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¥ 0 s RZPiEAIFleroxacin® —fix R

BAWERER - A - AR
BiFE— - AT -0 =
BHRREHRARI  HREHdL Y 5 -

FilpEL: - IFEFH - ZRBAE
BHRREHRARI P RBFRT

Fleroxacin® —fx EHERA #MET L, TalOBHK LR,

1. AEAEESR - 100mg/kg,p.o. THEFMIEH (ERSHE) R EFEHRBTEE R L7 300mg/kg.p.o.
LTI O EER, BEESOMG], HIRIEEEOL L E /2L AKETROEBIERD,
%72, 1000mg/kg CREMIRASRAD LTz, Smg/kgiv. A ETIIMMEDHE{ELA RO bz,

2. FPIRPEIRZ% : 10mg/keiv. CHREFA X THLUE TR L72AS, KB FROERKREATT
BEBEIRDOON D57,

3. FiEh5 - BEMER 107g/mA LTI 5 FERED / VT FL ) YK BIREE A IHD
L, ELEY FREHTOLRY I VIR BERB L, 7, V9 FEBP7 » P FEHOH
&Sy % BEIEI L 720 30mg/kgiv. T H ¥ s M U10mg/kg.i.v. LA L THBAE) % J0) L 724,
FEEHIA LTI EALERBEIZOON L 57,

4. Z Ot : 100mg/kg.p.o. L LTI, HEREGRIBEDBMBE IRP~D T b o hklA, 72,
300mg/kg,p.o.LL £ T—B % O R FERINGI K O MAE DT A58 b sz, BIZ, RIETER R
BERRUBARRBEEOMEIA A SN, L L, SEEERKAOFEE LM RERE M OEIIER I3
DOOLNL T,

Key words : Fleroxacin, #¥ ./ O v ZpuE#l, —AxEH

HHBEKA SIS THRICE K & L7z fleroxacinid
77 LBHERVY 7 LAEHROS IR, RIEY
PREARYZ MVERTARIERTH h, EREOR
R PRGN 2458 L T 5. ARIDKEHERD
—R& L TEREAMKRETBEL LT HEHTUTO—
BERBRBREIT-72,

I. E B ¥ #H

1. EHEY

ERALABMOBRERKIERDBEY THb, ¥7 R
(ICR: BARZ L7, ddY : Bt KERBY R EM RM S,
BRARZZZ VI —), 55 MWistar: BXZ v }), €
V%5 b(Hartley : BAEKH), v4F(BAEiE:
REH), (%M. BRER, PRERHY), 1
(MefE . KEMLRSS),

B, BN, REISERGENHTHND,

2. EHEY

WERZE & L Tidfleroxacin (HHRREE), HBBEL LT
13 nalidixic acid (FI1 % 4 %),
(BRHALR), chlorpromazine hydrochloride(™” 1 » % 3

hexamethonium chloride

CIE, BB E), aminopyrine (= R E E), pheno-
barbital sodium (7 ¥ # %), imipramine hydrochloride
(M7 7 == iE, F/5HA4F—), aspirin(FHHRE),
adrenaline hydrochloride (7 K L + 1) ¥ ¥, =4t),
acetylcholine chloride(#+ ¥ v — MiE, F—RE) ¢ -iso-
proterenol hydrochloride( 70 ¥ 7 —)ViE, B#HLF),
papaverine hydrochloride (% 5L B{), atropine sulfate
(®E{LH), diphenhydramine hydrochloride( < 7<),
phentolamine mesylate( L ¥F— Y ¥, F/\4 4 F¥—),
propranolol hydrochloride( 1 » 77 Wi¥, {FA1LH),
cyploheptadine hydrochloride (** 3 1t %), d-tubocu-
rarine chloride(#1646%E), procaine hydrochloride( %%
R ), cholic acid( I 7 =1t %:), hydrochlorothiazide
(F734°4 ¥—), phenylbutazone(#iR¥E ), hydrocor-
tisone(X WA bF=N- A 2¥%—F3F)L), cyclo
phosphamide (3REF & 3E), tolbutamide (4} R ) % f#
RL7

WERE fleroxacinld B WAL EE T HERTIIABA
IBWHIZ0.1d 5\ 26N NaOHIE W A I THEML, 1IN

* T115 WE#HBILXZM1-3-32
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HCIA#E T E LpHI.0~ 9.5 L THW . 8L,
Mg - JEERAER(A X, 4+ 3), FHKS, WEERVBER
DEEETILROMBDEFHE % BV 72, Fleroxacin 1g,
FLE0.52g, FLEEF b)) 7 41.88g, 7 NH#0.95g, 5N
NaOH 0.1ml, ZH K TEE%100mliZ¥ % (pH4.6, &
EE297.2m0sm/kg)o

Table 7CER SNMREREIE2% T 7 KT TLKE
WCHESRE L7, ZOMDOEW Lin viteDEERTIZHE
BAKICERL, #OK%5NDEETIZ0.3% sodium car-
boxymethylcellulose/& R IZ#&E L, FDMMDIX5ERED
KR CTIIAEBRRIERICER L TR,

I. E B /5 &

1. AR AR

1) —HHERICRIZTE

Wistar ZHME 5 » b (200~234g) R UICRA MM~ 7
2(29~31g) ¥ 1B6ILfEH L, HBREWTEOKS
L7, RwinOEEIZE ) —RIEROBE*1T- 70

2) BREBICRITTE

ICRR= 2(28~31g) % 1 BE240L{FH L7z, HBRE
WERO&S L, 05, 1, 3RUSEMEICHM 1LY
DR A=K — FROESHEMER T — 2 (32X21X
12cm)iZ AN, 55 B OB FEES)E % MK-Animex acti-
vity meter (ERTHEML | RAE30 LA ) THllE L 72,6

3) WHRESCKITTE

ICREHEME < 2 (27~30g) X 1BFLOMCfERA L7z #
BEWMEEORS Lk, B EENIZES8EED
ABE (B E2.3em) EICEEE A1 & X (2R 7,
2 ANIFLUPNCHET LS E 2 B HEs 0%k &
HIE L, HL, B FoilELriTy, ERFORKT
T—ELETLEVLDEEATHALL,

4) FRosERIER

ICRERHEME < 2 (27~33g) ¥ 1FE10MCfEA L 7= #
BEWMEFEORS L%, SOCHNEEROFES
FTaROFEIZL hF,

(1) %E|E

77 A%30ecmDE S TKFEIZR- 728t & (E % 1mm)
IR CIRBRE S 70, BT 10 LINIZETT A
MPEBEHEIIITD I EHTEL D - B E L NS
ER&» Y LHEL,

(2) fEFEHMRE

7 AR HF A3 DR H T AM(34X51em) LD
BITRREICH,IICE T, B0 LARIZHE ) %
L5 R EIERS ) LHE L7,

5) BEIRMEE(ER

ICRAHEME~ 7 2(29~32g) % 1BE10MCfER L 72, #
BREW % FEOI% S Lo, 1B # I Zthiopental sodium

40mg/kgk BHMIE L, EMKSTOEIE%IEFEICRERRE
ZMlE L7,

6) PUEMER

ICRRHEM < 2(26~33g) ¥ 1B 10LEA L7, 8
#7 12 pentetrazol 100mg/kg & L < I& strychnine nitrate
1.5mg/kgk RS L7-tk, EELRECEAOEE
% F~7:, ¥ 7, nicotine bitartrate 2mg/kg % EFIR P
ELRABOBEYTo7. SHICEFEHNHEE
(MSE-3R, BAXE)ZHVTT Y ZAOWRAKIHA
EIR(300msec, 150V)x Mz, MEBEROEELSE
N, HEREY IR ERLEIBEANICEOKS L,

7) EESERER

ddY Z Mt~ 2 (23~32¢) % 185~ 8ILER L 12,
MREER OG5 205 % fleroxacin # OS5 L1,
T ZEIH DA DOV TidfleroxaciniX 5- %6 ~ 7T
THEL, £RIIOWTII24E/M T THEL,

8) HLENEER

ICRRHEM - X(28~34g) X 1BE10ICEA L7, %
BREM A ZOKG L7214, B bHllreserpine 2.5mg/kgk R
BE LR ICERBR T EOREE % TiL ORIt > TH
BL71, 7, FEEFICERIR% thermister /BB (MGA-
M-219, ZHER)THME L7

< Score of ptosis>
4:1E%, 2: ¥R, 0: &M

9) S$ATEIEH

(1) HEeEEwrithingik

HEREMLICRAMM <7 X (24~27g) IR 0O%5 L
TIRFH %12, £FBAIEWIZHER L 722 %pontamine sky
blue 6B{&E#0.1m1/10g body weight ¥ B#IEL, EbHIC
0.7 % BERRER0.1m1/10g body weight % BEA#XS L7

BmET 7 ) VEIEROMBY Yy — JIcAh, EEERS
595 A 5205 M REBL Y A writhing® B & #IE L7,
T7:, BHEAELICeY R FFMHBFIIC L O RL, BE
MICRIE L7-aFREEEICE - THBER L.

(2) EFRBE

ICRARHEM = 2(28~33g) ICHEREW ZEOKGL
7otk, REBFE)IZEY O RARES % Randall-Selittos U #I B
ST R R E 218 (MK-300, SATHAR) 2 AV THIEL,
bHEUCOBRBEESME L. T/, HEBEHRE(Ana
Igesy index : AL)¥ FRICL D HE L7,

FRMAEB(AL) =EWR5#0O&MNERMIZBITHH
T8I (g) DFF,/ W5 B OBIEIE (g) X EWR G HOD
5 0] %%

10) $ARZ(ER

Hartley % HEREE V€ » b (280~370g) % 1 B 6ILEA
L7 Bh49 % ether B T CHALICEE L, [RE*EH
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Fleroxacin® — % FHl 5 ER 205

L7:t%, BiES/NMLERT, HFEED & ERE%, YR
INRMELHImIFAL, BCZEHLANRLTRE
AR L, BRI, HBREYLAOKS
({8 Lchlorpromazine hydrochloride(CPZ) i3 BElEPI¥% 5 )
L7tk SRMICERRBY5EEDEL, 3B ERK
YHE LD ST E R EBERAS ) LHE L,

11) BB T 57EH

Wistar R HEME S » 1 (238~300g) % 1B 100LEA L7,
BEREMFEORS L%k, EBF0IZEY % pole-climb-
ing box(30X30X50cm)IZ AN, &HHHEE LTTH—
EE5HBE 27, £0%, EFHME L TETER
B3 & (MSE-3R, BAXE)THV, KOBTFIZERA
¥ (50Hz, 0.5msec, 60V)%5f MMz 7y 7 v b5 7
F—FIx LG L Do 723548 2 BB GO, &
BRI L TORICER S A o 56 kBRIED
MHEHE L7z BidTFoH1ASRITOFEE # 7A BT
VW, FEHREICS LEEICRERIEERT D% EAT
fEHL.

12) KiBiod+ 518

(1) 99 PR ZOEEHKER

Wistar RHEME T » b (218~272¢) R UICR R M=
Z(29~34g) T 1BFI10LMEA L 72, HEREMHROKY
L7:t%, BERHIZERGIR % thermisteriB ST THIE L7,

(2) RHBIHFOMER

BABEE#ENE Y (2.0~ 2.6kg) DEKIE % ther-
misterimBEET CHIE L, —ERIRD b D% 1EF6ILfER L
7o BYIZT.T.G.2515 pg/kgx HAEIRE D IEA L,
LI BRRICER R B L. HWEREWIZ, RBMHE
RS 1MZICEOKRE LT,

13) B3 5168

RE2.7~54kgDMEFE A T (MEHE) % 1BE2~4DCfEH L
720 Pentobarbital sodium(% > 7% — ), kK HZA)35mg/
kgBRIEPIIR 51 & ) FREE L, SEED % SR R A 2 o [
EEBICEE Lo FHBMK 13T asrer & DX E2 125
TR B # % (hippocampus, HPC, A:6, L:12, H: —3),
FPEH% (amygdala, AMY, A:12, L:8, H: —5)IZ2F
YVAROREEBEFHA L THEL, REMKIIRE
ﬁi:b?f'(sensox\'y-motor area of the cortex, SMC)DF#&
LEEAVBEHIEETH L) ICHAAFEL, HERE
POD) - FREI=ZF 2TV v MINYTIIF L
BAt2 2 M CHEECEE L, FH%3~4H M
penicillin G 10T AL & FHiE L THIB OB AP &, 3
~GEMD LB L CRE LKA SRS LI
BoThbOEMTEERTEE L, HEREWIIBARE
BIRDOOEA L,

14) FHEFHIMTHER

B3, MRS 3(2.1~3.8kg, MEHE) % 1BE3ICMERA L
7z Ether 5% ®: T Tgallamine triethiodide (10mg/kg,i.m. X
135mg/kgiv. )il L HIFBYLE TV, ATLIFIR % ft L 7:
%, BEMBETEEIZEE Lz, #ESWRRICEL > TH
FHith, BBE(T)ERM(L)MCHEHL UKL, BAHF
BEALTER L7z, ROCTHEHMNHFEMEZLFEDN O,
REALRGER % 85 1 7%, BERE(Le) D HAUEE(S1) T TORIEID
BRRUOERE D&Y L, W5 74 07—
(#135C)H T, L1 7-Wl3SIDFHRL O NBELERIC
& oT, MSREUPSRE:#EM L7, ERFHL, #Eitd
AHHEIR & A OERIZ, ERNEEE(SEN-3201,
HA®E)IZL 5 TO0.1Hz, 0.1msec, supramaximal vol-
tage(2.0~25V)DHR iK% 5 2 /=, Fskiz, £+ 0 X
I—7(VC-9, HARE)LEIZRFIL, 7ThkRa-7
(ATAC-210, HAXE)IZL > TI10@MEFH L1,
XY-L 33— % —(WX-4401, JE:0#18%) bifisc s€7,
FEER iZether IREHT L3~ 4BF I D O BSA L 7o HHERE
ISR R Bk A SIEA L7

2. MR - TEERESRICA T DR

1) KBy HF

AABEEHEE Y F(1.9~24kg) F6ILEA L7,
4 % urethane(1.5g/kg.s.c.) FkBr F CHALIZEE L /-4,
H /r8 0k £ b pentobarbital sodium 3~5mg/kg/h% L ¥
<A 70Ky 7(HR-200, PREF)ZHCTH
FIEAL, WEOREY —FIRF L. HIRIIRES
Za— LB L ) MR EEH(MFP-1T, BALE) LY
FEENHT » 7(AP-620G, BAKXLE)ZH, W
MO AR i % B REOAET 2= » M (AT-600G, HALE)
WSS, M KBBIRE # BMmEICL VE LT >
A Y 2 —H%(MPU-05 HAXE)RUVEENET ~7(AP-
621G, BAXE )XV, LAKIIKEE.GHEEt2= 5 b
(AT-601G, BAEXKE)EH, LEXIIEERS 1S5
WEZ X Y input-box (JD-621G, BAKXE )R UVEHKE
A[H7 » 7(AB-620G, BAXLE)*HWT, #hzh
Y 7 7(RM-6000, BAKE)ICEBGCEL . #
BREMIHENBIRE VIEA L,

2) FREEA X

HEMEME R (9~ 16kg) #fF M L 7=, Pentobarbital sodium
(30mg/kg.i.p.) CHREr LENLICEE L7z MIE 1378 KRR
BIRE VA MNT VXY 2 —H(MPU-0.5, BARE)%
AL, HRERENIHEALL =2 — LOEE R AL,
IPBg AT (MFP-1100, BAXE)IZ LY, LERIL
EEH(MC-24, HALE)TENFHICL hRIEL, L
A LERKORE XIS ME DR % trigger 7V 2 & |
TT) 7> 7(RT-5, BAKENIL DBIEL . £
M (3 KRR B AR ML 78 % AR 70— 7 (¢ 3mm)
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% L CERMFEH(MFV-2100, BALE)*HAWT
HE L7, LERDAVTRGLKR) 75 7(RM-85, B
FNE) LICEIRFCER Lo BREREY A BRI B B AR S
BALAHI = 2—L X DiEAL K, Pentobarbital
sodium 0.25% B % 20 I 1B OEETHE L v M
LY EBRRBEIRICIEAL, FEX#5F L 7- Heparin
sodium (¥ b5 ) 13 ) B & A1000unit/ke, BHNE L)
ElEOFEE L, 2BEEEBTEALL,

3) EIRE: - BiER A

ERE: - ERHRTERTIR T, KBRITAIZHT(20
~3.0kg, M) % ketamine(30mg/kgim.) THERE:L, AKX
BREDAR B O KBREFAR (2 7 h 2 Hu i E i %€ PR I ORI
BEROR)IFL A2 —LEEAL, F0ME%
EFHET 2@ L THEMRL DA L TEERAE L,
H =2 — LM DO EERE % B < 728 2 heparin sodium
(300unit/ml) % i 7= L 7= Penicillin G(1077 BL{if) % &
BYIBAERALIiE T LEAA L7, BH, BB TERLE
[EEDFEE & ) BAREE - EHRT TOIE R AR
BsE L7z,

4) BIRMGEE AT BEH
AAREBEREN Y ¥F(1.8~26kg) F6MLFEM L,
B4 % urethane(1.5g/kg.s.c.) BB T TIFHLIZE%E L pen-
tobarbital sodium 3~5mg/kg/h% FFHEA L THEEOK
FLE -7z, MY, ARESHIKICMERNER 7
O— 7(FB-015T, HAXE) % %% L, EMM
(MVF-2100, BAXEBE)RUVEKERHT v 7
(AB-620G, HAXE)*HWTKY ¥ 5 7(RM-6000,
BALE) ICRRE L, T/, %, mERFSCHAREY
FlfE=% — L7z, BREMIENMEIRE VIEALL,

5) fEbALEOBENES)IT T H1ER

Hartley RHEPEE V€ » F(324~354g) % 6ICfEH L7,
B % % pentobarbital sodium(50mg/kg.i.p.) FkE: T CTHL
CEEL, ME8E e LUyt Lz, EEcit-
THLUBEERRER L, Krebs-Henseleitili  Atr7z4 )L
FHoNWAIZHELL, BEADREIIICIIRD,
95%0:-5%CODRAEH Ak @R LTz HEBREWIIR
eZidme, CEORBMN 2 BRGNS ARE %
N=N R UTHEER EICRESE L,

6) MEHAMMEIINT H1EH

BAOGHERYE Y F(2.0~2.5kg) 2 7ILER L7,
WHEICHECEABIRICE ) T F L v R/A =2 - L EFA
LB EHTYR L, 95%0:-5%CO:DRE N
A& #R L 7237CD1% 7 ¥ ¥ 7 MLocke-Ringeril
(heparin sodium, 10unit/m!& # )% 100cm H20/T Tif
WL BEAMEO#EREIR, = 2—LIZEENER
Mo AT a—H(MF-2T, BALE) ¥ kL, ER

FEEH(MF-2, BARE)RUAEAKRERAT ~ 7(RB-2,
AARE) % BWTHY 77 7 (RM-150, BAKXE)K
S8R L7, BEREIZEREPISEALL

3. g - BEBZERIIET A1EH

1) fHFEHCET 57ER

(1) & EE DI A1EH

Hartley % HEPEE IV E » b (284 ~338g) Z MMM L
THEE %I L, FiECH o TH1.0~ L5emDERL{E
U7, TyrodefiZ ANTzA NIV INZITHELL,
BHEAOREIX30TCICRD, 95%0:-5%CO:DREH
2 % @S L 7o Agonist & L T acetylcholine chloride
(ACh), histamine dihydrochloride (His) & U¥BaCl2 % &
EoyZRm L, BB OISR ICxT T AfleroxacinDE B %
A=~V E AL THER EIZECER L 7o

(2) #HERHEOINFE T A1EH

Wistar ZHEPE T » b (282~324g) % #EF MM L 7%,
FEICHE 5 TH2.0~-2.5cmDIBHEFEFARLIERL,
F U H 2N A (Tyrodeil®, HMIRAE32T, REVAE
S)IZEE |7, Agonist& L Tnoradrenaline(NA) % &
FREIRML, & OIS I3 T A fleroxacin D
ERRE L7

(3) #HBHBESH OIEIHT A1EH

24BF A A L /- Wistar RHEME T » M (250~320g) %
BAMM L%, BEMbL, EEICEVET ot
BhiCiR > T#0.2X2.0emD BIRFHHIEREER L7,
Tyrodeli % ANz A N H VN R (HABRE32TC, BEN
ABF)IAEAR LM E L /2%, agonist& L Tserotonine
creatinine sulfate(5-HT) % BfHISRML, BEFEH
DYLEEIZAF T 5 fleroxacin DE B ¥ BRaf L7z,

(4) WHREDOIGEKR Utk IS4 1EH

Hartley ZHEMEE IV E » P (272~404g) % MBI L
Ttk REEXBHL, BAOOFENN > TREHR
AEER L7z, F IV /38X (Tyrodetlk, FEPIIREITT,
BEAETABER)AER Y E L /214, HisK Ladrenaline
hydrochloride(Adr) % RFMICIRIML, REHOIEED
L < 135t#g At B fleroxacin DB ¥ Bat L7,

(5) #&imIkG 0 BEhEE) I3 A1ER

AABGBERENE Y F(2.0~2.4kg) T HRMm L%,
B EHHE L, BECHE > TH1.0~1.5emDEREER
L7z A NWH 2N A(Tyrodeill, HPIBE3TC, REN
ZAERNEREBE L /214, BHORBIN L BRIGE
12343 Bfleroxacin D EEE #HRET L 72,

(6) HWEFEOEBER T HER

JFEFEIRFE | REEDOWistar MM T » b (224~
254g)lestradiol benzoate 0.2mg/kg% 2 H I Fi%5 L,
RIGKBICL-ODEMEH L7, B L igsmum L7,
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FEXHEL, B> THLO~1.5cmDER L ER
L7zo Locke-Ringer# & At 7z4 Vv N2 (HNIRE
37C, REFABR)ICEARLBELK, FEOAR
UNEEIZ AT Bileroxacin DB KET L7,

HRFE | RREORAWistar RIEE S » F xFRO
BT b ERKBSE/%, HIk13~16HHO#HY
(300~ 368g) ¥ MMM L TFE AW L, HiEIHE
S TERRERL /2o £k & F— D5 TMagnustiiZ
WE L, fleroxacin% BRMIIRML TFEDBE)ES)
T HEBERE LT,

2) RSBEBICRITTEE

(1) E#NE - MBS 268

4BMER L - BAROBEREY Y Y F(1.9~2.6ke)
Z110LfE M L7z, 8% % pentobarbital sodium (25mg/
kgiv. ) REET CHEMICAZEL, KREI=2—LEEBA
L 7:f%gallamine triethiodide(10mg/kg.i.v.) CIEEN{L L&
HIZ AL 23 (SN-480-3, > F / BYERT) AV T
WA AR L7, E - /ANES) I BRI BB E
A L7zballoon(#137°C iR A B AIE M % T i) DHE D
BALREE P 5 0 AP 2 —H(LPU-0.1, HAKE)R
EENHT ~ 7(AP-620G, BAXE)* B, BHE
[ 5 AR AR 2> & A A B $9 5B A (12-513,
I A 7 4 $%EBF) THE M Linput-box (JD-621G, H AN
BIRVEKRETHT » 7(AB-620G, AXKLE)ZHW
TENENKRY 75 7(RM-6000, BANLE)IZEHL
oo 8615, KERBIRE K LHABOEL* FEE =
¥ — L7 BEBEMIHEMBIRE DIEAL,

(2) HELFEES T 5768

Estradiol benzoate 0.06mg/kg% 2 B IRz F4x5 L T
HSR7RBE 7Y F(1.8~26kg, HAEH®HME)Z6IL
fER L7:o 8949 % urethane(1.5g/kg.s.c.) ¥kEr F T2
B L7:%, H/H#K&K XY pentobarbital sodium 3 ~
Smg/kg/hE FFFLIEA L, MELOIRAEY —EIRIF L,
FEOHHEBS I THHB WAL TFE2Hi Lk,
—HOFERTELNV T 4> THEL, FD-pick up
(TB-611T, BAKE)RVUERENET » 7(AP-620G,
BAXE)EHWTKRY 77 7(RM-6000, BHAKE)I:
RCER L7, F70, M - mEROUEROE( % [T
=% — L7 Fleroxacinid, HAM&IREL WiEA L7,

(3)  AEARGIREREES) 2§ B 1EH

BARBBEENE Y F(2.4~2.7kg) X 6ILfER L7,
B % urethane(1.5g/kg.s.c.) FiBr T TSR E LAk
& [A#% (2 pentobarbital sodium DFFHIEA L L 0 KKEFD
REN TR -7 BEWERZREOL VIEA LY 7 —
T ES L THERMNII—E&ORAEH AR (#37C)
TEAL, ERANE(25Hz, 6msec, 15V)IZ& 5 THL

BHEMAEDEILERE N7~ XY 2 —H(LPU-0.1,
AAXRE)RVOEENAT » 7(AP-620G, HAXE)%*
BWwWTHRY 77 7(RM-6000, HAKE)IZGHL 7,
602, R - MEK BB FEEE= S — L
2o B, BRLOLDRIIREIFALLA=2-L %
A UTHRAMCHE L7ce $ 70, EXRRSUIBEMEE O mE
D—HEHEHEL-HZIBASERLESLEL, EFEIHM
#iE(MSE-3R, HANLE) % H\V T35 Mk T5HH R
%N 720 FleroxacinidHNEHRL WiEA LT,

3) BE&LECTT AR

24RFRIARE L 7ZICRARHEME < 7 2 (24 ~28g) % 1810
PEfER L7 BMDIC10% 7 S K7 T LEBICKE LT
5% %% K% & 10.1ml/10g body weight % F %5 L,
0N RICEMEBFIICE D RLTBEL BB L, +2
B EGRE D S IRERDIELRE TCORSTHEL,
INGDERIIHTHBRERDEER(%) 2B L, #
BREMIE, KEXKBBEIXS185M({H L, atropine sul-
fateld 307 ) AN AEORS L7,

4) BREICHT AR

RE2.3~2.8kg?D % I (MM, HefE) % 18F2~3IL{EH
L 725 Urethane 500mg/kg+ a -chloralose 40mg/kg? g
REPIZL G & o THREE L7214, SHERA AR O B il ik
YEBAEYN O OHEL L, BERABERLICEE L,
FlHE, BRMBEE(SEN-3201, HARE)IZL 5T,
20Hz, 1msec, 4V% 158, 55 ME TS 2 7o KX
DYLHEE, FHSRNIET(SB-1T, BAKRE) 4L, #£) 7
7 7(RM-85, HAEKLE) LI L7, HEBREWI,
BRI R BAR A ST EA L7z

4. ZOOER

1) i+ A8

(1) B4 5158

24FF AR L 7o Wistar REEPE T » P (210~260g) % 1
BE1ODTfER L7z,

Ether iR T TEMI O LS % YIBA L, Suav & DAk
IZENH - TTEBASBERR L%, YHAERS
L7, ABFRIRICEM AR L TH R L, #iEIoH
S>THMICKHR L-BWOWE, B R UpepsiniGtt %
WE L7, Hel R OHREEE XD MEEE(0.IN NaOHE
#, $6/RE  ToepferaX3E, 1% phenolphthaleini&if) T,
pepsini&EPEIX AnsoniES I & 0 BISE L 72, BERIEMIE, 4
BRI SRS L CILEM LM BRI R TS
L7

(2) B+ A8

245 R L7 Wistar REEME S v} (226~264g) % 1
BE10PLfEH L 726 814 % pentobarbital sodium (35mg/
kg ip )BT THAMICETE L, BEALIBSICE)
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FULIRIZ2—VEFALL, BEXRALIHE &
BERICIBH 23R L, BEIC - THERUEBER Y
PE L7z, $HEREDE, M ORISR I8 0
5 L1,
2) REEECET AR
18EFMIME A L - Wistar REME 7 » P (190~228g) %1
FEL1OMCMER L7z, HEBREW % 30ml/kgDEE T02% K
BHICEE L CROKS Lk, B x @Ry -
AN, BREMHICRELHE L, 24#B I T
HRIZOWTIIRPEBRE (Na*, K*) & % R E
(B32-775, B BEM)C, RYEAREXLEE
(Extoni®) 2 X WifllzE L7z, £7-, IRpH, #, # L~
RIS % Labstix- T (=4 VR - Z46) 2 T
E VAN
3) IRFEIEH
(1) mE:E8H%
1-9)-(1)EeEewrithingD BB NIRIZE U,
(2) ZHRENITE
Wistar i HEE 7 » b (190~266g) % 1BE10VC{EA L 72,
B OB BERE TIZ1%dextraniE# b L < 131 %ca-
rrageenin & #10.1ml/animal ¥ 1% 5 L /- % BEEMICES
MERNEL, FER(%)EThRoRKICL B L,
R (% ) =REAEYR S KO R AR - EREWRS
HIDREE/ RREYRGHORERX100
BEBED, BREDRS IRMENIIEDRS L,
4) HWNREFRAERIIHS T H1EH
ICRRHMEM <7 2(25~34g) % 1BE10VC{ERA L7, #
BREM ORISR %I B A (1.25% gelatin& A
A BAEE C5E A L 72 Pelikan black ink#)0.1ml/
10g body weight* B#E L, 0.5K U205 IR &Ik
# & ) M#K0.02ml % FRIX L 72, 0.1M NazCO3i& #i 3ml
WM E R L THEM S87:#, 660nm TRILE % il
EL, ﬁﬁﬁ&(x)@%?ﬂjmﬂ: LhHEHL,
K = T log <
Co . toB DIl P BAT IR E
C ! tRF DML H BT
to : BAGEA & D @EHRIM T T OB
t: BRTEA L ) —ERER
t-to=19.5min
WEREWIS, BN SR 05 A M BB DRSS (H
L, hydrocortisoneid & F#5-) L7,
5) EERTLILVF— 126+ A1EH
ICRAHEPE- 7 2 (34~38g) % 1EF1ODLER L 72o B)
WD J %R R BERZ M2 2 % methylated bovine serum albu-
min (MBSA )& & Freund's complete adjuvant® % &t 9L
@ % 0.05ml/animal (MBSA, 0.5mg/animal) ¥ A L,

BEBRH L ) HBEWL 108 BEREORS L, &
4% 5.1%0.08 % MBSA & #£0.05ml/animal % £ 4 U2 B
BAICEALBEM 7 LLEF-—EEFRE L1 24K
B %124 1B R BEDIE X % dial thickness gauge(Model-G,
Peacock ) CillE L, HARBIDHIENMEE DE % FHETHE L
LTHEH L,

6) AL REHFIHTHIER

Wistar ZHEMET » F(270~310g) % 1B 10/CfEAH L1,
BEEM L EOKYS L T30 %ICBmEERLDHE
o TA ML R - F—JIZAN, 23:1THKRME D
M TRLMEKER P L AEAR L7, 168R%
127 9 PEHEZLTE %8 LBrooie 5 DHEVIZHEL
T2%formaliniFE W CH*MHEE L 72 B KTHIC
o TYIM L%, BHRBSICERELLEEOBRECICE
S(EBRE  mm) T ERBEMET THE L7,

7) MEEIAT H1EH

18BFM# A L /- Wistar Rl F » F(168~210g) %1
BEIOPLMER L7z, #BREWEEORS L, 1, 2, 4RV
GEFF RIS RAIR &L V) MMO0.1m % IRELL 72, HEK
LImlHC M % M L CiEMm S8 7:1%, 1.8%Ba(0OH)
EW0.4mI K 2% ZnSO4 i&#0.4ml & N X THRER L7
3000rpm T10% H &0 L 72 1%, L& Dglucose & %
glucose-oxidase i (Glucomesser, R FIE2R{LF) TillE
L7

8) MmiFMRA T H1EH

18BFMIME A L 7= Wistar REEME T » }(182~218g) %1
BEIOPCfER L7-, #HEREM ¥ R0 5 L T2 AN
SERUILIC & 0 $RIL LIS 6E - T 2 58 L7z, Mk
1 Dtriglyceride st (3B F % (Triglyceride C Il -test wako,
AFEAHEE) T, SRR & (I Irava-UEIC X D lIE L
72

9) MmkEEREGEIZAT H1ER

Wistar REEME T » b (224~285¢) % 1BE10PLfEA L7,
WEREM A EOKS L, 2R UK % IZether FREF T T
PR RMAR & 0 Mk % $RELL 720 3.8 % sodium citratei&
WEIVIOEDEHATMATHAINV S Y L LI
1000rpm TS5 &.0 L, % iM/MRIL4E(PRP) % £REX L
720 37C D 4% F TPRP 0.2ml 2 0.025M CaClz2 {5 #
0.2mlZmML, #V 7 AFNEREBER % HE L7,

10) &IMAEA

BABEEEYE Y F(26kg) DF MK & b MK
Iml % $R1ML L 72 7%, 0.6%sodium citrate &4 £ B AIEMN
20ml % AN T2500rpm THHEL L, MERILE % FRIX
L7z EBAIRMHTIM%E Lok, RamiceMAlE
"10m Z M2 CTMERFEREER L 72, = O MmERIPE
#0.25mli20.2M ") > MEAR 1 (pH7.4)0.25mldE U1 [F48
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WA Lo HEBREROo.25ml R RNL, 37C T15%
P incubate L 72o IR ICAS MR E L 72 &, &L
(2500rpm, 5min) L 72, LiH0.2ml % HLL, AP K
33ml% Mz, 0.2M") Y EERER(PH7.4) 6k 78
BEMSBIZLT, 550nmTREE @€ L7z, mMEKE
EHO0.25mUIAE K SmIE Mz, BMSE/LDEE
MmAEE100% & L, EMAE(%) %KD,

11) MERBEEEHIT 51EH

AAHEEES Y F(1.8~2.5kg) 2 6ILFH L7,
B4 % urethane (1.5g/kg.s.c.) kM F CHAIZEE L,
pentobarbital sodium 3 ~5mg/kg/h % FEHEiE A L CTHREy
DKEEZ—FIRFF LTz, BECH - TR TREY
mETA LK, LBMELEL L T LESHE-
B EALER L 72, BREREOYERICRBEHEE
BEST, EFERBEE(MSE-3R, BARXE) AW
TELKHH(0.1Hz, 0.5msec, 0.7V)%IMZ, B O
#45 % FD-pick up(TB-611T, BAKXE)RVOEEHA
7 v 7(AP-620G, BAXE)*HVWTXK) 757
(RM-6000, BARE)ICRREH L/, /2K - IE K
L ABERBEE= 7 — L7z,

Fleroxacin X B /&R £ H —%F D i # (1ml/min) TiE
AL7

12) RETREER

Hartley R HEPE €L € » b (286~358g) % 1BE5IL{EH
L7zo HEREWRO.ImZRERED 5 I15RIEH 2 €72
%, —ERHBMBECAREZ Y N CHETIOME T L
REEERE L7 BL, TEIZHIRLZ VAR UG
DEVHDIXL/2B E LT,

13) MEERICAHTHEH

i, RE1.8~4.3kgdD A I (M) % 184~ SPLfE
R U7, MEERX(ERG)IZ, gallamine triethiodide 5~
10mg/kg,im CIBLHE, BEHIZKRELYHEL, AL
BT CHI%E L7, Atropine sulfate 2mg/kg.im. (2 & - T
B S, BEAICISS L ERE URIEGKAEIC L7
th, RAT30OmDEHHS S L F /7 7T 4 HEHEE
(3G21-P, =%il#3) % T, X&20Joule% 308121
B OFE TSR ERB L 7. ERGIZ, BEHBTERL
)Y VBB AREREE R S ARSI &
> THW L7, FHMEN/ERGIE, A ORa—7
(VC-9, BAXE)IZHEHROIWTRIIL, 7 FRa—

7(ATAC-210, AAXE)IZL > TSEMEFEY L 714,

XYL a—%—(WX-4401, #EDfes) LIl se7,
b, ARICABRBRLASELNT ¥ 2 Y 2—4
(MPU-0.5, BAXE)ZA LT, MELEK) 777
(RM-85, HAXE) LIk aer, HBREMI, &
HRE A& (microtube pump, MP-201, HETE{LEME)

THWT, BARAIRD S20mg/kg/30minTIEA L 72,

5. #atns

AEEOKEIX, StudentDtARE, Mann-WhitneyDU
H5E, Fisher DEFHEHEIZL TV, fElFEs5% L
TEREEZEHH L LT

on £ 8 & 2

1. PREmERIT AEH

1) —#ERICKITTE

(1) 7= b

Fleroxacin 100, 300&% UF1000mg/kg.p.o.x 7 » hiZ1
A5 L —#AER Y BE L7125, HICRE LERITZD
bieh o,

(2) =9 =&

Fleroxacin 30mg/kg.p.o. 131X 5% —RRFERICEL % 5
Z7eh 572, 100mg/kg.p.o. Ti3ix5300 ~ 1 R4 128
FBATEBI ORI T E R OBEE DO E%H6MLh] ~2
PLizdkh b7z, 300mg/kg.p.o. Tidik5 159 ~ 1 BEfE#£1C
B% b L IFERTEOHNH, BETEBHOXM, BEA,
ARE: T, RROET, BEEOMNRINGIK O EEDAE
KA6ILHh2~6LiZAH HnTzh, ZhbDIERIZIRS4
BERE %12 13FTH S L 72 (Table 1), 1000mg/kg.p.o. Tit
5150 % &) LERERMIIZIZEBIIED LR,
300mg/kgiZtt~, L NBEETH -7z, T/, 15305
~2BFERICIEE A, AR, mEECICEBIRERS D
KTA6ILHRL~3ICIZA bR, ThsDFEKIZFZS6
BRI IR L 7,

2) BREBIKIITER

Fig. 112/R 9 2 & < fleroxacin 100mg/kg.p.o.t&~ > &
DEREBBICHELEBE Y52 b o7, LHL,
300mg/kg.p.o. Tixfx 51, 3EERI %12, 1000mg/kg.p.o.
Tixf%505, 1, 3RUSHMKIZARZESE 2 HE(P
<OODIZWA L, MHlOE S IZTHBKTEHTH 572,
% 72, fleroxacin 1000mg/kg.p.o. DIIHIVER 1ZCPZ 5mg/
kgpodllERTHERIEL, Lird, LWEFLERT
Hotz,

3) WEEBICRITTE

Table 22/R 3 T & <, fleroxacin 100, 300 & O*
1000mg/kg.p.o.t3~ 7 ADGHRESIHEE L £ B 5 2
% 572 CPZ 10mg/kgpo. Tld, %51~ 28R #c
100kep7 =8Ik <y A EEmtE L XV ZE T LAZ(P
<0.01) BB D LA RO,

4) AhstsRIEH

<7 ZADBEER EFHGE DO R % Table 31277 T,
Fleroxacin 100 % U*300mg/kg.p.o. Tid, MizERE T
AELHMEIER 22D % 572, 1000mg/kg.p.0. T,
53305 ~ 1B R %12 10IC P4 ~ 6L D= 7 2 A HHK
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LD %ET LAXE(P<0.05 P<0.01)%#mstidlEm &R
L7 LA L, BEETIAEZERAIZOONT,
CPZ 20mg/kg.p.o.lltt~5% L ERBFRIIZIE D (FFV b D
ThHo 72

5) BERERIER

Table 41277 T T & £, fleroxacin 100mg/kg.p.o.ix =<
% A Dthiopental sodiumiZ & HEEREFEICHE Y5 1%
Hotze LML, 300K U1000meg/kgp.o. Tidfk5&iZ
W L-AEP<0.01) 2 ERBHOER #2071,
7z, fleroxacin 1000mg/kg,p.o.i3CPZ 5mg/kg.p.o. & {Z(¥
FREEOERIERERERLT,

6) HUEER

Table 5, 6{Z/RFT & <, fleroxacin 100, 300 K& ¥
1000mg/kg.p.o. {& = 7 X @ pentetrazol, strychnine ni-
trated L < iZnicotine bitartratell & » TELR SN AHRE
P IRE MRS DB A (2 & A SIS, BT

L EBEE R hhoTte T/, BEERHIC L H58EN
FE A4 L C S IEA % MIT S %75 7o Phenobarbital
sodium(PBS)100mg/kg.p.o. i3 W b L I3 EERBUC &
LML DRE Y A E(P<L0.05, P<0.01)IZHE
L7

7) EEFEEER

Fleroxacin 800mg/kg.p.o. & 17HEDHRIEZE & D4R
CHIME % K% L7 D it fenbufen D A T & - 7=(Table 7),
L# L, fleroxacini2600mg/kgTid, fenbufen & D
f@%%gﬁ% Lol

8) #HilLtN¥MEH

Fig. 2, 3127”9 Z & < fleroxacin 100mg/kg.p.o.id< 7
Z Dreserpinetl & » TE I 2 KIR T BECIRER T EICE
B 5 2 e o7, 300mg/kegpo. Tidfx51, 2B§R%
12, F7:, 1000mg/kgp.o.TiL, 51 ~58F##&Ilre-
serpinell & A kiR T % A& (P<0.05, P<0.01)il#

Table 1. Observations of general state in mice administered with fleroxacin (300 mg/kg, p.o.)

Time after administration (h)

Test description

0.25 0.5 1 2 3 4 6
Consciousness not observed
Emotionality antisocial behaviour +4/6 +4/6 +4/6 +2/6 +1/6 0/6 0/6
spontaneous 136 l6/6 16/6 156 l4/6  12/6  0/6
. locomotion
Motor activity
exploratory 1366 16/6 16/6  i6/6  l4/6 126 0/6
locomotion
Lov./er.CNS not observed
excitation
Motor _— not observed
incoordination
Muscle tone not observed
Posture prostrate 0/6 +3/6 +1/6 0/6 0/6 0/6 0/6
pinna
Reflexes cornea not observed
pain
withdrawal
palpebral H3/6 H3/6
opening Cl/6 H4/6 Cl/6 H2/6 0/6 0/6 0/6
) piloerection +5/6 +5/6 +6/6 +4/6 +2/6 +1/6 0/6
Autonomic profiles b
ody o6 1206 12/6 0/6 0/6 o6 0/6
temperature
respiration 0/6 0/6 1S3/6 0/6 0/6 0/6 0/6
Mortality 1 week total: 0/6
Note: |; inhibited 1; increased +; positive S; slight H; half C; closed

A/B: no. of animals (positive/tested)
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MLZA, IREBRTERICHLTTIERAERED L o7,
Imipramine hydrochloride 100mg/kg.p.o.i3reserpinell &
AHROET CIRER T % % A% (P<0.05, P<0.01)i
L7z

9) SHMBIEH

(1) EEBEwrithing{®

Table 81Z/R$ T & <, fleroxacin 100 % U*300mg/kg,
poix 7 ADKEERIZ & - THE S N A writhinglZ 8
¥5 2 %M o7 LA L, 1000mg/kgp.o. T, wri-

600—

thing»[AI%% % 66.2% & HHE(P<0.01)IZ#H L, aspirin
200mg/kg.p.o. & \XFEREOHEMIER LD,

(2) ERIBE

Table 9IZ7R$ T & <, fleroxacin 100mg/kg.p.o. t3#%
52857412, 300 K% US1000mg/kg.p.o. id#x 51~ 41
B2y 2ORBIBOMERE A (P<L005 P<
0.01)iZHA L, SRMERBGIESEIKAE L THEP
0.01)iC EH L7 %7, fleroxacin 1000mg/kg.p.o.id
aminopyrine 100mg/kg.p.o. & (2 XEFEEDEMIEH TR

|

400

200

Motor activity (counts/5 min)
1
7
]
I‘ *
1]
1]

{

T
3

> —
(S2)

Time after administration (h)

@ control, O fleroxacin, 100 mg/kg, p.o., A fleroxacin, 300 mg/kg, p.o., O fleroxacin,

1000 mg/kg, p.o., A CPZ, 5 mg/kg, p.o.

= Significantly different from the control at P <0.01.

mean*SE (N=6).

Fig. 1. Effects of fleroxacin and chlorpromazine hydrochloride (CPZ) on spontaneous motor activity in

mice.

Table 2. Effects of fleroxacin and chlorpromazine hydrochloride (CPZ) on the rotating rod test in mice

Inhibition of performance (inhibited/used)

Treatment Dose time after administration (h)
(mg/kg, p.o.)
0 0.5 1 2 3 4 5 6

Control - 0/10 0/10 0/10 0/10 0/10 0/10 0/10 0/10
Fleroxacin 100 0/10 0/10 0/10 0/10 0/10 0/10 0/10 0/10
Fleroxacin 300 0/10 0/10 0/10 0/10 0/10 0/10 0/10 0/10
Fleroxacin 1000 0/10 1/10 1/10 0/10 0/10 0/10 0/10 0/10
CPZ 10 0/10 2/10 8/10* 7/10* 2/10 2/10 0/10 0/10

* Significantly different from the control at P<0.01
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L kgpo 2 tt~B EBOTHWEATH >0 —H, Fig
10) $ER{EH 5124 T & <, fleroxacin 100, 300 & UF1000mg/

Table 10283 T & ¢, fleroxacin 100, 300 & ¥
1000mg/kg.p.o.td €IV E v b DERAFIBIC L 5 EZIC
BBt 52 h 5710 CPZ 15mg/keip. TidHE5#0.5,
2, 3, 4BEM#HICHE(P<0.05, P<0.01)%EEMIER %
BT,

11) FfmBRcict 3 510

Table 11427R$ T & {, fleroxacin 100, 300 & U*
1000mg/kg,p.o.td F v b DGRBS EELLEE
5 2 #5720 CPZ 20mg/kg,p.o.ix$k5 3~ 6B #KRIZ5
a8 KRG % A& (P<0.05, P<0.01) (¥l L7z

12) iR+ 5EH

(1) 59 PR ADEFEEKR

Fig. 41Z7R$ T & <, fleroxacin 100mg/kg,p.o.t¥ 7 »
FOEEFRBICEBES X o7 $72, 300K
1000mg/kgp.o. Tl FNEFhN, %51, 15K U2KM %
BRI 2K T (P<0.05) L7z4%, CPZ 30mg/

kgpo 53053k L ), 7 ADEFEHREGRL
7 L THE(P<0.05 P<OO0LIET &H, 20
Hizs v POBELNBHEETH o0 T2, Alero
xacin 1000mg/kg,p.o.?E F 13 CPZ 10mg/kg,p.o.IZ fh~
TRAIEL, KROETELZIFRETH 7,

(2) R#&YHFOhiR

Fig. 612773 T & <, fleroxacin 100mg/kg,p.0.t3 TTG
Lo TERLARBICIZEALERBEYS 2 kb ot
L & L, 300mg/kgpo. T it & 5 15K B % 12,
1000mg/kg.p.o. T3k 515~ 4RMZICERBRIIRS &R
IHRFE L THE(P<0.01, P<0.05)IZfETF L7, Fle
roxacin 1000mg/kg.p.o. i* aminopyrine 100mg/kg,p.o. &
IZRBREDORBERER L.

13) Mikizx33 A1EH

Fleroxacint¥5mg/kgi.v. T4 I D&M B EMEIZH L
—BHOERLY R LS, ITHLEELIIBgEShLD,

Table 3. Effects of fleroxacin and chlorpromazine hydrochloride (CPZ) on the traction and inclined plane test in mice

Inhibition of performance (inhibited/used)

Treatment Dose time after administration (h)
(mg/kg, p.o.)
0 0.5 1 2 3 4 5 6

Traction test

Control — 0/10  0/10 0/10 0/10 0/10 0/10 0/10 0/10

Fleroxacin 100 0/10  0/10 0/10 0/10 0/10 0/10 0/10 0/10

Fleroxacin 300 0/10  0/10 1/10 1/10 0/10 0/10 0/10 0/10

Fleroxacin 1000 0/10  0/10 2/10 2/10 0/10 0/10 0/10 0/10

CPZ 20 0/10  9/10** 10/10** 10/10** 10/10** 8/10** 8/10** 6/10**
Inclined plane test

Control — 0/10  0/10 0/10 0/10 0/10 0/10 0/10 0/10

Fleroxacin 100 0/10  0/10 0/10 0/10 0/10 0/10 0/10 0/10

Fleroxacin 300 0/10  0/10 1/10 1/10 1/10 0/10 0/10 0/10

Fleroxacin 1000 0/10  4/10* 6/10** 2/10 0/10 0/10 0/10 0/10

CpZ 20 0/10  8/10** 10/10** 10/10** 10/10** 10/10** 8/10** 7/10**

=, »« Significantly different from the control at P <0.05 and P <0.01, respectively.

Table 4. Effects of fleroxacin and chlorpromazine hydrochloride (CPZ) on the narcosis induced by thiopental in mice

Treatment Dose Number of Sleeping time
(mg/kg, p.o.) animals (min)
Control — 10 5.57+0.37
Fleroxacin 100 10 6.26+0.53
Fleroxacin 300 10 9.21+0.68*
Fleroxacin 1000 10 16.22+0.97*
CPZ 5 10 14.27+1.10*

Drug was administered 60 minutes before the thiopental sodium (40 mg/kg, i.v.) dosing.
» Significantly different from the control at P<0.01.

mean *+ SE



VOL.38 S-2

Fleroxacin® — A% FEF i ER 213

5776 Fig. TIZRTTE L, 10mg/kgiv. TIZEM/ S —
YRFERTHRISHOBERRR L%, KENOKEIZ
EfE L7ze ERE LTEHEZDT N 25D 6 N0 78) 1
FICEEERKIIEZD SN A 572 20mg/keiv. TIZHE
REDHBEREAER L, THLEL CRHEENTH -
o

14) HFHSICHT 5EH

Fleroxacin 5% (F10mg/kg.iv. Tid & I DMSR K& PSR
3T A EBIIRDSNLh - 72 (Fig 8),

2. WROR - TRBRERRICK T B1EH

1) WEoH ¥

MmE, A%k, K OLERIZHT Sileroxacin®
#M%Fig 9 TR L7 3R 10meg/kgiv. THEafllE
Biox 4 22832 D 6Nk H 57275, 30mg/kgiv. T
EIMEDAH12%ET L7z,

2) FREEA X

MmE, Gk, K MK E (23 5ileroxacin®
WA Fig 10137R L7co Smg/kgiv. THEBIZIZLA LR
DOENL N7 10mg/kgiv. Tiz—BEOMEERT
(23% ) B VK RRBHAR M 52 DM (60 % ) A2 L7z,

Table 5. Effects of fleroxacin and phenobarbital sodium (PBS) on convulsions induced by
pentetrazol, strychnine or nicotine in mice

Clonic Tonic

Treatment Dose convulsion convulsion Death
(mg/kg, p.o.) —
(inhibited/used)
Pentetrazol convulsion
Control — 0/10 0/10 0/10
Fleroxacin 100 0/10 0/10 0/10
Fleroxacin 300 0/10 0/10 0/10
Fleroxacin 1000 0/10 0/10 0/10
PBS 100 10/10** 10/10** 10/10**
Strychnine convulsion
Control — 0/10 0/10
Fleroxacin 100 0/10 0/10
Fleroxacin 300 1/10 2/10
Fleroxacin 1000 0/10 0/10
PBS 100 0/10 9/10**
Nicotine convulsion
Control — 0/10 0/10 0/10
Fleroxacin 100 0/10 0/10 0/10
Fleroxacin 300 0/10 0/10 0/10
Fleroxacin 1000 0/10 0/10 0/10
PBS 100 5/10* 10/10** 10/10**

Drug was administered 60 minutes before the pentetrazol (100 mg/kg, i.p.), strychnine nitrate (1.5 mg/kg, i.p.) or

nicotine tartrate (2 mg/kg, i.v.) dosing.

*, +* Significantly different from the control at P<0.05 and P <0.01, respectively.

Table 6. Effects of fleroxacin and phenobarbital sodium (PBS) on convulsions induced by electroshock in mice

Tonic Death

Treatment Dose convulsion ea
(mg/kg, p.o.) I
(inhibited/used)

Control — 0/10 8/10
Fleroxacin 100 0/10 9/10
Fleroxacin 300 0/10 8/10
Fleroxacin 1000 0/10 9/10
PBS 100 10/10* 10/10

Drug was administered 60 minutes before the electronic stimulation (300 msec, 150 v).

* Significantly different from the control at P<0.01.
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LEE, FRELERIZIKIZEA CERBRRD O,
o7,

3) WURE: - B A D

Fleroxacin 10mg/kg/10min D &R N E R FHiEA T
HMEOEIHIZEAERD LR WA, L
23.6% DEMAERDH H N7z (Fig. 11),

4) BRMERICHT H1EH

Fig. 12127R: 3 & <, fleroxacin 3 U10mg/kg.i.v.id,
THFORGFERIMMEIZIZIEALEEY SR eh o7,
30mg/kgiv. TiE, &G 25 %ICTFHMTELH10% K
A L72AS, B0 ERITIRIEE L AXNVICEE L,
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Fig. 13127RF Tk <, fleroxaciniZ3X 10 'g/mlUATF D
BEETIZENLE » P OWLA.CEDBERES) 23 LEE
%4 2 72 H 5 72, Isoproterenol hydrochloride (Iso) 3 X
107g/mlid BEES I3t LIMEERE R OB {ER %2R L
720 F 72, ACh 1X107g/mITIddIZ ML RUOED
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(2) fBEEHHEE DI T H1ER

Fleroxacinit, 3X 107 g/mUATDRETIX, 7 b0
BB ETERHORRIIEEE SR e o7, $1,
Fig. 161RT & <, 1X107%/mID#ERE TIINAICL 3
B OIEICIBEALTERE RIS h ol 1X
104 B U3X10°g/mIDiEE Tid, NAIZ X AEHHEENN
FE% &5 ZHI%) L7-%%, phentolamine mesylate 1X107g/
mlOFEFTAERICHND LBOTHNIDTH 57,
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Fleroxacin 1 X10°~3X10"'g/mIDEETIX, -}
DG EIKFHEGOFRICERBEG R 2ol 312,
Fig. 1612R$T ¢ K, Lk BEHBEAN TIZS-HTICL
LBEELAFOINHIIH L TOIREALERY RITS 2p
-7

(4) HHRE OIGE KOSt 123 5 1ER

Fleroxacinit, 1X10°~1X10"'g/mlDiEE Ti, €
WEy FOBHTEFEHICHEE G2 2h o720, 3
X10'g/mDEHRETIIHEE»IIEE L, £1,
Fig. 171" $ 2 & <, 1X107%/mIDiEERE TR E OHis

Table 7. Induction of convulsions by combined oral administration of fleroxacin and
non-steroidal anit-inflammatory drugs in mice

Non-steroidal
anti-inflammatory drug

Fleroxacin 800 mg/kg, p.o.

(mg/kg, p.o.) convulsion mortality
Fenbufen 200 3/8 3/8
Ketoprofen 200 0/8 0/8
Flurbiprofen 200 0/8 0/8
Flufenamic acid 200 0/5 0/5
Pranoprofen 200 0/5 0/5
Naproxen 200 0/5 0/5
Alclofenac 200 0/5 0/5
Sulindac 200 0/5 0/5
Diflunisal 200 0/5 0/5
Tiaprofenic acid 200 0/5 0/5
Diclofenac-Na 200 0/5 0/5
Tiaramide - HCI 200 0/5 0/5
Aspirin 200 0/5 0/5
Ibuprofen 200 0/5 0/5
Mefenamic acid 200 0/5 0/5
Piroxicam 200 0/5 0/5
Indomethacin 100 0/5 0/5

Anti-inflammatory drugs were administered 20 min before fleroxacin treatment.
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WL BIER AN L DRI O I L A ETER & iz s
hhole LAL, 1X107, 3X10"g/mDBERE T,
HislZ & A DUUE % B\ HRAF L CTHETR L 72,

(5) HHimiEOESES) T H1EH

4 F O R 0B O B B EE) 21 3 5 fleroxacin D
HHFig 18II7R T, 1X10°~1X 107/ mIDigEfE Tidfml
BOBHBNHICIBEALEEY5 X b o7 11X
104/ ml EOF R Tid, BEhEB ORI % B I2K
7L CHEHAICEIE ($20~50% ) L7=A%, INHGSEE

40—

38

36—

Rectal temperature (°C)
|

32

1

30

T

WERT RO o7, T, INODIERIIREIZ L
NEIES A% S DTH -7,

(6) HHif=E0EENES)ZT S H1EH

JEATIRFENE O L <3RS » b OB = 0 B#h ik H)
{234 ¥ A fleroxacin D 22 % % Fig. 19, 20IZ/R"¥, 1X
10°~1X10g/mlDBE T2l 1= 8 D BH I I %
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HOBIR 4B IS HE DR % RO 7h, RIRICIE
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Time after reserpine administration (h)

@ non-reserpine, ® reserpine, 2.5 mg/kg, i.v. (control),

O reserpine + fleroxacin, 100 mg/kg, p.o., A reserpine + fleroxacin, 300 mg/kg, p.o.,

O reserpine + fleroxacin, 1000 mg/kg, p.o., A reserpine + IPH, 100 mg/kg, p.o.

*, ** Significantly different from the control at P<0.05 and P<0.01, respectively. Drug was administered
immediately before reserpine dosing. Each point represents the average of 10 animals. Vertical lines

show the standard error.

Fig. 2.  Effects of fleroxacin and imipramine hydrochloride (IPH) on hypothermy induced by reserpine in

mice.
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2LISRT &K, 30mg/kgiv. D KBRS TIE, 110Ld
AVCICEEBOE A, H0H %, HIZ 11T 70T /NG
BOTHELZOH, BHERIIZIEALERERIT
Shhot, BRIMOESE) 3T 5 fleroxacin DI {E

A iZatropine sulfate 0.2mg/kg.i.v.ZH~<5 & BHTHL
bDTH-7

(2) Hfrf=Esdd 5ER

Fleroxacin 3% I¥10mg/kg.iv.ix, 7HFDEMEKNFE
B BB Y5 R kMol T2, Fig 221IRFTE
{, 30mg/kgiv.DKEIXG TIX6ILH1ILICFEEE0D
B % B 72 H%, Iso 5 pg/kgivIlHXBLEL
CEHERTH 5 720

(3) AR ES T H1ER

Fleroxacin 3mg/kgi.v.id, 7HFOERAHI & ok
MAEDERIZEBE5 2 o7, 72, Fig 23k
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Time after reserpine administration (h)

B non-reserpine, @ reserpine, 2.5 mg/kg, i.v. (control),

O reserpine + fleroxacin, 100 mg/kg, p.o., A reserpine + fleroxacin, 300 mg/kg, p.o.,

O reserpine + fleroxacin, 1000 mg/kg, p.o., A reserpine + IPH, 100 mg/kg, p.o.

*, =+ Significantly different from the control at P<0.05 and P <0.01, respectively. Drug was administered
immediately before reserpine dosing. Each point represents the average of 10 animals. Vertical lines

show the standard error.

Fig. 3. Effects of fleroxacin and imipramine hydrochloride (IPH) on ptosis induced by reserpine in mice.
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Table 8. Effects of fleroxacin and aspirin on writhing and permeability of dye into the peritoneal cavity induced
by intraperitoneal injection of acetic acid in mice

Dose Number of Number of Permeability
Treatment (mg/kg, p.0.) animals writhings of dye (ug)
Control — 10 65+4 143+18
. 645 122+18
Fleroxacin 100 10 1.5) 14.7
. 63+4 128+18
Fleroxacin 300 10 @3.1) (10.5)
. 22+4* 69+11*
Fleroxacin 1000 10 66.2) (61.7
B 17+5* 42 +5*
Aspirin 200 10 (73.8) (70.6)

Drug was administered 60 minutes before the pontamine sky blue and acetic acid dosing. Numbers in parentheses
indicate % inhibition compared to the control.  * Significantly different from the control at P<0.01. mean * SE

Table 9. Effects of fleroxacin and aminopyrine on antinociceptive activity in mice

Antinociceptive activity (g)

Treatment Dose time after administration (h) Ar}algesy
(mg/kg, p.o.) index
0 1 2 3 4 5

Control — 104+4 103%5 101+4 103+5 101 x4 102+4  0.981*0.017
Fleroxacin 100 104+4 1155 119+5* 113+6 110+4 107+4  1.091%0.024**
Fleroxacin 300 103+3 132+4** 128%x6** 119+4* 115+3* 111*5  1.174%0.022**
Fleroxacin 1000 103+3 153+9** 152+9** 141+7** 127+8** 116+6  1.344+0.036**
Aminopyrine 100 103+4 154+7** 157+6** 131+6** 125+7** 114+5  1.337+0.057**

Data are presented as mean + standard error of 10 animals.
=, «« Significantly different from the control at P <0.05 and P<0.01, respectively.

Table 10. Effects of fleroxacin and chlorpromazine hydrochloride (CPZ) on cough reflex induced by
mechanical stimulation in guinea pigs

Inhibition of cough reflex (inhibited/used)

Dose

Treatment Route time after administration (h)
(mg/kg)

0 0.5 1 2 3 4 5
Control — p.o. 0/6 0/6 0/6 0/6 0/6 0/6 0/6
Fleroxacin 100 p.o. 0/6 0/6 1/6 0/6 0/6 0/6 0/6
Fleroxacin 300 p.o. 0/6 0/6 0/6 1/6 1/6 1/6 1/6
Fleroxacin 1000 p.o. 0/6 0/6 0/6 0/6 1/6 1/6 1/6
CPZ 15 i.p. 0/6 4/6* 3/6 4/6* 5/6** 5/6** 0/6

*, »* Significantly different from the control at P <0.05 and P <0.01, respectively.



218 CHEMOTHERAPY NOV. 1990
Table 11. Effects of fleroxacin and chlorpromazine hydrochloride (CPZ) on the conditioned avoidance response in rats
Inhibition of avoidance response (inhibited/used)
Treatment Dose time after administration (h)
(mg/kg, p.o.)
0 1 2 3 4 5 6

Control — 0/10 0/10 0/10 0/10 0/10 0/10 0/10
Fleroxacin 100 0/10 0/10 0/10 0/10 0/10 1/10 0/10
Fleroxacin 300 0/10 0/10 0/10 0/10 0/10 1/10 0/10
Fleroxacin 1000 0/10 0/10 0/10 0/10 0/10 0/10 0/10
CPZ 20 0/10 0/10 3/10 4/10* 6/10** 6/10** 4/10*

*, == Significantly different from the control at P<0.05 and P <0.01, respectively.
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Time after administration (h)

> —
3,
=2}

® control, O fleroxacin, 100 mg/kg, p.o., A fleroxacin, 300 mg/kg, p.o., O fleroxacin,

1000 mg/kg, p.o., A CPZ, 30 mg/kg, p.o.

*, =+ Significantly different from the control at P<0.05 and P <0.01, respectively. Each point represents
the average of 10 animals. Vertial lines show the standard error.

Fig. 4. Effects of fleroxacin and chlorpromazine hydrochloride (CPZ) on body temperature in rats.
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12.2% 805 L7=%%, WEBELOBMICEEZIROONE
A5 720 Atropine sulfate 50mg/kg.p.o.td, BHEHELIEY
21.6%AE(P<0.01 )IZ#PfI L 72,

(5) BERICA3 B1EH

Fleroxacin 3 10mg/kg,i.v.C, BNRTHHER#IZ X 58
JEUNAR ot L TR 2 5 X b - 72(Table 13), —4,
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Rectal temperature (°C)
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FARETERTE L L TH 5 N A hexamethonium chloride
(Cs)tX1mg/kgiv. T, ENRIAMERIBUS & 5 BRI+ ¥
BBICHIH L 7o

1. ZDfOEA

1) Swix3 28

(1) BWmWx45EH

Table 14IZ783 Z& <, fleroxacin 30, 100/ 1¥300
mg/kgs.c IR T v POBRSWICEETS 2%
A 5 72, Atropine sulfate Img/kgsc i BHRERLBER S
pepsin L EF A E(P<0.01)IZHHI L 720

(2) REHSZwIx3 A1ER

REETDT » + OB K IZT B % Table 1512

R, Fleroxacin 100 & U°300mg/kg.p.o.i¥, x51%2~

I I I T
-0.5 0 1 2

T | I 1
3 4 5 6

Time after administration (h)
@ control, O fleroxacin, 100 mg/kg, p.o., A fleroxacin, 300 mg/kg, p.o., O fleroxacin,

1000 mg/kg, p.o., A CPZ, 10 mg/kg, p.o.

=, ** Significantly different from the control at P <0.05 and P<0.01, respectively. Each point represents
the average of 10 animals. Vertical lines show the standard error.

Fig. 5. Effects of fleroxacin and chlorpromazine hydrochloride (CPZ) on body temperature in mice.
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2) FREEMIZT A1EH
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o1z, 300 U1000me/kg,po. Tid, k5285 %
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EE(P<001)IAL, RFEONa* LK EIZbHH(P
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Time after TTG administration (h)
@ control, O fleroxacin, 100 mg/kg, p.o., A fleroxacin, 300 mg/kg, p.o., O fleroxacin,

1000 mg/kg, p.o., A aminopyrine, 100 mg/kg, p.o.

«, +« Significantly different from the control at P<0.05 and P<0.01, respectively. Drug was administered
60 minutes after TTG dosing. Each point represents the average of 6 animals. Vertical lines show the

standard error.

Fig. 6. Effects of fleroxacin and aminopyrine on hyperthermy induced by TTG in rabbits.
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Fig. 7. Effects of fleroxacin on spontaneous EEG patterns of the sensory-motor area of the cortex
(SMC), hippocampus (HPC) and amygdala (AMY) in cat.
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Fig. 8. Influence of fleroxacin on spinal reflex in spinal cats. mean*SE (N=3)
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Fig. 9. Effects of fleroxacin on blood pressure, heart rate, respiration and electrocardiogram in an
anesthetized rabbit.
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Fig. 10. Effects of fleroxacin on blood pressure, heart rate, femoral blood flow and respiration in

anesthetized dogs.
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Fig. 11.  Effects of intravenous infusion of fleroxacin on blood pressure and heart rate in conscious,
unrestrained cats.
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= Significantly different from the control at P<0.05. Each point represents the average of 6 animals.
Vertical lines show the standard error.

Fig. 12. Effects of fleroxacin on the blood flow of common carotid artery in anesthetized rabbits.
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Fig. 13. Effects of fleroxacin ¢-isoproterenol hydrochloride (Iso) and acetylcholine chloride (ACh) on the

spontaneous movement of isolated guinea pig atrium.
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Fig. 14. Effects of fleroxacin and papaverine hydrochloride (Pap) on the flow in auricular vessel of isolated
rabbit ear.
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Fig. 15. Effects of fleroxacin on the contraction of isolated guinea pig ileum caused by various
spasmogens.
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Fig. 16. Effects of fleroxacin and phentolamine mesylate (Phen) on the contraction of isolated rat smooth
muscle preparations caused by various spasmogens.
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Fig. 17.  Effects of fleroxacin on the contraction or relaxation of isolated guinea pig trachea caused by

various agonists.
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—
Fig. 20. Effects of fleroxacin and é-isoproterenol hydrochloride (Iso) on the spontaneous movement of

isolated pregnant rat uterus.
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Effects of fleroxacin and atropine sulfate (Atr) on gastrointestinal motility in a gallamine-

immobilized rabbit.
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Fig. 22. Effects of fleroxacin and ¢-isoproterenol hydrochloride (Iso) on uterine motility in an anesthetized
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Fig. 23.  Effects of fleroxacin and papaverine hydrochloride (Pap) on contraction of urinary bladder induced
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IVP: intra-vesical pressure

by electrical stimulation in an anesthetized rabbit.



230 CHEMOTHERAPY NOV. 1990

Table 12. Effects of fleroxacin and atropine sulfate on the intestinal propulsion test in rats

Treatment (mg/ﬁg,s;o.) N:;?:E:f % Transport
Control — 10 62.1+3.4
. 64.5+3.2
Fleroxacin 100 10 (-3.9
. 51.1%5.3
Fleroxacin 300 10 a7.7)
' 54.5+3.8
Fleroxacin 1000 10 12.2)
. 48.7+2.5*
Atropine sulfate 50 10 ©1.6)

Numbers in parentheses indicate % inhibition compared to the control.
* Significantly different from the control at P<0.01. mean*SE

Table 13. Influence of fleroxacin and hexamethonium chloride (Cg) on the response of the nictitating membrane produced
by cervical sympathetic nerve stimulation in anesthetized cats

Number Contractile response (%)
Drug (mgI/)lf gs ei-v.) .Of before time after administration (min)

animals 0~5 5~10 10~15 25~30 40~45 55-~60
Fleroxacin 10 3 100 99+7  97+2 99+2 102+4 102+6 1014
Ce 1 2 100 42 49 64 — — —

Cats were anesthetized with urethane and a-chloralose. The contractile response of the nictitating membrane was
produced by preganglionic stimulation (mean *+ SE).

Table 14. Effects of fleroxacin and atropine sulfate on gastric secretion in pylorus-ligated rats

Acid output Pepsin output

Dose Gastric juice B B R
Treatment (mg/kg, s.c.) (ml/100 g bw/4 h) free acid total acid Q;ln(l)gles btyx;t;st}:le
(ueq/100 g bw/4 h) /100 g bw/4 b)
Control — 3.65+0.24 347+31 381+33 38.1+2.0
) 3.70%0.27 355+ 40 399+ 39 38.0+2.2
Fl
eroxacin 30 (-1.4) (-2.3) (-4.7) ©.3)
) 4.22+0.28 436+36 475+ 36 42.7%2.6
Fi 100
eroxacin (~15.6) (—25.6) (-24.7 (-12.1)
) 3.75+0.28 370+36 419+40 38.2+2.3
FI 300
eroxacin (-2.7) (~6.6) (~10.0) (-0.3)
Atropine ) 0.96+0.14* 68+ 16* 94 +18* 9.7+1.3*
sulfate (73.7) (80.4) (75.3) (74.5)

Drug was immediately administered after pylorus ligation. Data are presented as mean + standard error of 10 animals.
Numbers in parentheses indicate % inhibition compared to the control.
* Significantly different from the control at P<0.01.
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Table 15-1. Effects of fleroxacin and cholic acid on bile secretion in anesthetized rats
Dose Volume (ml) of bile secretion
t
Treatment  ng/g) Route Pre 0~1? 1~2 2~3 3~4 4~5
Control — p.o. 0.80+0.06 0.81+0.06 0.85+0.07 0.80%+0.04 0.75%0.06 0.74%£0.04
Fleroxacin 100 p.o. 0.81+0.06 0.88+0.09 1.02+£0.06 1.02%0.04** 0.97+0.04** 0.93+0.05**
Fleroxacin 300 p.o. 0.81+0.07 0.96+0.10 1.00+£0.08 1.04%0.05** 0.93+0.04* 0.90+0.05*
Fleroxacin 1000 p.o. 0.88+0.04 1.09+0.08* 1.09+£0.06* 1.05%0.05** 1.03+0.04** 1.01+0.05**
Cholic acid 100 i.p. 0.81£0.04 1.23+0.10** 1.06+0.04* 0.85%+0.04 0.73+0.04 0.69+0.04
Data are presented as mean + standard error of 10 animals. a) Time (h) after administration.
*, =+ Significantly different from the control at P<0.05 and P <0.01, respectively.
Table 15-2. Effects of fleroxacin and cholic acid on bile secretion in anesthetized rats
Dose Dry weight (mg/0.5 ml) of bile
Treatment Route
(mg/kg) pre 0~22 2~5
Control — p.o. 16.2+0.7 14.0+0.4 12.3+0.4
Fleroxacin 100 p.o. 15.5+0.3 13.9+0.5 10.7£0.3**
Fleroxacin 300 p.o. 15.8+0.6 13.8%£0.8 10.7+0.3**
Fleroxacin 1000 p.o. 15.8+0.6 13.5+0.3 11.0+04*
Cholic acid 100 i.p. 15.8+0.8 18.0+0.7** 14.9+0.6**
Data are presented as mean * standard error of 10 animals. a) Time (h) after administration.
=, »» Significantly different from the control at P<0.05 and P <0.01, respectively.
Table 16-1. Effects of fleroxacin and hydrochlorothiazide (HCT) on urinary volume, electrolytes,
protein and ketone bodies in 0.2% NaCl-treated rats
Dose Urinary volume (ml/kg, bw)
Treatment
(mg/kg, p.o.) 0~1? 0~2 0~3 0~4 0~5 0~24
Control — 7216 14.6%0.8 16.8+0.7 17.5%0.7 18.6+0.8 31411
Fleroxacin 100 7.2+1.0 16.3%1.0 18.7+1.2 19.3+1.1 20.2+1.2 34.2+1.5
Fleroxacin 300 4.7+09 109*15* 149+14 17.1£1.5 17.8+14 33.1+£2.0
Fleroxacin 1000 42+1.0 88+12** 148*14 18.7£1.4 22.2+16 40.9£2.9**
HCT 25 9.2+1.4 21.8%x1.2** 27.7+1.1** 30.2+1.1** 31.0x0.9** 47.7+x1.6**

Data are presented as mean + standard error of 10 animals. a) Time (h) after administration.
*, =+ Significantly different from the control at P<0.05 and P <0.01, respectively.

Table 16-2. Effects of fleroxacin and hydrochlorothiazide (HCT) on urinary volume, electrolytes,
protein and ketone bodies in 0.2% NaCl-treated rats

Urinary electrolyte

Ketone bodies

Dose N N Urinary protein

Treatment (mg/kg, p.o.) Na K Na*/K* (mg/kg, bw/24 h) + 4+
(meq/kg, bw/24 h) = +*

Control — 2.78%0.22 2.44%0.11 1.14+£0.07 13.1£0.6 10 0 0 0

Fleroxacin 100 3.11%0.08 3.07+0.15**  1.03+0.05 13.6+0.7 4 0 6 0

Fleroxacin 300 3.11+0.17 2.79%+0.14 1.12£0.07 14.0%£0.7 1 0 3 6

Fleroxacin 1000 4.07+0.31** 3.75+£0.36** 1.13%£0.08 14.7+1.1 0 0 0 10

HCT 25 5.37+0.25** 3.06+0.12**  1.78+0.10** 14.5+0.6 10 0 0 o0

Data are presented as mean + standard error of 10 animals
*, *x Significantly different from the control at P<0.05 and P <0.01, respectively.

. a) Time (h) after dministration.
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1000 mg/kg, p.o., A aspirin 300 mg/kg, p.o., Drug was administered 60 minutes before the injection of
inflammatory agent. Each point represents the average of 10 animals. Vertical lines show the standard
error. *, ** Significantly different from the control at P<0.05 and P<0.01, respectively.

Fig. 24. Effects of fleroxacin and aspirin on hind paw edema induced by dextran in rats.
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@ control, O fleroxacin, 100 mg/kg, p.o., A fleroxacin, 300 mg/kg, p.o., O fleroxacin,
1000 mg/kg, p.o., A phenylbutaozone, 100 mg/kg, p.o.

*, *x Significantly different from the control at P<0.05 and P<0.01, respectively. Drug was administered

60 minutes before the injection of inflammatory agent. Each point represents the average of 10
animals. Vertical lines show the standard error.

Fig. 25. Effects of fleroxacin and phenylbutazone on hind paw edema induced by carrageenin in rats.
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Table 17. Effects of fleroxacin and hydrocortisone on the phagocytic action of the reticuloendothelial system in mice

Treatment (rlr?golskeg) Route N:ﬁ:}::f Phagocytic-index (K)
Control — p.o. 10 0.0195+0.0019
Fleroxacin 100 p.o. 10 0.0163+0.0021
Fleroxacin 300 p.o. 10 0.0156 +0.0022
Fleroxacin 1000 p.o. 10 0.0117£0.0013*
Hydrocortisone 20 s.C. 10 0.0238 +0.0009

Drugs were administered once daily for 5 consecutive days before the carbon clearance test.
+ Significantly different from the control at P<0.01. mean*SE.

Table 18. Effects of fleroxacin and cyclophosphamide on the delayed-type hypersensitivity induced by
methylated bovine serum albumin (MBSA) in mice

Treatment Dose Number of Footpad edema
reatmen (mg/kg, p.o.) animals (%1072 mm)
Negative control — 10 15.1+8.0
Control — 10 147.8+16.2
) 134.3+20.3
Fleroxacin 100 10 102)
. 125.3+11.7
Fleroxacin 300 10 a7.0)
) 126.8+11.9
Fleroxacin 1000 10 (15.8)
. 57.4+8.8*
Cyclophosphamide 20 10 ©68.1)

Drugs were administered once daily for 10 consecutive days from the day after MBSA sensitization. Numbers in
parentheses indicate % inhibition compared to the control.  * Significantly different from the control at P<0.01.
mean * SE.

Table 19. Preventive effects of fleroxacin and atropine sulfate on the stress ulcer induced by water-immersion in rats

Treatment Dose Number of Number of Ulcer-index
(mg/kg, p.o.) animals ulcers (mm)
Control — 10 53.7+2.5 57.2+3.8
Fleroxacin 100 10 50.8+4.0 56.7%5.7
(5.4) 0.9
; 30.5+2.5* 30.1+4.9*
Fleroxacin 300 10 43.2) @7.4)
; 28.1+3.5* 24.5+3.3*
Fleroxacin 1000 10 7. 57.2)
. 9.4+1.7* 8.6+1.5*
Atropine sulfate 5 10 82.5) 85.0)

Drugs were administered 30 minutes before the water-immersion stress (16 h). Numbers in parentheses indicate %
inhibition compared to the control. = Significantly different from the control at P<0.01. mean+SE.
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=, == Significantly different from the control at P<0.05 and P<0.01, respectively. Each point represents
the average of 10 animals. Vertical lines show the standard error.
Fig. 26. Effects of fleroxacin and tolbutamide on the blood glucose level in fasted rats.
Table 20. Effects of fleroxacin and nicotinic acid on the serum triglyceride (TG) and
free fatty acid (FFA) in fasted rats
Treatment Dose Number of TG FFA
(mg/kg, p.o.) animals (mg/dl) (ueq/l)
Control — 10 150.5+7.0 901+34
Fleroxacin 100 10 157.5+8.8 1042 +44*
Fleroxacin 300 10 155.9+6.3 1058 +34**
Fleroxacin 1000 10 164.9+8.5 1087 +48**
Nicotinic acid 100 10 103.7+£10.1** 269+19**

Drug was administered 2 hours before the sacrifice.

*, »x Significantly different from the control at P <0.05 and P <0.01, respectively. mean+SE.
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Table 21. Effects of fleroxacin and dicumarol on the plasma recalcification time in rats

Plasma recalcification time (sec)

Dose Number of

Treatment . time (h) after administration
(mg/kg, p.o.) animals

2 5
Control — 10 79.4+35 85.1+4.1
Fleroxacin 100 10 85.2+3.4 88.7+2.7
Fleroxacin 300 10 84.4+3.9 92.8+3.2
Fleroxacin 1000 10 89.5+7.7 94.2+47
Dicumarol 50 10 111.8+4.9* 109.0+3.3*

»: Significantly different from the control at P<0.01. mean*SE.

Table 22. Hemolytic effects of fleroxacin on the erythrocyte of rabbit (in vitro)

Treatment Concentration Number of Hemolysis

(ug/ml) experiments [OD] [%]
Vehicle — 6 0 0
Fleroxacin 100 6 0 0
Fleroxacin 300 6 0 0
Fleroxacin 1000 6 0 0
Distilled
Water — 6 0.249 100

Fleroxacin solution (pH 7.4) was added to the physiological saline containing rabbit erythrocytes. Hemolysis [%] =[OD]
of fleroxacin treated group/[OD] of distilled water treated group x 100.

Vehicle Fleroxacin 30 mg/kg, i.v.
100 (mmHg) 5 min
BP
0
300 (beats/min)
HR

0

RESP . "] [ .
RR Sg[ (breathes/min)

®

40
TTGM [

TCC 0.15 mg/kg, i.v.

100 - (mmH®)
0 .
300 [ (beats/min) BP: blood pressure
HR E__\-’./“——. HR: heart rate
0 RESP: respiration

RR: respiratory rate

TTGM: twitch tension of gastrocnemius muscle
RESP L
RR 58[ (breathes/min)

40

@

|

Fig. 27. Effects of fleroxacin and d-tubocurarine chloride (TCC) on the twitch tension of gastrocnemius
muscle to electrical stimulation of tibial nerve in an anesthetized rabbit.

TTGM
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*, »« Significantly different from the control at P<0.05 and P<0.01, respectively. Each point represents
the average of 10 experiments. Vertical lines show the standard error.

Fig. 28. Effects of fleroxacin and procaine hydrochloride on the corneal reflex in guinea pigs.
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ERG: electroretinography

Fig. 29. Effects of fleroxacin and nalidixic acid on electroretinogram in gallamine-immobilized cats.
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GENERAL PHARMACOLOGICAL PROPERTIES OF FLEROXACIN

Keniiro Momo, Kot Nakamura, Tokuer Tacrirl, Kenyt Mivazaki, Osamu Kinosuita and Takashi NisHikawa
Technical Center of Development, Kyorin Pharmaceutical Co., Ltd.
1-3-32, Ukima, Kita-ku, Tokyo 115, Japan

Taxasui Hiravama, Atsuniro Y amanisui and Fukutaro Taca
Central Research Laboratories, Kyorin Pharmaceutical Co., Ltd.

We investigated the general pharmacological properties of fleroxacin with the following results.

1. Central nervous system: fleroxacin, at an oral dose of 100 mg/kg. showed an anti-nociceptive effect and decrease in
body temperature in mice; at 300 mg/kg or more it showed antipyretic action, suppressed spontaneous motor activity,
prolonged thiopental-induced sleeping time and promoted reserpin-induced hypothermia in mice; and at 1000 mg/kg it
showed muscle relaxation. A transient EEG arousal pattern was evoked in conscious, unrestrained cats at over 5 mg/kg,
intravenously.

2. Respiratory and cardiovascular system: fleroxacin decreased blood pressure in anesthetized dogs at an intravenous
dose of 10 mg/kg. But it showed little effect on any parameters at an intravenous dose of 10 mg/kg in anesthetized rabbits,
and on blood pressure at an infusion of 10 mg/kg/10 min in unanesthetized, unrestrained cats.

3. Smooth muscles and autonomic nervous system: fleroxacin slightly suppressed the contractile response of isolated rat
vas deferens to noradrenaline and slightly enhanced the contractile response of isolated guinea pig trachea to histamine. It
also slightly inhibited the spontaneous motility of isolated rabbit ileum and uterus at concentrations of 10~" g/ml and more. It
inhibited the motility of urinary bladder at over 10 mg/kg i.v., and of rabbit stomach at an i.v. dose of 30 mg/kg, but had little
effect on the motility of uterus.

4. Miscellaneous: fleroxacin, at oral doses above 100 mg/kg, increased bile secretion, free fatty acid levels in serum, and
ketone bodies in rat urine. It produced a transient decrease in urine volume and blood glucose, showed anti-inflammatory and
anti-ulcer effect, and suppressed reticuloendothelial function at oral doses of 300 mg/kg or more. It had no effect on ERG
pattern and blood coagulation ability, and no hemolytic action.



