18(20(19(18(19|19|20|18|18}20|22|21|21(20(|20(19](18
pH 48~75]62|52|56|54|62|54|70(54(70(60(52|70|70|66|60]|62)|6.0]|54]|58]5.2
protein )~B) || E) [ ) ) [ (=) [ (=) [ (=)
glucose ()~B) | (D[S [ E) ) [ [ (=) (=) [ (=)
urobilinogen (%) (£) | () [((2) | (B) [ (2) [ (£) [ () [(2) [(F) | () [ ()| () | () [ () | ()| () [(£) | ()| () [(¥)

i occult bleeding )| [ [ [ [ () (=) [ (=) [ (=)
E RBC (/SF) 0-1|0-1(0-1{0-1]|0-1(0-1{0-1]0-1f{0-1|1-2|0-1}0-1f0-1]|0-1{0-1]0-1]0-1{0-1]0-1]0-1
" WBC (/SF) 1-2 ({0-1(1-2{0-1|0-1{0-1f{0-1|1-2|0-1}0-1|1-1]0-1]0-1]0-1}{0-1|0-1{f0-1f0-1]0-1]0-1
epithelium 0-1{0-1{0-1]{0-1]{0-1]0-1]{0-1]0-1|0-1|0-1]0-1{0-1]|0-1]|0-1]|0-1]0-1]0-UF|0-1]|0-1]0-1

others OX.CA. OX.CA, Phosp. X.CA.0X.CA

B: before administration
A: 48 h after administration

OX.CA.: calcium oxalate positive  Phosp.: phosphate positive
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Table 19. Clinical laboratory findings

200 mg Single-dose (cross-over, fasting) 200 mg Single-dose (cross-over, non-fasting)
Item b::n’:‘e"“ 6 7 8 9 10 7 9 s
B|a|lB|lAa|B|A|B|A|B|A|B|A|B|A|B|A|B|A|B]|A
RBC (x 10*/mm®) 380~530 | 508 | 482 | 503 | 497 | 515 | 502 | 490 | 472 | 513 | 527 | 498 | 515 | 487 | 514 | 517 | 513 | 461 | 498 [ 509 | 548
WBC (/mm® 3000 ~ 8500 | 5100 | 4600 | 5700 | 4400 [ 5400 | 4700 | 6800 | 6300 | 6400 | 5100 | 4800 | 5700 | 5400 | 5500 (4800 | 5600 | 6600 | 7100 | 4500 | 6600
Hb (g/d) 12.4~17.2 (15.2|14.8(15.4 [ 15.2|16.0 [ 15.5|16.4 [ 15.8 | 16.1 [ 16.2 | 14.6 | 15.3 | 14.7 | 15.5 | 15.6 | 15.7 | 15.5 [ 16.4 | 15.8 [ 16.8
Ht (%) 38.0~54.0 [43.5[41.3|43.9(43.4|45.6|44.5(46.9|45.5(45.9|46.7 |42.8 (43.8 |42.2 |44.4 [45.6 |45.0 (44.3 |48.1 454|483
stabs. 0-~19 1 4 9 11 3 3 8 9 3 5 6 2 7 7 4 3 9 7 3 4
E | eutrophis segs. 28~68 45 | 45 | 44 | 32 | 39 | 48 | 58 | 48 | 43 | 32 | 43 | 40 | 46 | 44 | 44 | 44 | 43 | 57 | 32 | 38
E glymphocytes 17~57 38 | 46 | 42 | 49 | 47 | 39 | 26 | 34 | 46 | 54 | 42 | 51 | 43 | 40 | 42 | 39 [ 38 | 28 | 57 | 57
z % eosinophils 0~10 4 2 0 2 6 4 0 1 2 7 2 3 1 1 4 9 2 0 5 2
§ basophils 0~5 2 0 0 0 0 2 0 1 0 0 3 0 0 1 0 0 0 0 0 0
monocytes 0~10 10 3 5 6 5 4 8 7 6 2 4 4 3 7 6 5 8 8 3 3
platelets ( x 10*/mm?) 11.0~34.0 (28.8 [25.6 [25.7 [ 26.6 | 14.5|15.5]30.2 | 28.0 {25.1 [ 25.1 | 26.5 | 26.7 | 27.8 [ 28.2 | 15.0 | 16.1 | 28.5 [ 29.2 | 24.7 | 26.4
GOT (U) 5~40 20 (20|16 |16 | 10 [ 10 [ 20 (24 (15 | 14 |19 |21 |15 | 14 | 10 | 11 | 23 | 35 | 15 | 16
GPT (U) 4~35 12 | 11 (13 | 13 8 7 18 |22 |14 |12 (11 | 14 |12 | 13 7 10 [ 27 | 48 | 11 |13
LDH (U) 170~450 | 338 | 271 | 296 | 273 | 232 | 241 | 315 | 297 | 245 | 278 | 274 | 277 | 222 | 222 | 241 | 218 | 273 | 265 | 237 | 239
Al-P (KAU) 3.0~11.0|65 (6.1 |56 |56 |44 |40|60 |56 |42 (42|62 |66 |53|56 |42 |44 |56|58]|4.0]4.2
¥-GTP (U) <50
LAP (G-R) 112~172
BUN (mg/dl) 8.0~20.0 (10.5|11.112.6 |13.0(14.3{18.2(10.1| 8.6 [15.0|16.5|11.3|12.2|11.6{12.4{13.0{17.2| 9.5 |[10.9(17.0|18.1
CRTN (mg/dl) 06~13/12}11]09(09(1111|11|10|11|11|11(10{09(09{10(10(10]|10(11)11
UA (mg/d) 29~65|6.1|55|43|45|54 (55 (81 (7670|699 |55|51|41|43|57|52|73(70]72]|74
total bilirubin (mg/dl) 03~12(09(07|09(10(|11|11})08|07|08|08|09/08(08({08([12(11(05]|06]|08]|09
E ZTT (U) 23~12.0(53|45)|80|73|57(49(44(39|60)|55|50|50|76|76|50]51]37]|35]|50]5.0
E; total protein (g/dl) 6.0~8.0 |69 |66|73|74|71(69|69|66|71|70]|6.7|70(69]|72)|68]|69]|65]|67]68]|71
g albumin (g/d)) 32~50 42|41 |41 |42 (45|42 |43 |41 |44 |44 (42|44 (4042 (43 |45(4.1)|42|43(45
A/G 1.0~25 (16|16 1313|1716 |17 |16 (16|17 |17 |17 |14 |14 (1719|1717 (17|17
glucose (mg/dl) 70~110 | 88 | 88 | 87 | 86 | 97 | 96 | 98 | 92 | 94 | 94 | 93 [ 97 | 91 | 88 | 97 | 94 [ 94 | 89 | 97 | 80
chol-T (mg/dl) 120~230 | 177 | 174 | 146 | 142 | 147 | 142 | 169 | 176 | 202 | 209 | 175 | 192 | 135 | 138 | 146 | 156 | 174 | 203 | 192 | 217
TG (mg/dl) 40~170 | 76 | 70 | 73 | 67 | 74 | 74 [ 143 [ 126 [ 178 | 127 | 64 | 106 | 49 | 95 | 58 | 61 | 114 | 146 | 137 !63
Na* (mEg/L) 134~145 | 141 | 141 | 139 | 139 | 141 | 142 | 141 | 141 | 141 | 141 | 142 | 142 | 139 | 139 | 142 | 141 | 142 | 142 | 141 | 141
K* (mEg/L) 34~50 41|43 |41 |41 |38|4.0(42[4.0|38|40|43|40|42[42|39|4.1[39)4.0(38]41
Cl- (mEg/L) 98~110 | 106 | 106 | 104 | 105 | 105 | 107 | 107 | 108 | 106 | 106 | 107 | 106 | 104 | 104 | 108 | 106 | 107 | 107 | 106 | 106
Ca?* (mEq/L) 4.0~5.0 (4.6 (4.7 |43 |44 (45 (45|46 |45 |44 (44 |44 (46|43 |44 |45 (4.6 |44 (45|44 43
P (mg/dl) 2.7~46 |36 |34 (3232|127 |26(30|28(33(3.1/33[36|34[40(30[29(33(32(35](33
Mg (mg/dl) 18~26 (20(18[19(20(20(20]20(19]19(19]1.9(19]20(20[19(21]19]|20/]19]|19
pH 48~75 |64 |64 |54|70|54|64|52|54(54|54|66|58|66|58|66|56]|54]54]|54]|52
protein (D~ | [ O [ E]E [ S [ E [ E) [(H [ (=) [ ]=)
glucose ()~ | [ [ [ O[] [ [ [ ) [ [ (=) | (=) ] (=)
1 | urobilinogen (%) () [ () [(2) [() [(D) [ () [ () | () [(B) [() [ () [() [ ()| () | () [ () [ (2) | (£) [ () [(2)
f;i‘ occult bleeding D[] [ [ S [ [ [ [ [
=1 RBC (/SF) 0-1[0-1[0-1{0-1{0-1]0-1f1-2{0-1]0-1|0-1|0-1{0-1{0-1]0-1{0-1[0-1]|0-1]0-1{0-1(0-1
" WBC (/SF) 1-2 [0-1|1-2 {0-1|0-1|1-2 [0-1]1-2 |0-1[0-1|0-1]|0-1{0-1]0-1]0-1/[0-1 [1-3/F|0-1/F|0-1|0-1
epithelium 0-1{0-1{0-1]0-1f0-1|0-1]0-1{0-1{0-1]0-1{0-10-1]0-1{0-1{0-1]0-10-1]0-1[0-1]0-1
others 0X.CA/

B: before administration
A: 48 h after administration

OX.CA.: calcium oxalate positive
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Table 20. Clinical laboratory findings
(200 mg x 2 x 7 days)
Normal 16 17 18 19 20

frem range B |3rd |Sth [7th [ A [ B [3rd [5th [7th | A | B |3cd |5th|7th| A | B |3rd |Sth|7th | A | B |3rd |5th | 7th | A

RBC (x 104/mm3) 380~530 |491 | 500 | 487 | 494 [ 502 [ 508 | 513 | 517 | 500 | 515 | 439 | 451 | 441 | 442 | 439 | 574 | 563 | 538 | 526 | 525 | 482 | 498 | 475 | 443 | 470
WBC (/mm?) 3000~ 8500 |5900 (6000 | 5300 {5900 | 5500 5800|5700 | 5300 [ 5700 | 6000 | 5300 {4800 |4100 | 5200 (4900 | 5100 | 5100 (4700 |4800 | 5000 | 6200 |6400 | 5700 {8000 | 6800
Hb (g/d) 12.4~17.2 |14.8(15.2{14.7(14.915.0|16.2|16.3|16.4 | 15.6 | 16.1 | 13.6 {14.0{13.313.513.4 [14.8 [14.6 [14.2 (13.8 [13.8 | 15.1 | 15.5|14.8 | 13.8 | 14.4
Ht (%) 38.0~54.0 [42.9)43.6(42.2 42.5(43.0 [46.7[46.7|46.8 | 44.7 | 46.1 | 39.3|40.4 | 39.0|39.0 | 38.6 |44.0 |42.9 40.839.7 [ 39.8 [43.1 [44.4 [42.3 [39.4 [41.3

& fstabs| 0~19 [3 |7 |6 |5 |5|1|5|3|3 2|12 |[1]|4|3|6|7|2|4|6|a]|7]|2][5]2
g.g'segs.za-ss224856604521284133321833 39 (36| 52|57 |20 |5 |57|43|40 |14 [58]48
2 | 5| lymphocytes 17~57 |67 |39 |26 |26 |44 | 74 [ 61 [ 48 [ 57 [ 54 [ 73 |60 | 50 | 42 | 45 |33 | 31 |62 |34 |29 | 45 [ 46 [ 79 | 30 | 42
%eosinophils 0-10 |4 (3|7 |6 |21 |1 |4|4af6|2|3(2|9|6|4|1]|1]|2]|3|6[3]3[1]4
2 | basophls 05 [1f2lo]o]ojojofjrfrfofofr|[1|1]|2]o]o|3]|2]of1|[1|[1]|0]1
monocytes 0~10 [3 |1 |5 |3|4|3|s|3|2|6|6|1|2|5]|8|5|4|3|2]s5]|1[3[1[6]3
platelets (x 104/mm3) | 11.0~34.0 |21.0|22.0(22.6|22.9(21.5(27.3 28.428.327.2|25.6 {28.0|26.9 {26.726.3 [25.6 | 26.0 [24.9|22.4 [22.0|22.5[16.9|18.3[16.8 |16.6 [17.9
GOT () 5~40 |15 (13|12 |17 |18 |16 [19 [18 [22 (20 [19 (18 |19 |21 |24 |15 |16 |15 [ 19 [16 [17 [19 |16 |18 | 16
GPT (U) 4~35 |12 |12 |1 |15|17 | 14|18 |18 |20 |18 |11 |10 |18 |17 |14 |14 |17 |16 |19 |17 [13[16 |15 16 |12
LDH ) 170~450 | 280 | 287 [ 237 [ 231 | 245 | 303 | 282 | 251 | 235 | 268 | 319 | 269 [ 259 [ 249 | 266 | 356 | 296 | 298 | 317 | 308 | 235 | 229 | 207 | 223 | 259
AP (KAU) 3.0~11.0 | 4.7 |49 |46 (50|51 |4.0|42|39|42|42|52(53|48[55[56[65[66(61|62|62]|52]|53][5.1][52]53
1-GTP (U) <50 22 (27)20|19]18 (1919191917 12|13|1nn|11|1w0]|8|9|7|[8|7|2|a|a|s]|a
LAP (G-R) 112~172 | 146 | 150 [ 144 | 143 | 141 | 161 | 170 | 168 | 166 | 160 | 146 [ 147 [ 145 | 148 | 142 | 168 | 165 | 161 | 157 | 154 | 154 [ 162 [ 156 [ 153 [ 156
BUN (mg/dl) 8.0~20.0 {15.0{14.1(12.0(11.8|11.4|11.2|15.3/13.8|16.6{15.9(20.2 {16.2 {15.8 [17.3(13.0|19.2 | 17.4 |12.5|15.9|14.5|13.1{14.4 [13.4 [13.9(11.8
CRTN (mg/dl) 06~13 [08]09{09[09[09[1.0[1.0[10[11[1.0/1.0/09{0.9]09[09[1.0[1.0[09{1.0[09|11]|10|11{1.0]{1.0
UA (mg/dD) 29~65 |36(33(31(32[35([63|62(58|60]61/39(32(30[3.0/[34[64[63[60(66(67]57]55]|53](5.1]53
total bilirubin (mg/d) | 0.3~12 |1.3]1.0[08[07|11|07]|06]|08]07]09|1.0[0.7[07[05[06|09]|08]|09]|08]|08][0.8[0908]08]08
g T V) 2.3~12.0 |82 (89|84 (8987 (55|585961]62|6.0|54|60|64[62(47(53[5150|53(4.5](5.0](5.0][5.1]5.1
E:lolalpmtein(g/d]) 6.0~80 |70|72(6.7(70(68(76(79|75|77|76|70|7.0|65[69(68(73(71|67|65|65|76|75|71|70(72
galbumim(g/dl) 32~50 |4.1(42(39[41[41[46|48|46|48|46|4.0]|41|38[40[38[45 (44414041 |47]|47](45][43[45
AIG 1.0~25 (1414|1414 |15]|15(16|1.6|1.7[15[13[1.4(14|14)|13]|16(1.6]16]16[17[16[17[17|16]17
glucose (mg/d)) 70~110 |100| 94 [ 93 [ 93 |89 [103| 90 | 92 |88 |89 |97 [ 85 [ 89 [ 89 |82 |95 |92 |95 |93 | 97 [104 | 84 [100( 83 | 83
chol-T (mg/d]) 120~230 | 189 |193 [ 177 [ 177 | 176 | 159 | 165 | 164 | 154 | 155 | 197 [ 199 | 183 | 190 | 189 | 169 | 160 | 150 | 152 | 159 [ 134 [ 137 | 127 | 120 | 120
TG (mg/dl) 40~170 | 76 | 70 | 109 | 98 106 {154 [129 (136 (109 |120 | 61 | 50 | 65 | 61 [ 60 | 74 [ 79 113 | 66 | 71 | 69 | 82 | 76 | 45 | 82
Na* (mEg/L) 134~145 | 140 | 139 | 139 {138 139 [ 137 136 | 136 | 136 | 136 | 137 | 136 | 138 | 138 | 136 | 140 | 140 | 140 | 140 | 140 | 140 [ 139 [ 139 [ 140 | 138
K* (mEq/L) 34~50 |4.0 |44 (4546|4644 (45/(45/(46[47]|47]43(41|41[44[49(44)|40]39]|40]|44/[42[41[39]42
€1~ (mEq/L) 98~110 |106 | 106 | 106 | 104 | 105 | 103 | 102 | 103 | 103 | 103 | 102 | 102 | 103 [ 104 [ 102 | 105 | 105 | 105 | 107 | 105 | 105 | 105 | 104 | 105 | 104
Ca?* (mEq/L) 4.0~50 (4546|4546 |44 (48|47 (47|48 [45(45|43|43]43(43[47[46[45/(46|44|46]|4.7|46][46]45
P (mg/dl) 27~46 |32(33(29|34|35(33|34)|34(34(35]35(|32(29(31(3.0[{29|30{30(3.0(31(39/39(39]38]3.7
Mg (mg/d) 18~26 |21]18(18(19(19[20(20[19[21]19]21(20[19[20(19(20/19]19|1.9|18[22[21[21[20(19
pH 48~75 (706268 |74|64(68(6.6]|7.0[74[70/(64|64|66]|72[70[70[52|64|52|68|6.0]|6.4]56]56]6.0
protein (=)~() [ [ [ [ [ [ [ [ [ EE G S [ D) [ [ (=) [(=) (=)
glucose (=)~ (D[ [ [ [ EE G S ) [ [ [ [ [ (=) [ (=)
4 |wrobilinogen #) O[O [®H @@ |@]@][@ @@ [ ][E ][ [[@ @@ (@@ @@ @ @@ (@)@
Eoccultbleeding [ EE ) S O [ [ [ [ ) [ ) ) [ () () [(2) | (=)
= RBC (ISF) 0-10-1]0-1{0-1{0-1[0-1[0-1[0-1[0-10-1]0-1{0-1{0-1{0-1|0-11-20-1|0-1]1-2]0-1 |0-1/F|0-U/F|1-3F [0-1/F | 0-1
sediment | WBC USP) 0-1]0-1{1-2{0-1{0-1[0-1{1-1[0-1|0-10-1]0-1{0-1]0-1]0-10-10-10-1]0-1]0-1{0-10-1]0-1{0-1]0-1[o0-1
epithelium 0-10-10-10-1]0-1{0-1{0-1]0-1|0-1f0-1[0-10-1]0-1]0-1]0-1{0-1[0-1f0-10-10-1]0-1]0-1]0-1]0-1]0-1

others Phosp.

B: before administration

A: 48 h after administration

Phosp.: phosphate positive



A: 48 h after administration
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Table 21. Clinical laboratory findings (400 mgx 27 daye
Normal 21 22 23 2% 25
ftem range [ B [3d|5th|7th| A | B |3rd [5th|7th| A [ B [3rd [5th|[7th| A [ B |3rd [5th|7th | A | B [3rd | 5th|7th| A
RBC (x 104/mm®) 380~530 | 513 [ 567 | 544 [ 548 [ 552 | 534 | 548 | 528 | 517 | 535 | 510 | 524 | 505 | 482 | 497 | 517 | 497 | 486 | 514 | 515 | 513 | 517 | 516 | 508 | 501
WBC (/mm®) 3000~ 8500 |5800 (6200|5500 5700 {6400 | 4600 |4700 {4700 4800|4700 | 7200 | 7600 | 8300 | 6400 | 8000 {5900 5400 5900 | 5800 {6400 | 6500 (6800 | 5800 |6100 |6600
Hb (g/d)) 12.4~17.2 [15.0/16.3(15.7]15.7{15.715.8 | 16.4 |15.7 | 15.4 [15.8 | 15.9 | 16.4 [15.9|15.0 | 15.4 [ 15.5 | 14.9 (14.8 [15.4 | 15.4 | 15.5|15.5 [ 15.4 [15.2 | 14.8
Ht (%) 38.0~54.0 [42.947.1(44.9(45.0|44.9|45.5(46.8 |44.8 |44.1[45.2 [45.6 |46.8 |45.3 [42.8 [44.1|45.3|43.2|42.5|44.6 [44.1 (44.3|44.344.1|43.3|42.4
stabs. 0~19 9|9 |6 |1NN|7 |6 |87 |5 |17 (7|10]14]|7]|6]6 7114 (134 |61|6]|2]7
neutrophuls
% g segs. 28~68 43 |46 | 51 |50 |44 | 49 | 54 |57 | 60 | 58 | 43 | 45 [ 47 | 47 | 46 | 37 | 45 | 49 | 51 |47 | 36 | 51 | 45 [ 49 | 49
% Elymphocy!es 17~57 35|34 |28 [30[36[34]32(32]30[27|39|35(29|26 |38 (48|42 (39|28 32493740343
g § eosinophils 0~10 7 515315 513 1 3 1 5|83 |4 0] 2 0 1 1 3142 (35]2
= ‘; basophils 0~5 1 1 ojo|o|O]|]oOo|O]|oO 1 210313 ([3]2]2 1 0] 2 1 O|l1[11]0
monocytes 0~10 S5|5|10|6 |86 |3 |3 ]|2]|2]4 51866 51536 |3|6|4]5([9]6
platelets ( x 10%/mm®) | 11.0~34.0 |25.1]25.621.5|22.5|20.8|23.2|21.3|22.4 21.5|22.6 |24.0 [24.5|23.2|23.5(23.6 [27.8 [26.5|25.925.2 | 25.6 {27.7 | 27.7 [ 26.4 25.1 | 25.9
GOT () 5~40 15115 (141515 |14 |14 [15|15 |18 |15 |16 |16 [ 19 |21 |16 [16 | 15|22 |21 [ 19|15 |17 |18 |18
GPT () 4-~35 1313 (1313|149 |9 |10|9|16|16 |17 |20|21 |22 |12 |13 |14 |19 |20 (27 |25|25|23|23
LDH (U) 170~450 | 230 | 240 | 193 | 215 | 264 | 186 | 180 | 177 | 172 | 182 | 217 [ 230 | 209 | 228 | 220 | 239 | 198 | 193 | 216 | 238 | 191 | 237 | 223 | 212 | 239
Al-P (KAU) 3.0~11.0 |4.5(4.7 (44|46 46|52 |51 (50(49[52 43|44 45|44 |44]45(45)|44|46|44/(616.1]6.1]6.1|59
¥-GTP (U) <50 27 |25 |24 23|23 (7 |8 |8 |6 |8 |24 |28 |30 (27|28 |21 |20|22 (23|24 |67 68|69 |68]62
LAP (G-R) 112~172 | 146 | 157 | 146 | 145 | 143 [ 120 | 117 [ 112 | 110 | 111 | 142 | 148 | 146 | 140 | 139 | 152 | 148 | 146 | 152 | 148 | 167 | 169 | 170 | 168 | 161
BUN (mg/d}) 8.0~20.0 {10.4| 9.5 [13.1]12.6[12.3|14.3|10.1|11.6[10.7]13.0{11.3]13.0(14.5|11.2 {12.716.1 [13.2 |12.5[13.0|15.4 [ 14.7|13.3|11.8 [13.8(14.6
CRTN (mg/dl) 06~13 [10|1011|11(10(09(09]09]09]09|09(10(1.0{1.0]1.0|11(11[1.0]1.11.0]{09]1.0({09/10]09
UA (mg/dl) 29~6.5 |64 |65[56]63(57|40(37(35|41[38|62]|66|6.1|62|64|55(54|4.6[54|54|68]6.7]57(66]6.2
total bilirubin (mg/dl) 03~12 |11/07(06|06|08|08|06|06(06|101.0[0.7|07|06(05]|1.1(07]|0.6(0.7)|08(11/06]06](07]08
% ITT (U 23~12.0 (6.2 |6.5)|66|66|65(7.0]70|70|67|69|38|39(42|43)|42|54(53[56|56/6.0]50]|52/[59]52]50
E total protein (g/di) 6.0~80 |70|75(68|72|70|75(74|70(68|72(67|68|65|62|63|72(70]69[72|72(71(73]71(70]|68
g albumin (g/d)) 32~50 |4.4 (4643|4443 (43(43[3.9(3.9|4.0]43|43)4.1[39[4.0(45(4.5[4.3[4.6|4.5]43[4.5]|4.4/|43]42
AIG 10~25 |1.7(16(|1.7|16|16|13 |14 13|13 |13|18|17 (17|17 |17|1.7|18]|17|18(17({15|1.6]|16]|16(L6
glucose (mg/dl) 70~110 |90 [ 87 [ 8 | 95|93 |95 ({91 [8 [90 (91|91 |9 |8 |94 |8 (94 (8 |92 (94 |9 |9 |9 929298
chol-T (mg/dl) 120~230 (179 | 196 | 186 | 178 | 176 | 164 | 158 | 140 | 130 | 136 | 190 | 199 | 197 | 176 | 183 | 179 | 173 | 170 | 172 | 179 | 160 | 163 | 132 | 143 | 140
TG (mg/d)) 40~170 | 79 | 87 | 95| 78 | 89 | 80 [ 93 | 74 | 98 (127 {138 | 141 (112 | 81 |121 | 58 | 76 | 68 | 59 | 78 |278 | 317 | 312 | 251 | 186
Na* (mEq/L) 134~145 | 142 | 142 | 140 | 140 | 140 | 141 [ 142 | 141 | 141 | 141 | 141 | 140 | 140 | 139 [ 139 | 141 | 140 | 140 | 140 | 140 | 141 | 142 | 142 | 141 | 142
K* (mEq/L) 34~50 |42(42(39]|41|39|40|41[39[38(41]|4.0|43|4.1|39[4.0(42[43([4.2(43[40|38[41]|39|39(38
ClI~ (mEg/L) 98~110 | 106 | 106 | 105 | 105 | 105 | 104 | 105 | 105 | 105 | 105 | 106 | 105 | 105 | 105 | 105 | 105 | 104 | 104 | 105 | 104 | 106 | 106 | 106 | 105 | 107
Ca?* (mEq/L) 4.0~50 |42 (4.4 4646|4743 |44 |46|4.6 (4.8 43|44 |47[45(4.4[45[45(4.8(4.7(4.8|44|4.4]4.7|45(46
P (mg/di) 27~46 [25]22|20|20(26(3.0]26[27]27]32(36(35[32(32(35[33|3.0|30([3.1](35]40/|41]34(33|39
Mg (mg/di) 18~26 |19(18[1.8]18|21(22]22)22[20(22(19(20(20[1.9]20(21|2.0]20|21|21]|23]23[23|20]23
pH 48~75 |54 |54(52|52(52(72(70|72|72|76|50|54[52(52|52|56|52|54/|54[54(6.0]5254]52]|54
protein (G R S R O A R I R A A L s R RN O R G R [ R e R R I A O R S R A [ RGO N [ G R R A O A [ R IS
glucose )~ [ |O[EE]O[EE [O]E [EEEOE [ [E E ] [ [E ) [ ) [4)
" urobilinogen (%) ) [ [ )| [ [ [ [ [ () [0 [0 | @) [ [ [ [(B) [ [(2) [(2) [(2)](2)
g. keton (=) O[] [ [ [T [ [ ] [ [ [ ) (=) [ [ ) ])
;‘;‘f occult bleeding OO [ [ [ [ [ [ [ [ [ [ (=) =) )
RBC (/SF) 0-1{0-10-1]1-2{0-1{0-1|0-1]0-1{0-1|0-1]0-1]{0-1[0-1f0-1]0-1]0-1{0-10-1]0-1{0-1{0-1]0-1{0-1f1-2]0-1
sediment WBC(/SF) 0-10-1]0-1[1-2 |0-1 |1-3/F| 1-2 | 0-1 [3-5/F|0-1/F| 1-2 | 0-1 | 0-1 | 0-1 | 1-2 |0-1/F| 0-1 [ 0-1|1-2 |01 |1-2 |0-1|0-1|O-1 [O-1
epithelium 1-2|0-1]0-1[1-2 | 0-1]0-1]0-1{0-1|0-1{0-1]0-1|1-20-1{0-1{0-10-1]0-1{0-10-1]0-1]|0-1{0-1]0-1]0-10-1
others Phosp, Phosp.Phosp.0X.CA OX CA, DX.CA, X.CA,
B: before administration ~ Phosp.: phosphate positive ~ OX.CA.: calcium oxalate positive
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PHASE 1 STUDY OF FLEROXACIN (I)

Mitsuyostt NakasuiMa, Tosuiniko Uematsu, Yosumaru Takicuct, Atsutiiro Mizuno and T akeniko Itaya
Department of Pharmacology, Hamamatsu University School of Medicine™,
* 3600 Handa-cho, Hamamatsu, Shizuoka 431-31, Japan

Mitsutaka KanaMarU
Shinpukai Maruyama Hospital

Fumio Kawanara, Tsuvosti Ooig, Suizuki Saito, Masaki Hosaka, Hirosui Ucnina and Kunivosit Masuzawa

Central Research Laboratories, Kyorin Pharmaceutical Co., Ltd.

We studied the tolerance and pharmacokinetics of fleroxacin in healthy male adult volunteers.

The peak serum concentrations of unchanged fleroxacin were 1.6, 2.9 and 5.1 ng/ml at 1-2 h after a single oral dose of
100, 200 or 400 mg. The apparent serum elimination half-life was about 10 h, independent of the dose.

Fleroxacin, demethyl fleroxacin and fleroxacin N-oxide excreted in urine over 3 days accounted for about 75%, 6% and 5%
of the doses, respectively. The urine concentrations of unchanged drug were dose-related; the mean concentrations, sustained
over 24 h, were about 50, 100 and 150 pg/ml after 100, 200 and 400 mg doses, respectively.

Food intake scarcely influenced the pharmacokinetic parameters and urinary excretion.

Steady state serum concentrations were achieved from day 3 onwards by repeated doses twice daily and were 2-4 and 5-9
pg/ml after 200 and 400 mg b.i.d., respectively. The mean concentrations of unchanged drug in urine were about 200 and
300 pg/ml at the respective dosages. The pattern of urinary metabolites was not changed by repeated doses and about 86% of
the total dose was recovered in urine, including metabolites. The serum protein binding of fleroxacin was 32%.

The saliva concentration was 40% of the total serum concentration or 60% of the free serum concentration.

The fecal recovery over 3 days was 3% of the dose following a single 200 mg dose after a meal. No severe dose-related

side-effects were observed.



