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10mg/kg AE/BORSHE SO THEHIRRN O ONT ==, ChESHFELL TEHA5HE NOAEL
([RDONE DTz, LI, COEBRDIEEENERERSIN-5VMO, ABHICERlEZRRES
N-EESYNIEVTE—RMISEHON IR THY . MEFIOSHLEL DLV FEREEEDE
BIHESELEEZ DNz, Tz, COELIXITH>EE HROERGTHLI LM, SHFHREDE
BELTIHEL TRV SN,

EHEREI OV TRLBL AR THERYE RS DOEEN RO -EEAONAIERIE. 12D 8
BREIOEEFZEICET 2 HHFRRICEVTERO ON-BEHHEREDKAERKTHY . NOAEL X
5.0mg/kg A E/BTHo1z, COHRIE. /O KD B ELNPEBIDHBHoN L. XA
FHEOBNBPRETH L NN TNEIENS, 7550 OERFMR B4 Tl H1EREL
TIHBELTHIH EHIENT-, LHLEDD, BE, 4 XF AR a4 sHlT SN iE. &% 9% A&
LS, BEMELAHEHEEZ ONSEHICHELTEDIZEOHROFEBRN RSN TLDHDITHL ., FHRE
[ 8 BRIELSERREIDHBN S /oN-1DTHHIEN L., RIMLESHOFHEIFRL TXThEBE
[CANDRELHDESIT=,
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WEMERRZEDFHEIZDLTIE, £ FOBRMEE~ADFEE TR TE HEIMDFER AL FE
TENTULVEVMRBREERT DL, BONTLWAHRDS ERLBENEEZ SNLHELEDERALTHEY
) ADI FRET DFENIRUTHHEEZ DND, 77 AF YL UITDONVTOREYFHRZEIZ DL
Tl&. invitro DEIRE LT MICso. invivo DEIRE L TEMNEER EDERZRRICHITA2EEFE. E MR
ST 4 7IZH1T5 5 BEEORESIZ & SEKRERNHD.

A 70343 V2D TIEE MR EICH UV THEBMEL VERZERN H 5, BKICETARLEER
EWERILHEBRRADRE T, RU\THAE. EEES LS - P IRERROFETH 1=, ThiHEE
BHRS LT 4 7ICHITS 10 BEOBRSEBRTERRTH o=, Ef=. 5 BORERS T4 7IZHIT
% 5 BEOEOHS5Q200mgE . 1 H2 @)l:’)b‘f%%i%ﬁﬁ%éhf“éﬁi —DFERIZH
WCEERICRMRAIRHE ST, BEEEOBMIZE IR ohigh o1z, LhWLEN S, EE
POERSHEEOSISIZTELFED SN, &5IZLHIE Y5 TLHMED NI STz Candida spp. HHRE
4 HEIZIZE TOHBEN SR SND L1212, 400mg E MBDOA 70%Y9L o 0EORS
(X. b MERHERZEOIO—HEmRtEENELLIz3DEEFER oM. NOEL [ERETEHEM o7,

—%. inviro DHRRIZONTIE, £ MEREEENSRE SN SBEEETHS Bacteroides.
Bifidobacterium. Clostridium. Eubacterium. Fusobacterium. Peptococcus | Peptostreptococcus FDIRIERTIE
B, Rplasmid D) H—/\—EiAMREMECEL4) R CESEBLA SR DH S Enterococcus. E. coli.
Lactobacillus S0 EERSIEEAMAEYFEMN ADI DEHEITHEL T MICs AL\ HIHAI BV EEELT
ERStIc RSN THEY ., BRELEERICEVTHEERNIZCThoZ AL TEHBZ ML TV 5, 770
FHIUZDNTIE, ShdD b MERIZERT SN HHMRED E MRRSBHRZDLVT, KR
X7 & 37 §E 2164 BIHRD MICs DIFEAFON TS,

ZhSOHENBSIE, 0.5 ug/mL DEEEIZEL VT Eubacterium. Peptostreptococcus. Propionibacterium D&
MO EENFEE T Tz, BRBIEL MICs HMRESNT=DIZ E. coli THDT=A E. coli IZDLVTIEE
SR D LHIERIZ 5HDEISIET<H T HN0.1%F2E) T. [BRHEEENELISXT 5T S FEILHEM
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THHICE, —BAITEREIRZEN IR THHEN B o, BIRTHAYIER ADI 0 3l
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FED Bacteroides HET lug/mL UL ETHDDITHL TELLMELDEEBH LN, SHITENMRT 747 DX
BT Bacteroides ~DEEILFEAERDDI=2E, T aBITBPERTHI LMD LWTh
BRTHRAEYIEER ADI OFHEIZALSDILEY THLWEER N T,

IhoDIeEMD, BERICEVLWTEA 70X 0 OMEYERN ADI OFHICH->TIE,
Eubacterium. Peptostreptococcus., Propionibacterium |Z#1+% MICs, @ 0.5pg/mL ZRATHZEIEHTH
SHLEEENT=,

BH. Za—F/OUE IS HORBEDF LR R /00 LB TRt AT SLITKOESR TS,
TSI HIRT AR B ETELLY, CORREIT DL T O EESH ST EEAIEHEIZ (X, FEDUR
JEHEANETHIEEZONDN, —a—F /0 FIDEFER EIZHT5EEHIIBASNTH D,
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X ZALV- 8 BRERSETSESERI 25115 NOAEL Smgkg hE/B THoT=. CORREH S ADI Z5EET D
[2d1->TlZ. FE 10, BHE 10 DRLFHE 100 (2HinZ . BEEHERBROFRBERAIEL S RU. 5
PNAASHSMREBOMBEI LN EEL R SMIZERELT 10 28AL. ADI X 0.005mgkg AE/HEER
Exhd,
—7. YRR R DLV TR A TRIRTRER B DI invitro O MICs) DAHTH>T=o
RS 220g. HEARE SN DSHEIC 30%(RFPEIRES YHER). TR 1. £ MAEIC
60kg Z=EAT B L.

0.0005 (mg/mL) x 220 (g) _
ADI (mg/kg $KTB/E) = e 0006 mgg /R

L%,

EHSHREN DEAND ADI EMEYERENSEIND ADI ZHET SHE, BRRICHENT
(TEHPHT—2 0 oEBAINEAL Y/NSCRY, BEENFNEEZ OIS EMND, 70FY
SUMBBEAELTTET HITEELTD ADI & LTIE, 0005 mgkg AE/BEFET S EABEHTHD
LEZBND,

[BRRER BRI~ DL\T])

&Y, A7O%HS U OBRBRAENFICRIBREEETMEICOLITIE, ADI & LTROEZ
AT A EAELREEZOND, BE . FRIDFEEICFRSFHEIZDLVTIE, EFIMEE £ L=#28IC
DNTERETDIRENHY. ZhIZOVWTITREFHTH S,

A 20542 0.005mgke AE/R

22



A E D CHEAL-IRSI DL TIERIZAS o

ADI —BEFBIENRE

ALT P3P/ RTI5—E

AP FIVH)IART7H—E

AST FRNSXIBFI/INGURT5—E
AUC MFEWNRE —FHElghiR TR

BUN M&RRFEZEFR

cAMP  HA9')v AMP

CHL FroA ——Z/ AR Z— iRk
CHO  FyA=—X/\LR5—IREmEiark
Cran EalEDHRE

CPK IUFPFUIARI+H¥+—E

GOT  JIWAIUEAXY ORISR 7IF—E(—AST)
GPT TIVESUBE WE VENS U AT —HE(—ALT)
Hb AESTREAfEHR)

Ht ATV Uk

LOAEL m/\&it=

LOEL mIMERE

MCH FHFRERMEFRE

MCHC FyfRMmERkmEFRE

MCV  FFRMmBRATE

MBC  B/I\BERE

MIC B/IEERILRE

MLA TR TA—THER

NOAEL EFME
NOEL $E{ERE
Tip JHEFERA

TBIL  #&EJYLEY

Tcho L xX7a—)L

TDI Ma—BERE

TG rIJ)E)E

T B MER) R hETE

23



<H #>

1.

2
3.
4

10.

11

12.

13.

14.

15.
16.

17.

18.

19.

20.

21.

23.

EWIREESSNERGEREEG 70X Y L I RAR)

770592 U OYEEFHEFEEECRAR)

William 2001 ; FMEMEE TR XTIy FERE(T) EWAROERLERR 10 b BIEE

BRET=AR fth ; T-3761 DBFEBMIH TSI - 5370 - RBEHRUHER (1995)

Jap J Antibiotics : 1995(48), 626-641

J. Fung-Tomg, etal. (1989) ; In vitro and in vivo antibacterial activities of BMYY 40062, a new fluoronaphtyridone

Antimicrob Agents Chemother. : 1989 (33), No.6, 906-914

Yabe K, et al. (2001) ; A non-arthropathic dose and its disposition following repeated oral administration of ofloxacin, a
new quinolone antimicrobial agent, to juvenile dogs

J Vet Med Sci : 2001 (63), No.8, 867-72

DP-1764(Ofloxacin)DEEIRHESA 75 & N I RS T SHERRAR)

R. Warlich, et al. (1990) ; Multiple-dose pharmacokinetics of ofloxacin in serum, saliva, and skin blister fluid of healthy volunteers
Antimicrob Agents Chemother. : 1990 (34), No.1, 78-81

D. Israel, et al. (1993) ; Phamacokinetics and serum bactericidal titers of ciprofloxacin and ofloxacin following multiple oral doses in
healthy volunteers

Antimicrob Agents Chemother. : 1993 (37), No.10,2193-2199

Lockley MR, et al. (1984) ; The pharmacokinetics and tissue penetration of ofloxacin

J Antimicrob Chemother. : 1984 (14), No.6, 647-52

H. Lode, etal. (1987) ; Pharmacokinetics of ofloxacin after parenteral and oral administration

Antimicrob Agents Chemother. : 1987 (31), No.9, 1338-1342

DP-1764(R)DEEFRBHEER D DNERATKR)

DP-1764(GR)DEFEBMUFEN T D 2)(RAK)

KFLE fh; SHIUERIDL-8280 DYHIR, Tv b, 4 XBLUHILIZEITH2MES(1984)

Chemotherapy : 1984(32), S-1, 1084-1090

DL-8280 D5MEY). HREMOSMSHHEKRLR)

M. Kato, et. al. (1992) ; Acute oral toxicity of the new quinolone antibacterial agent  levofloxacin in mice, rats and monkeys
Arzmeim-Forsch : 1992 (42), 3a, 365-366

NGRS th SEEAERFIDL-8280 DSy MIHIT5 4 BEEESMFH(1984)

Chemotherapy : 1984(32), S-1, 1091-1104

MEEESE b ; AEEEHIDL-8280 DS v MMIHITS 26 BEOEMESTH1984)

Chemotherapy : 1984(32), S-1, 1122-1141

M. Kato, et. al. (1992) ; Twenty-six-week oral toxicity of the new quinolone antibacterial agent levofloxacin in rats and cynomolgus
monkeys

Arzneim-Forsch : 1992 (42), 33, 367-373

T. Kajimura, et. al. (1992) ; Effect of the new quinolone antibacterial agent levofloxacin on multiple organ carcinogenesis initiated with
wide-spectrum carcinogens in rats

Armeim-Forsch : 1992 (42), 3a, 390-395

DL-8280 (DAFEHAER— 5 v MIH I+ DIBIRATES S VSHRAIRHE SHER—(RAR)

DL-8280 O4EFEAER— 5 v M+ ARITFIRERRIIHX EFR—(RAR)

S. Takayama, et. al. (1986) ; Reproductive toxicity of Ofloxacin

24



24.

25.

27.

28.

29.

30.

31

32.

33.

34.

35.

36.

37.

38.

39.

41.

42.

Arzneim-Forsch : 1986 (36(ID)), Nr. 8, 1244-1248

BHEAE it ; FrSpdnEH DL-8280 NDERRM RS 5185H1984)

Chemotherapy : 1984(32), S-1, 1162-1170

DL-8280 DEREFIEIRIT HiRat BHEBSESERCRAR)

H. Shimada, et. al. (1992) ; Mutagenicity of the new quinolone antibacterial agent levofloxacin

Arzneim-Forsch : 1992 (42), 3a,378-385

DL-8280 5 v MEO 7 BREREESHHERGRLR)

DL-8280 D5 v MESHTRBIZRITIRIE 53 8 - WEAMEOERERAR)

H. Sakai, et. al. (1994) ; Nontoxic intravitreal dose of ofloxacin for rabbit retina

Ophthalmic res : 1994 (26), 344-351

INGSE  fh ; DL-8280 (D—HSSFE(ERI(1984)

Chemotherapy : 1984(32), S-1, 1148-1161

MG Martens, et al (1991) ; Susceptibility of female pelvic pathogens to oral antibiotic agents in patients who develop postpartum
endometritis

Am J Obset Gynecol : 1991 (164), 1383-1386

EJ C Goldstein and DM Citron (1991) ; Comparative activity of ciprofloxacin, ofloxacin, sparfloxacin, Temafloxacin, CI-960, CI-990,
and WIN 57273 against anaerobic bacteria

Antimicrob Agents Chemother. : 1992 (36), No.5, 1158-1162

EJ C Goldstein and DM Citron (1991) ; Susceptibility of anaerobic bacteria isolated from intra-abdominal infections to ofloxacin and
interaction of ofloxacin with metronidazole

Antimicrob Agents Chemother. : 1991 (35), No.11,2447-2449

K. Sato, et al. (1982) ; In vitro and in vivo activity of DL-8280, a new oxazine derivative

Antimicrob Agents Chemother. : 1982 (22), No4, 548-553

Ditk L VC and Stefan RP (1984) ; In vitro activity of ciprofloxacin compared with those of other new fluorinated
piperazinyl-substituted quinolone derivatives

Antimicrob Agents Chemother. : 1984 (25), No4, 518-521

Prabhavathi BF, et al. (1986) ; In-vitro and in-vivo potency of five new fluoroquinolones against anagrobic bacteria

J Antimicrobial Chemother. : 1986 (18), 693-701

Lisa H and Harold CN (1987) ; In vitro activity of two new aryl-fluoroquinolone antimicrobial agents, difloxacin (A-56619) and
A-56620 compared to that of other antimicrobial agents

Chemotherapy : 1987 (33), 28-39

Asbj ¢m D and William LD (1988) ; In vitro activity of A-56619 (difloxacin) and A-56620, two aryl fluoroquinolones
Chemotherapy : 1988 (34), 298-307

RN Gruneberg, et al. (1988) ; The comparative in-vitro activity of ofloxacin

J Antimicrobial Chemotherapy : 1988 (22), Suppl. C, 9-19

AM Espinoza, et al (1988) ; Comparative in vitro activity of a new fluorinated 4-quinolone, T-3262 (A-60969)

Antimicrob Agents Chemother. : 1988 (32), No.5, 663-670

T Une, etal (1988) ; In vitro activity of DR-3355, an optically active ofloxacin

Antimicrob Agents Chemother. : 1988 (32), No.9, 1336-1340

L. Dubreuil, et al (1996) ; Activé in vitro D’une nouvelle fluoroquinolone, la marbofloxacine (RO 09-1168) sur les anarobies strcts et
quelques bactéries de la flore fécale humaine

25



43.

45.

47.

49.

50.

51.

52.

53.
54.

Path Biol : 1996 (44), 333-336
Y Fukuoka, et al (1993) ; In vitro and in vivo antibacterial activities of T-3761, an new quinolone derivative
Antimicrob Agents Chemother. : 1993 (37), No.3, 384-392
S Pecquet, et al (1987) ; Effect of oral ofloxacin on fecal bacteria in human volunteers
Antimicrob Agents Chemother. : 1987 (31), No.1, 124-125
Stein GE, et al (1991) ; Safety of multiple doses of ofloxacin in healthy volunteers
Drugs Exptl Clin Res : 1991 (XVII), 10/11, 525-529
RBlomeret al (1986) ; Safety of ofloxacin — adverse drug reactions reported during phase-II studies in Europe and in Japan
Infection : 1986 (14), Suppl. 4, S332-S334
M Tanaka, et al. (2004) ; Absorption, distribution and excretion of MC-evofloxacin after single oral administration in albino and
pigmented rats: binding characteristics of levofloxacin-related radioactivity to melanin in vivo.
J Pharm Pharmacol. : 2004 Apr; 56(4), 463-9.
K Marutani, et al. (1993) ; Reduced phototoxicity of a fluoroquinolone antibacterial agent with a methoxy group at the 8 position in
mice irradiated with long-wavelength UV light
Antimicrob Agents Chemother. : 1993 (37), No.10, 2217-2223
Zhang T, etal. (2004) ; Compare two methods of measuring DNA damage induced by photogenotoxicity of fluoroquinolones.
Acta Pharmacol Sin. : 2004 Feb, 25(2), 171-5.
Ronald et, al. (1999) ; Photogenotoxicity of fluoroquinolones in Chinese hamster V79 cells: dependency on active topoisomerase I1.
Photochem Photobiol. : 1999 Mar; 69(3), 288-93.
Scheife RT et, al. ; Photosensitizing potential of ofloxacin
IntJ Dermatol. : 1993 Jun, 32(6) : 413-6
Yagawa K. ; Latest industry information on the safety profile of levofloxacin in Japan.
Chemotherapy. : 2001 (47) Suppl 3, 3843, discussion 44-8.
WHOTRS 893 (2000)
EMEA (2002) ; REVISED GUIDELINE ON SAFETY EVALUATION OF ANTIMICROBIAL SUBSTANCES REGARDING
THE EFFECTS ON HUMAN GUT FLORA

26



SYREER (F 70X Y O LAY ETHBROBKEME (X FHLIVR)) DE

BEEICRIRME

W N e

TEmE T AHER - HROFEEHERITONT

. ERHIE ERR1 7EIH22H~FEHK17T4E£10H19H
CREHE AVE—FRy b Ty v s A, BHiE
CRBERE 1@ (1 @ICEEEROTEROBEHY)

. EREEROBERCEFNCHT B8 AEMRAES ORI

HER - FHROBE

HMAEsOEE

O20054E 7 B, kKEA XA T7TaFH &
P DEE~DEBOBRYBELEM LT,

et LA ux ) a KL REMESY
N I ah= i o M BV - [ s AV el = DA/ A

WHEINTWA,
BI—X TN —T TR ED TS,

BADOLEHE LCHlRICE Y Al d & b
2. BNTOTIAA X ) a L ROFEA~D
%Fw%#ﬁomf\%%T&%fkéoé
ERpD | RABEAERE L LTH—~A 5
VADEMDOENEELEZERBTRETHHLEER

FU7ZAdex/ o Rlchsrrarayx

TREI R A E—REEDLE L NER
HkThril, FLTZ A X/ ol
Hohrrvanrsyg—, mraozadty
VEAREHEMLTWAZ EIZEALDTH
b, AzuxHgr, mruvaxv

—REZ X COEBRPIEDOIREIK L L THAE
ThHY, #BAETE FEREE D EELRIEKA

RAEEEBERIIMHEEBBEIZ OV T
UL, ZrduaXx o RORE~DEDR

ZHEHLYE L7- FDA OPREIXTEKRTH Y, &K
WZDOWTIEEERIEE U R 7 FHli O BB R

¥ /o CRIEEIZERN T B0

OF 7 ux¥ U OMEERBEIZOWTIE, B
e R LT A DR E L I E S T R, D
EEEINHLDTHY, HELINDIER, FF
MHELE bRRDZEND, BB TAFELT
WATEBRPOFliZ T H Z LITTEEEA, L
LIRS, BEMFHERICR O T HMREHRE
ThHHEFDICRBLTRY ., FHICHELRE
BORHAERDOTWDL EZATY, £, Zh
NHAMEIZRD L O BED Y X7 FHERSLETH
2EEWHELELE, ZHEBOFDAFERIZS
WCTHAFLTEY 48, bBETIEX /1
UEIOME IR, TR ORAERRENKE &
ZRRB1-0, BRSNS S HITEREAFEL,
BEtErERTAZEELTVET,

50

OBDEERRT —Z 12O\ T ]
F7uXxY T rOBIIBITIEET—F L
LT 7 BEROBERBROBERSSIHENT

TWLRE - BPREERMEFEORST 47

FRERBROFERE LTAREATHD LEZ

fﬂﬁf%éiéxﬁm%%ﬁbfwtﬁ%
(/AR

W5, RBRIT 2 BIThNTEY, #RIIAE
HWINIZZE N ZF 4 0. 02ppm, 0. 05ppm D E &R
R L IRoTe, 1205, BERENIED b

A MHIEE (B $) Tl A7 ax¥ v 3B
{2V T 0. 05ppm DEEFREENRE I LT
BIEMH, EEBAMN 0.05ppm DET

b, Flo, ERRBRFERICOVTIIRAR
DDA THY | FHlEN S 21T TIEEE
MR FEATAL 72, FEHIR L ORBFE(LOZE
. BEBEEF-FORKBOIES XY

ORFBAMOLEREIZONT
Y27 FHlIE. ADI 2B Licl U
5%, BET— 420 bRBEFMEITV,

» oD, JECFA X, ADIREL & HITMRL D
BERITV. FRDICESEERD ADI
Al LTV 5, EOBEAVD R dnilE ()
BOREIZIE. NOBERECE AT

FNoEBREGLTY R ZHET D LMK

BELRESBEZRLTVD, RBLEZARNT
JECFA O RfE% b L IR MBREREOHEH

OFMHER CHERBEEMRLZEDTDHD
ADI BREIZOWTHEHEZITo TR, £hIlHE
SERBREEORFEICOVTILY 27 FERHKE
OFFE LD £, BHROBRNLOEERR
DIE BRI E DOHTHEI DV TIIFRBY A AERR
ERFC Y 2 7 FEERIZ W THMICRET Sh
HHDEZEZTEY ET,




PRt E BT, URIEHBEN MRL 2%

ET%WK D UM% H| W 5 7= DIEHA|
@ ADI TT«%T&5 Ttk /e
/ﬁﬂwi 21T ADI DSERERHY/IN S VAN OV

T MRL REZAIT TORBBL B D %Y
ﬁ%#ﬁ#é COEBEELHT, 0D
WZiE, BB — 7, SATEICET S 1E®IC O
WTORRER B IEMICE VAT Z & NS
ThdHLEEZD,

% & & ¥} Procedures For Recommending
Maximum Residue Limits— Residues Of
Veterinary Drugs In Food (1987-1999),
JECFA, Rome 2000

OV A7 BEEHBEBE~DEEICOWT

Fr7aXxg o bR L EBOmEREO
RAENBSIN, FE~OFERIZLE LA
VN BEICERK T OME B IE CIEmEE o
PEAZICZENEELWEBb D, BIE,
AERNOME I Y 2o T, BZHoOmR%
17528, B BIRENEDDOREF DI IME
HATHZEEWHFHBNRINTEY, EE:
WHEMNEREINS, LL, 2o/, B
EISLOEHFIRFTOERAFHE SN, BEIE
IREEMBITE RO TWZRUVRIEA A B 2127
ST, WHT, VR EFEHEMEETH D EMAK
EAICA7uxY I o2 EsbERERLD
ﬁ}?gfﬁ&ﬁ%%”ﬁiﬁ&%%@bf
WX D

OFHOMED LB OETELTIE, £D L7
HEMPHVELI L2 E BB BIEALE

(o]






