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BNt
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ZOL7 2 20—)USEEEM. FANIC/ RS LTz 2a— L EERULTEY., BLHERRY FIVE
B OEHInERITH S HRE—HOEEERLTHENTHY HED 708 iRV —LDS0SHTa1=y
MOEET DI LIZRY ., RTF FicBBEEREL. FADEAREZHEET S,

707 2= a—)VEFRIE T A5EREERL. ERTIEF. K B --RFSEOM, —Eofis
[CHHERASI TS, XE, EU BEICBLTHE, B, B, FERUAREinfish) [ L THEANED S
hTlvs, b FHAEERE LTOFAITEL,

2. BHEBROEE
2-LIRHY - 4395 « $C3 - BE
[T w Mo 5B 0REEER]

SD 5w MUEHEES 6 I0)IC 65mgrke (RED “CAESE T DL D z—a—)U*% 7 BREEOHRE L. | RU6
BEMO&RSE 24 BEFE COREENFREN -, 1 BIEHRSE 24 BEIORPIZTY L CRRSHETEE
DF 62.7%(HE : 59.2%. M : 66.2%). FR(THI16.1%(HE : 19.6%. i : 12.6%)0 M Ehi-, 6 EBERS
% 24 BRI CIL, FRAPISTEY L TR ERGTREDR) 60.4%(Bt : 524%. It : 68.5%). BEHPIZIdHY 23.9%(HE -
304%. I 174%)0M S, R ERHEEE TN ARUERIMET LA, HREERoBleidEEs
CTéhoiz. HEENIL7 MEHRS 2 BE&ICRER. JRShigitosmiiitontz, ghk
YELBEEEEE T LRSS BB TH o1,

SHCERTERESNE, M, R ERUHE. BE. FA. BirhofSHoRE EALNT
L3, TLC. HPLC IT&YBH O TNEGELI-EC A, Yo TNOBRIC L VEELIERAEL 100
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SO EIShE | R, BT OWTES[IEICREShI-& 2 A, ChEIEET A, 701
Jr=a—)VF3Iy, JONI T =a—ASYE R 7L 72— J)LF7)La—)L, /400
JOLZ 2 ==L TH o1z, R SIERE s, EhASIE70L T T 23— U7 S U D FTEE
Shifz,

[ THich 0SB ENS5ER]

TR(5 2 FL—AE3BITHF 5 70/L7 » Za—)ILOEEFRER10me/ke AERSIZHE U T, T
i 1 BREICHY . TOBOMEEDEED Cu i3#942ng/mL. Tip 135952 B THhf=. 135 | R 8B
FiEOMBD IS RESNI=ECA, 1 EEEOMERhA RS, 1B+, FrE. Mg, b, 2. /MNE.
feRADIBI—EK. BBORELMIZD 2 FL EERLU -, S BEE TCIITh oD EE T2 TOEBTC 128
BB TLTULV, RBEDOA Y FILFHE. B, 81, iR ciloonit 8 BEE T, B
BT 12 BELGY. REMARERRD BB E RUTz, TE/AKRIIRERED /10 K5T, 7ILa—IUELIE
LAEBHEESIEI Tz, REEFRRUARBNESTL T 24 BEETITIREEDH 57%H R Ehi HEi#
Shiz, FDFELAEITRP~OHER T, FBLEDIEREETH 1=

(UL BT 2 BRI ESHEN .

D UGRIVA R A ABIBB)ZHTH 707 T = 3—)LOERFFEIR1 0mg/kg FERESIZH VT  Toex
[ 1 BEICHY . FORBDIERRED Cor. (38 Lépg/mL. Tin 1384 182 B THh-1=. 185 2 RUF 24
FEEROEBPARLITFESNI=LIA, 2 BREOBRIS SIS EiR. BB, miE, /. A, i, FFE.
IEIADIEIZE<., B0 BREITmEED 2 FLL EERLU-, 4 BEETIIOhOOREX 12 BEICIETLT
UV, REO A Y2 AKITEE T, FHE. fifi. B, /. BB, IR CERHLNT-AY 24 BEIET
R RE R TR LTz, PEAREIEREED 1/5 BET, 7ILO—IUKISSIZMETHoT=. KE
{EAERR TSRS TL T 48 BRIE TR 5801 2% R Bl chetSh f=, 20OIREAE TRBPA
OEEHT, TELLOIIREFECH =

F248EBICHITH 700 T 22 a—LOBEFHRNE IR TE0 mgkg FERSIZHLVT,
FARERSEOMERRERED Cux (& 15.1 pg/ml., T, OHR{EL 1.0 B5EL T 1d 122 BEF AUCHRS
MORREEE T & 194 pg-he/mL. AUCHREMSEEE T (& 213 pgrhv/mL Th-7=,

B TR EROMETEED Coru (& 2.93 pg/mL. Tow OEPSMENE: 4.0 B, Tip 14 79.8 BN, AUC(RS
M SERFGAEIEE T 101pg-h/mL., AUC (55 IEEFET) 13 265 pg-h/ml THhofze ™

FoL QEED 70 70— L% EREIE T 20 me/ke FE) RUAHAMN (10 mgke FE/H% 3 A
BELEHBRLIRESN TS, BERIE TR 14 BROARSESMZ T, S5 EEANBA CRFICIRS
Eﬁﬁo'}‘:o

BERIETREED Cuux(=2.6 ppm) (T3R5 9 B 6 BHEIFRO 5., H'—:ﬁﬁ% G 1.0 ppm ETIE
TLI- RIEHAFREEED Cox 133 BREEEIREE 3 BEISEO L., 25524 BEIT L ppm LITFIZE
--FL;T:o o
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{TRIcBi 2]

3—445AEDTER (T FL—XE, I5H/ED) (C7A072=03—/L 10 $EU20 mgke AE/R
# 5 ARLER L THlARRS L. 5% 28 BETOMEE, B, FHE. EotERGEaA. B, MNeb &
UIEREZAE L=, [10mg IR5HETI, #5143 BOMEFICFEERR (#0005 ugml. 0
it : 0.05 pg/e) ETEISWELSRHONT-A, ZOMOEFITEERARBTHY . MFFREELIES
#7 B EERFRETH o, 20 mg BESHFTIE, #5433 AOMFERUERD. 7 AOEES T
LSRR E TESMEAFED DA, FOMOEFTITEERARETHY. 4 ALBIBETE
ERRFRHTH oz, TOMOMEBIKRSHE 3 AUBEERFRE ChHo 1=, IV

2 v AN TS LW %R, 16558 (270U 72 =3—)L 10 BEU 20 mgke (AE/A% 5 ARHESE
FREAPIRS L. #5420 BETOME. H. B, FHE EHpEmes., EEE e mnanma. g
RUBSIAHREZRE LTz, 10 mg BE5HTIL, 25 1 BOTET 0.10-024 pg/e. FEHEMRIATANT
0.10-3.52 pgfe. SESTEMIEIDARRA 024 ng/g AR iz, 20 mg 5T, #5# | BOMERYS
HERRICERENEESIh. HICEREFATEERE (821-19252 pg) THof=. MEs5HEH. B
5# 3 AUBICIE2CORECRIIBRRSE (1 : 005 pgml, F0fh : 005 pglg) &gtz

{7 iicBiHEEEE]

34 5 BlaDF oS RILREZA A, M ISTEER RUR2 »BEBROFIY GRLRZA Vi, it
ISEE/ED (27027 2=20—)L 10 3LU20 meke FE/A% 3 BEERE L CHRAARERS L. BS54 1.
5. 10, 20, 30 HIC3 BB DOMmIE, FiEA. Bie. FH. SESERAIEHr. SEYTEpErRnEmmA. Nak
VIR REZME L =,

34 4 AEDF 7 17B0 T 10 mg B5HTIREE | BOMSER UGBS RS TEY
262.06 pg/g. RUNTEFEMIEDEFHRT 7244 pg/g. Bl € 1.30 pg/g BT 1.19 pg/. M#E T0.72 pg/mL.
FHEEC 034pg/s TH T, /METIZ 13 BIAHRHEIER (0.05 pg/g) Kk, 2 AF0.59 HKU1.03 pglg T
BTz, EATIEEFNNBHBRRECH oIz, B5H& S5 ATHE. FHEEN TFER 909 pg/g, &L
TIESHEMLEDARERN T 1.01 pe/g. MIFT 0.13 pg/e. BT 0.05-0.19 ng/g TH 1=, FHERUHATIE
13 GIAEHRFRE &Y. I8IE S NG TR RBERRE CH o=, B5#% 10 BCIEEE
ERGCIARAID 2 Al frESTRERARE LG Y. 320 BURTIE2HH CRHBERFRB & 1072, 20
mg IREFHTIE, B5#& 1 HOmMBER BRI REIL TSR CIEY 120891 pe/g. RUNCEEHERAL
BDEREEAIT 132.59 pgle. Bl C 522 pg/e. MET3.00 ng/e. FHIEC 247 ng/e. M3ET 220 pg/ml. £
AT 1.23 pglg. BEIRT0.64 po/e THofo, BEH S B CILIBTEMARA T 27.65 pgfg. SEHTEMIRE
DEERRT 126 pglg &7 Y. Bl FIRS. IR, /M&E. FEciEEShEA, IBhidEHRARSC
BT, 5% 10 BT, EREA. R RDEHFRBS K UERETOS 23 fiFikEe Tl
FRREAY., 15420 BLBREL R CREBRRG L 4ot

¥12 4 BlnDF 0 VBT, 10 mg BEETESE | AOMER MEERREEHBAHA CF
19452.83 pgfg. RUNTEEERAIEDERERRI T 99.67 ug/e. BT 127 ng/e. MEFHT 045 pglg. BT 043
ng/g. MET0.39 ng/g. BFiET 0.10-043 pe/e Thhot=. BERETIX 13 BT 0.10-020 pg/g THY. 235
IFHRHBIRAR (005 ngle) KB TH 0Tz, HE5ES BT, TGRS TR 5.88 pglg. STEERIEND
BREREND 173 I 0.05-0.10 pe/e ZRELVTHRHEBRER S 4 Y. 5544 10 AL H BHERE
& lEotz, 20mg IR 5T, #5% | BOmMIER RS EE TR AR G 117846 ngle. R
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UNCEESERAIEHBERARRI T 254.42 pg/e. BT 4.05 ng/e. FHET 1.36 pg/g. MEET 133 ng/e. HHAIT 1.03
re/e. /NB T 0.90 png/e BEAAT 0.10-040 pg/g THo 1= 851% 5 BITIE ESEMIRNTEY 926.52 png/g.
SEHEME L DERARPA T 533.71 pgfg. MEET 0.10-0.34 ng/le. BT 0.10-029ug/e THHT=. . HHER
WM T 13 GIHRHIRARARR &2V . IBAISSPHREIRARE &4 o=, %51 10 BT, 255D
BSIERE (23 ) RUSESEMIEIEHA (/3 F) ZRROTRERARME &Y. 5% 20 BRI
DIHARIHEREFH S otz 7

124 5 AROF I RIVR A A8, 155 BEU48 y ARDIL RILARA 4R, 15
BEEDIZZONT7T20—)L20 LUV 40 mgkg REZXERETHRS L. H5#% 1. 5. 30, 40 RU 50
RICZhEh 3 BEOmEE, HE. B, . ERcE T3, TS GCIE TORDEFN. Mak
Vst REZAE L .

#9324 7 B0 UATEWT, 54 | BOmER HEEHREL. 20 RU 40 mg BEFHBIVTE
SIEMIE FHRTENTNTY 4144, 1761 pgfe. ROTHEHDEMEIANT 5.60. 629 pgle. BEET 1.64,
226 ngfe. MEFT 142, 1.50 pg/e. FHET 1,18, 125 ug/g. BFT 112 . 1.16 pg/g. MET 043, 0.75 pg/g.
JEBATC 0.18 B 0.15 pg/g ThoTo, FOHE. MIRSHIBULT, B5ES EI..HEHJEEF TREEAVEHRR
5 (0.05pgle) FEHELAY ., 1154 30 BRI CIZeS A REERAR & ol

4-8 7 BED7IZH LT, #B5#% | BOMIER OHRRREL, 20 BT 40 mg 53 SHULVTEEED
PETHRETETRENTE 592, 679 ngg A, RLVTREDEMIFAEIT 143, 26 pgle. BT 2.1, 2.6 pgle.
I 0.78 | 19 pg/g, FFET 0.79. 1.3 pg/g. MIRT0.71. 1.2 pgfe. /MaET 0.60. 0.95 pg/g. ABRAT 022,
1.0 pg/g THY . IB5# 5 BIZEOTH 25 R Shv=, 5512 30 BT, 20 mg 258 THA (/3
) . RBAAS S UMmIFHE 13 )T, 40 mg IRSHTIER NG (& 23 4). BEENE THPIR U
A & 13 5 ’éﬂ#b\rﬁﬂjﬂﬂﬁ (0.05 ug/g) FHEY, 3540 BRRRICIE, @RERE %ﬁ;:tﬂ
DHRHBRSRRE L o f, 1

2-2.514EER
hEtes=nviy
ICR %2 7 RIZx9 5 2000mgkg AE F TOROIRS R U 3000mgke FEFE CORBERIRSIZHELT
e & FEEILED Shish o=,
SD SviTxd % 2000mgke FEFE COROFEICHL TR & HLRTEMIZH o o1, I8
RIS Tk D LDy ISMET 1865me/kg {RE, BT 2047mghke RETH o1z,

(OFE S ENER
{5 FEBV- 4 BEEakEEEE
SD S RS 10 TS ZFAL-3851820(0, 20, 65. 200me/ke (AE/AIRSIC L5 4 BRIOHANE
BRI TERD LN ERF R TFOBY Thot. '
— TR R RRE Tl IR 5 B RSN, BUEA Do, ChbEENME~OEEIZHS
TRIEFBLEZ D=,
HEZFILTIE, 200mg BSHTCIBFEDOEENZED LN, B2 TIE 200mg HE5HOHECEEL R
Hoif-.
MAEZRARE T 65mg ELER SO BET MCV., MCH OE{E. 200mg ¥ 58T RBC O{EENGEDHS
Atz METIE 200mg E5EHT MCV. MCH DE{E. RBC O{EEDIFEAN, Hb, Ht DEEAERH LN =
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65mg LA LB SEOB CIFREROEMES) L/ EROBEERI Z & LB MEDEFEIZDH Hh., 205
LRI DV TSR SHCREL R -, M eI 2ESECTHFREROBENRD LN,

IERAEEERBRE T, LMD TA—2—TEIFHZO o - THEREII RS niih o1,

FRIBRETIL. F - E RS SRR T BB oo,

[EESEETIL, 200mg IREHOBTCREORHRMENER., THTIR. DEORARUESER
DIEENFZED DAL, METIEREIZ 65 mg ML ERSECHOENRMETEEDEEEFRL -,

B, 2 TORSHTERONE. 200mg BSHTREDER. BbHRHont,
IR RRE TIL. £IRSEHTE TV \TDEIOZER. 200mg 52O TG, 55, 5
Oiktk. EEHOBRZEOET . BHEESOERNED LN, 6Smeke U ERSHOMTRDLN
=MEEOTL. W BN ELASBOLNEN-Cohh, REICEEL-ZETIERWNE
EFEAbhi=,

DR O>E BRI LEREREOZES). 8 P/ \HOMRITNEFRSI C L5 R
ZOlEetEhY . DWTFhiEEETERLEOEEZ DN,

AREAERIZ5(15 NOAEL IR hirmof=,

{2 R BV 13 EREatS 4]
CD-1 77 (MR 10 PL/AF) ZFU=3a6HE0(0. 10. 50, 200, 400mg/ke AE/B) HBE5I1Z4L5 13 EHE
DHESMEFEESRERCE L RO o -FHRRIZ LT ORY TH o= .
— RV RRPRIEIREREE. (AEZL. EfE, IEKEIT DLV HERME DR SIS BEIIEDS
hiihot-,
MEREE. IR ERZRIRE T DLV TSN TUVELY,
fRERE R TIE, 400 mg HEHOHTHEOENERZ., HTHENRUEREEDEMIFEH LN,
B TIXS BB OB SIS ERIEEH Shilih 0Tz,
IR, SIBEES 400mg SRS OLWTOAEHESh TLSA, i oiEmE DR SIC
ASEBIERHLN I o=,
AEERIZH1HD NOAEL I 200mgkg (AE/HCoH Tz, =

(5w FEAUE 13 BEESEEEER]

SD S RS 20 PL/EY) Z AL -34SR0, 10, 30, 100mg/ke (F8/H) 15124k3 13 B0 @S
SRR CBOTROON MR RIELTOEY TH T, 4h . FEFEMOLTIE 13 B0
% 4 EEELETHBL. BEELSFEISh TV,

— RS ERPRAEIKERER, BRI DU\ T B E OB SIS BB EH o ah T,

REZE(LTIE 100mg IHE5HO MR CAREBINEOREAZEDL L., o 758, o 8 BLFCIIAFE
L{EiEEZTRLI-,

EKEITDLTIE 100mg S HOBThH T hTHETH T, :

MREARIEE T, 100mg DG MCH, MCV DEHE. RBC. Hb OEEAGESHSH., Hb EfREmEEH
gt RFROERSZEH SR,

MFEECERE T, BOSRSELMO 30mg DLERSHTAG kO SEESR-A BB O EfE
AFEHENT=,

FRAEE. IREEICESBIIFEH o ghoT-,



fEESEE T, 100 mg S HOHCHREDMHHE JUHEREEORIHIZEH LT
B CILIR S AR AR 5T, 100mg IS CRED/MEUEEIEL ZH 5T, 100mg

BEHCEROIEAROLN, 10, 30mg FE5FHTEREIN-. BIEOIRE IAZE LY EEL .,

REESFAREL. BREF T \EEREREEL 100mg 5B DL TOAERESN TS,
RS HRE I EREDRIC RS T ., 100mg REEO S CRTFREDEIEL B EENE D EiE il
B BRSO L =, 30mg RS CIIRERITT IO NG >TzE0O O, FBE ERERORER LR
HanENA RSOz, CORSEHROEMIIFETIIEND, 10mg BREHOBEEHRIZHIVTER
Hot-. 2SR TE T/ BOEROEROEE LRIFEH LN,

INHOMROSLEHEORISNEREOEE), T/ EORRIINERIES TR RIS
SnaEeEbhyY. LWThisits ;@tlatm\%oat%‘iéntn

FEER ~H51HD NOAEL Tk ohiahof-,

{4 REFV 3 BESESEEEE
4 s BEROE—F K (S 4 BEZRW-ESF AT L0, 10, 30, 100meke 1KE/
ERESIZ&S 13 EROERMEMERI T TR LN -SRI LT O Y Thof-,

— AR EREREINERES, (REEE. ERIEIC DL TR BEEZRD L o=,

IRPAURE. IRE(LFRIERE. FRIGE. E5E. IBRE 6 B 12 BRETEHESN TS,

MFEELAEE TR, 30mg KL LIRS EOIE T RBC OIEE. 100mg IRS5EEOMRET Hb OEEERAERD

D, 12 BEECIEREEABL TEES ST, 100 mg RS CHMBO B, HTE6, 1248,
Tl 12 BRRTERO I, FPERRORNEL. HO2R5H. T 100 mg BE5HTROLNI .
BHRE TIIERSICEREL-EEI 100mgke B0 H | SBERERD NNz O | EETILIIESE
ARE TIFPERRESN B b T, T, BHRECRMOEBREEESI BRI .. FERRIEIEDRLD
12k D BEEEK TR OEIA RS W=, LHL, FHEAOERERRR CREEZRDoh T, Bl
EREREt 5 Roht-, Mg {ERE T, 12,80 30mg LLERSEORE. 100mg 530 6 BD
MR TR 12 BOMT Tehol DEEHZRH LI, 100mg HE5HOMETESHRO LR ThHo 1=, RIREICE
HIEBHLN T EEDISBRMEZBDH LN T,

BRREETIL. HOSBSHEEY 30mg D HESHEOMTHBOEM KU EEENSEIFEDHLN
=0 30mg ut&%ﬁwmﬁﬂﬁoﬁﬁﬁumﬂiiw =i, 100mg S CREAUIRIRESDEE
hEHohi=,

L CIEFICREILZEHo g of=, ‘

RIEARIEPERE TIL, 2R/ EDFOEIaERL S U a—4 2 BOHEK, IMNYEREE R
BHMORAEIZEREAED LN, TOEEIT 100mg REFOHHCHEITEMNL -, 100mg H5HO
B CRBOBREER. EROREESHENZED O,

FEAERIZH115 NOAEL [LiRETEIM o=,

# 6 nABDE—F LA (S 4 BFEHZRO-EZF A7 /IEE00. 1. 3. 12mgke FE/BES
I2&3 13 BROESHSHERBRIIBLTROLON SR RIILUTOBEY Thofz, HH. WRiEE
12mg RSB TDOLTIZESIZ 2 BT DITIITLTIREL | IR5HIRHE T 4 B0 ERERFEZREL .
- kA EHRIRRAERERSh T,

—HRAVSEREREENERER, RELIL. (BEE. WAFHIRE., IR PHIERE. FRERE. IRREITONT
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TS CRBIIZOon s o1, BRES T, 12 mg BSHEOECHEOHEMNEREDEMMAZHLN
fro

B R E T FHCEREEBDL NI of=, FRRERIZEITS NOAEL (d 3mg/kg RE/
ATHhof=, "

OIEHEN - AR
15w FEEVE 52 BN

SD S (it 20 PY/EY) ZFAUL=IREHR00. 3. 12, 48mgke (FF/B) 52485 52 BENStESES
EFICBLWTEDLN - SERRIZLUTOEY Chol.

— BT EEEREEIREREE T, 1D 48mg ISR CTEA IR REDFNAEEE TRH LN,

FEFILTIL, 12mg D EREREOHE 48mg BREHOETHEENEORIIZBOON -, F20. B
DIREEMEOFD ORI IHERL TV, T, 2mg BEBHOMTHEERNEORMERNZED S
hi=-hFEEIL -1

EHEE, FKEIT OV TIHH BB O RS TS BEIIBH ok of-,

OURZFHIREL 12, 25. 38, 50 BICEESH TLVS, 12mg LLERSHOHETIIETORERIZRBC O
{EfB. MCH RU MCV OEfEA GBIz, 3mg HE5HOHER UM CIHRERFFI L > TRELEREN
Boh, HBLENTHI-,

IEEACERREEIZDLYTIE. 12mg BLER SO BR U 48mg IR 3O THRI-A BB OBEHEEH
Bhi=. Chid. A/IG LOEEEE-> T RERE T HERDE DRI T REIEDLNEH-
fzo

FRERE I HEBRDE OB SITESERIEN W o,

BEREETIE. 12 mg L ERSHOBTREEEEORL. 12mg L ERSEHOME Y 48me 5O
TEHEEOEMENFEDLNT,

BHETCIL. 2mg U ERSHETRED/PMNUER LU H5LMEEIEL RO LN,

TR E R T, 48mg BLEIRSHTHEMEOERE. 12mg LU RSB THEE HEENI TSRS
FEAan AL S, AGERI T35 NOAEL {d 3mgkg RE/H TH 1=, =~ -

[f R &= 52 BB SR
E—4 RS 4 B E R -ESF AT R0, 1. 3. 12mgkg (KE/EIREIZES 52 804
OISR EHEERIC S TR S-S MR RIL U TOEY Tho1=,

— RS ESERAERERER, (REZ L, (AR, kS, IRRHRE . B, [IESARE. MkE(L3iia
EITOWTIHEZE R EZH N1,

BREETIE. 12 mg B5BEOBCHHBOMHER RUERES0IEMARD LI,

g FTBAMSORE T, 12mg REHOIHECIEE F Bt FRGBIRA OO, 3mg B
S#HOM | BHEELRERORRAEHONT -, COBZE EEOBIMEBIRIL BRKET 20 HH
ThHHM, FEMEOENH S EE AR RS S TRESh TOAIEND, 3mg 25 TR h -
HREMRZEIC DLV THIRSEOBEEA RSN =, E=. 12 mg i35 B0 CIIan Y Ja—~ ItEht

© 104 SBODFEA5 AU AR
" mefk B BECHRIBIECHAT, RESRORIRE D Sh 3,
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EHoht-,
FEERITH115 NOAEL IE Imgke AE/BThHof=.

[ BB 104 BEEATAEEER]
SD F v MRS 50 I/EH Z AL V=SEHEEREOO, 3. 12, 48mgke (AE/BWREIZL S 104 ERIOHE
HAMEERICBUL RO O =BT RITZL T OBY ThoT,
—PRRTIERERAEREIEE TIE. HED 12mg HLEHRESHRUMD 48mg RS TIEEMCIREDHEDFN
DEEOIEMAGRH LT,
HEZALTIE. 48mg BEHOMHTHEIBMED RN BHLNT,
Bifs, FKEITOW TS BB ORSITH#SRE RO o T of,
MEEERIETTIE 26, 52, 78, 104 8IZSEfEN TS, FRELERS BIERI ZRHEL 1L\ DD/ T A—F—
IEEENRDLN. 48meg REHEOBCMCH, MCV OB E. CMCH, MCV OE{ERU RBC D{EEA
&b, AIERI DL TITB B MBS R U PEROEEN AEAEBE IV E D D2 TOREHO
137 4G €330 Rt TEY I £l
MFEEEEEE TSR TUVEL,
EiETITEED 12mg L EBSEHOHE CAEEHSWLIBEROFEEHFEOEM, 48mg &Efﬁ‘cd\i
B/ RUITEEL 58O RO EINARH b,
IREEAREERIERE T, 12ng LUEE SECHENEOREEOERE. B LIREENORERE LR
o¥EN, 48mg S CHAREOBTREINARBD i,

T - B 1T S R RO FAESEEOEINA 48ng 5 H TR LT,
FERERERaEOEEOEINAY 48ng ISR TR b, RO dng IHE5HTHLED LN
REEEELNE . BRREOREZLOEIIT A HTHTHHT L0 L. BOAEETRTLOTIIL

WeEZ LM,
FEHERITH1T S NOAEL I dng/ke (AE/BChot=,

[y R &L= 2 ETR5EHAEEER]

CD-1 <7 R(MEER 50 PLEH L V-sREHR OO0, 20, 100, 200mgkg RE/RIREIC LS 2 ERDOF
DAMESER ZHUL TRD SN -SHFTRIL LT OEY Th-oT=,

—HRRCESERREIKERER. (AETNE. BfEE. k2. RAREICEESEH b o7,

MFELFEHEE. PREE. BREECOVLTITRE S TLVEL, ik - REEESHEE T,
200mg HESHCHAMOERE EFHIOOTEIEEH o h, BREFOBRTERLHLWIEETE
fFoTUV =,

FEMAMEITOULVTIEIED 100mg L ERS TR & E U CREEIaAS A OSAEEAMEIN L 7S, 3R
HEEATESROMEANTH Y . AIEEH B 2 RBEFAEISEI D - 7=(0/50) = LITEET 518
FHrb O LI hiz, ChEUHNTEENALERDE AMRIEED MY, TORICHIAMEIEER
Hihimhotz, 7

EHEEIRD LNV EO0, Sngke T THRBIHCL S TREICHT 2828 (BIVEEERE, Fopadn) oz
BITUB,
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o FREEE R U ME S R
BRI R U STISERI C DL TIEB T ORIz, GH. THFFAL -SRI
B 2 FimsBah = S =M. 05mg DEERSIZEVWTEBNMRE~DFEICLSbDEELL
WAEESOEREORDG EOBFEREIEH Shf. O END TYTERAL-ESRESERILR
ETELEMN-T,

{5 b2 ELE 2 AT

SD S EBLV-EAFHED (0. 1. 3. 12 mgkg (FE/EVESIZELD 2 tHRETERBRAEHESN TS,
EMEORERUREITROEETE RS,

Fo XTI, iR 28 PU/EH DL =3—)L0) PEGA00 754 3CECHIAHET 10 A5 2 B FHFEF ..
F oy HARS o (3B - 12 2L HAR ) @0 TR S LT, Fr (S BEFLER SRR C it . Fro EhI e 24 T
[B7EIRL . RIS E0UEREE &% 25 BAS 2 EOEIEE,,. FpifdEaL TiEsL-,

12mg RS HETHF RUF OBELFEESNFEICEM o,

12mg R5BET Fy, DR 421 HOEEROEENRESNT-,

AEAERI 5145 NOAEL I 3mg/ke RE/BTHT=. °>

(5w hEFL- s
SD ISy (17~24 T/ DHEYR6-17 B SHHHRO0. 4. 12. 40 mg/kg 38/ B)IRS| = L HHEFIAEHER
DS TS, BEMILIER 20 BIZSETUIRAL . BEREL. TITE. BRIRES. BBRONKRRUEH
IR ZOWTHREIL =, RSN OWLTIE, 12mg LLERSHCESOET. fokED NN H5
ni-,
BIRICDOWLTIE, 40mg HSHOBRAREIMEELS R - BROFERVEROFRERI RS EEX
B ORICEIRO LM oT=, ' ‘
AERERITH1H5 NOAEL 1% dmg/ke AE/BThHot=,

[ R &SR
CD-1 =R (29~30 P/E) DHLHRE 6-15 BITASHERO. 1.3, 60 mgke RE/BWESFI & HESFHAE
SEBARESN TS, BEILIERE 175 BISHERL. BREL. RS, BRIREE. BIEOsER- N
RV BHEARES OV TR,
YRV ARVREICELTREOEELEZ bh AT LT o hih ol
AEERITE142 NOAEL (& 60mgkg FE/BEEZ SN
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GpE{EEEEE

EAREE BT DB FED nvitro. invivo SEERODIER T RFIFE LT,

GEEENICET SR EEROBR -]

invitro 8%

SER R 5= HER

T5EHA DNA &R S MR 10, 25, 50, 100, 250, 500, | f&tiE’

(UDS &) 1000, 2500pg/mL

B2 TR L5178Y <™ !) s SEHIRS 125, 500, 1000, 1500, 2000, | faik?

T 3000, 4000 mg/mL(-S9)
125, 500, 1000, 1500, 2000, | A~HEFE?
3000, 4000 mg/mL{(+S9)
62.5, 125, 250, 500, 1000, | pafd*
1500, 2000mg/mL(+S9)

REERESER CHO HEEHH(CHO-10 B4) 313,625, 1250,2500 pefmL. | [2iES

FRRY (+89 : 6h) (ZSDOygn‘mL)
62.5, 125, 625, 1250 Rai©
ug/mL(-S9 ; 24h)

1 5000ug/ml. TIHERENE,

2 RS THYEA LR OHRSEH RLREM 14-38%), 2000ug/mL, Bl ECiR—EREAte

3 125, 1000, 2000pgiml. CTEROHEEEHMEINL oA, REMGFE. BRIl 2000ug/ml BLETIR—ERREES,

4 2000ugml. CIAFTTEIIERRET, S00ugml LLETRBIRRVTEERENERH oI, (500 T 35%—2000 T65%)

5 2500ugiml. THEEESME, 1250pginl BLET—ARARET,

6 625pghnl BLEHREENE, 1250ng/ml. LET—SRERRE,

nvivo 57

SRR YR EEE 500. 1667. 5000mg/kg =2
Bi[EiEO
500, 1667, 5000mg/kg retE
5 AfEHEO

IMEERER <255 5000mg/kg HAEHEO &t

LEEDEIIT, in vitro O CHO HrEsiliad AL -REEERESERICHET +S9 OFH T THllRSEEN:R
DHHNHABTOHBEFMREARHLN-0OT, COBEMRRITHIREE SERT 2 RNROEHELE
AbNd, invivo DEFERBEEEGER. NSRRIV ThERETH oz, ChoDTihs, 7aLIzm
O—JUFEN > THBLGSHBIESTE RSEWEDEEZ LN D,
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{6)—RRZREEAR
[piRmER DR
—HEATEN (R R Tewin 3K) T, 100mghkg HELLEDEREAIRS T80 BFEEEHOET. 300mg
D ETIERIGHEDET . 3000mg TILIFFRAG 2SR L HHERREN Roh (HIBETRDoh
7). —EROBMIA T f=o SHERE (75 BABAIRE) 122U YT 1000mg/ke REDRRRENSS. AR
()DL T 1000mgkg FREFTOR FREITEVTEEILZRH LM, of,

DL EERAOEH]

LA FREEN =Y I CREREIR S U B O TR, IE. (DRESRIESh TS, FEREI <D
WVTIE 300mgkg AETIEEEIERDLNEI-T=H 1000mg TIEFNERIZFRL -, IFEICDWLTIE
300mg Tl 60 NETTEEEM. 1000mg TlE 180 RETTEA RO LT, (DEEI = DLVTIE 1000mg T
FLHERHENT=,

[ R~ OER]
BB AR (O LA RS o-%  [B - BERERURIED TIE 1000mgkg (FEETOMERIRSITEL
TRAEILEH LM,

(RS HERA D)

YR OBHERERL - EHER (0 gL F0)., BT MELERER < ERRUT £ F L0
Yo, ERBZY AN A& DI~ OFE( 0 gmL. F0). BTV ORBHBEERAL /LI
FIV ARIEH)D LIS DB~ DEE(0 YL FOITIIRHEE SR Ah o1z,

INREERECY" R, BRHBE THE 3000mgke K08, 79 ¥ OF BRI L— M1 L HERILH
E). X OEFLAETIL 1000mgkg FEETORE THRETEEIZHo NI -T=,

s <t BRI FAL VS BHI055 00me T 1 B, 1000mg T2 PEAEDE 14 HECDR
[ZFECLT =,

(i ER s SR
Y IEOGEIEREER). IR0 AMm IR &) T s x 10yl DEEETOIOLIz=
I—ILDFFEEZITIEM o1,

(£l .

O, FRATR (5w b RE. pH. #. Bl ARE., 7 hAk BZEE. Na', K. CIlE)
HY3000mgkg EFTOETRETEGISh. BEHEBEEEN TEM AN, 1000mg OS5 T K ORI
HEESH LN, FEEIIGEL Na' OEIMERIERO Sz, FOMDNT A—2—|TI3REIT L 5578
[EEZEH ool
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(7y TR R T A
Tk FORBFHIRICN T AR ESTRERE MIO)T
ErEREEEOERET SMBAEDSE . Bifidobacierium spp.. Bacteroides fragilis., Escherichia coli
Eubacterium spp.. Clostridium spp.. Streptococcus spp.. Fusobacterium spp.. Lactobacillus spp.. Proteus spp..
Peptostrepiococcus sppl ZIWLWTE 10 BEEEAWCRIESN 00U T2 =3—)UIT69 4 GRS MICs
13 0.36(Fusobacterivm spp.y~ 11 9(Proteus spp.)ug/mL T2,

= MICso(ug/mL) MICy(ug/ml) | MIC a4 ug/mL)
E. coli (aerob.) 59 12.5 8.6
E. coli (anacrob.) 4.1 12.5 7.0
Bifidobacterium spp. 1.7 4.6 2.8
B. fragilis 23 3.8 2.8
Eubacterium spp. 1.06 3.1 1.5
Clostricium spp. 2.1 36 2.3
Streplococcus spp. 4.0 4.0 4.0
Fusobacterivm spp. 0.36 0.78 0.5
Lactobacillus spp. 0.8 [.5 12
Proteus spp. 11.9 25.1 17.1
Peptostreplococeus spp. 0.39 0.75 06

(ESEE B T A NEE T BE (MIO)
T 18 EERRREMRESTHE
SR EIEE OMESFERE R RE(ER 1 845 B ~FRi1 93 ARl
b MEEER SRS T35 7 0L T = = a—)Ld# bx10°CFU/spot [2851F5 MIC AR hTLVE,

B/EBHEIERE (ug/mL)
[EE FREL .Florfenicol
MICsp e

pEE Tk ]
E. coli 30 4 4-8
Enterococcus species 30 4 4
REIE
Bacteroides species 30 2 1-4
Fusobacterium species 20 0.25 0.12-1
Bifidobacterivm species 30 2 0.54
Eubacterium species 20 4 2-4
Clostridium species 30 8 4-16
Peptococcus species/Peplostreptococcus species 30 1 0.5-2
Prevotella species 20 1 0.5-1
Lactobacillus species 30 4 2-16
Propionibacterivm species 30 1 1

HESNEROSSL ., BB{EL MICy A RESH TWLBD I Fusobacterium spp.d 025pg/mL TéH>7=,
15 :



GEHIBFARERITONT
(Mo BH AT De oL OB gy
Z0/L2z20— )L O MNERICH T AERRILEVS., EEPEO /05 L0 L TIIBETR
HEMAFEELGRERLL TSN THEY . £ D X AEEATH TOARNLED O= R EAEE
B4 2EENTIND, 7O 7220 )UF=bREFBLTELY . SRR E T2 B G BETF R
Bz TR SETRIF/LTUVEL,

(NTDHR

JoAT7z=a—)lUE, FDA, EMEA IZEWWTEHES L, ADI ASSBRESIh TS,

St BAM-1BESy 130 228, A4X 1358, 5238, FHPAETIR, Sy k248, K
FIBRER(D v ). HFEHESER(S v b, EEEERr viro | BIREERER(T IR TH—T).
HBAREE(CHO). UDS(Z v FMIRATE)., nvivo ; REBARER VB, MY IABRHIEET
SNTWS, BIEHEE - FPAMEELTWESh, S ADI &£ LT 10pgks FZ/HFDA: S b
T AETEER D NOAEL Img/kg (R EICREFRE 100.EMEA : 1 X 52 :BiS 1S8R0 NOAEL Img/kg
FE/BIZREEI 100 ERE ST US EYFIIF I D UVTIE EMEA (& Fusobacterium 0 MICs
M 0.36pg/mL [ CVMP DEEXZEA LT, 3ugke HRE/BOMEYFE ADI Z5R/E LTS, HH.
FDA TIFEHMSEME SN 25pg/ke AE/ HUTOEHDIZ DN TISE PRSI EEFERE L TLVELY,

3. BREEEEEERI VT
(B R UMETR T ST
FIEEMRUEFHI DL T, Svh0 2 HHEERER. Sk, T XOEFHEEERNERSI
T3, SVYDFIERERITE T 2mgkg FEDIRSETHIER LIKESDEES Py, RIZEFEOE
EA R NOAEL I3 3mg/ke (KE/BTH Tz, £ T b, TORHKITHEFHHEIIEDH S TLY
#EUY,

DEESESNA T OWT]

BIEEMEIZ DT, vt OFEFEEERER ITEOLTEBEOMREIESH bhi-h, Thitiifas
WIERT 5 EEZ iz, iz, invive DEEBHSEBRIVMEESERICBVLTRLWThIREETH-T-,
REDZ EMD, HACE > TRREE G HEEEEHIR L EEZ OGNS,

ENAMERICOLTIE. 5 v FEAVL: 104 EEEFATRRRU T IR V- 2 ERIESAGER
AEEIN, WTFhbREFALEZIET HFFRIFED SN o1,

[EMREREOT U RRAMI D]

HFESh-REOHEMFERIZBE VLT, RHEVAETERYERSOEENBOLNEEZALNDTE
B, X0 52 BEiStEEEERICHU T 3mg BEHEOHTRO M- BE RO E BRI TH >
oo AEER ZHOTIE 12mg 1IR5HOIHETIEE EE ISt ERBREA RO, 3mg B5FFOI 1
BEIZEEELSFREOFRRATEH N, COBEE FROEMEGERFIXBARET IO/ THLA.
NEMEOREHINTEREREGE CRESh TSI EMD, 3ng BETRESh-BELRRE
2 DWVTHBRELDEHEED B DS -, NOAEL (& Img/kg R/ A TH 7=,
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IR SO TR R M T
WEMFEEZE DWW TIRB R CRIARRERE O 1L inviro D MICs DA THY . BRI 24
AMBENTINSFEEL T, MICeale®! (2 0.0013ug/ml. $EESRZHIZ 220g, HEA RTINS0 EIC
40%. EMAEIC 60kg ZEFAL .. VICH OEHRITE DUV THEDEFM ADI £EHLIIGEE FROE
Y&iB,

0.0013 {mg/mL) x 220(2)
0.4%2 60 (kg)

ADI (mg/kg {A8/B) = 0012 mgkg (XE/H

* 1 MlCeale; FFHZOEIZHL TR T2BED HDED T MIC, D H%ISHETRAD TRIE
*2  VICH H4FS4/ Tl $E3rReE R AR S EE 1 — R cBEth - EOSE0) 8L L THHETES, b T—ah3TE
LU, ZiHhE R SEMEA O T a0 ERkEh b, SvMiSIT28NR55EEC. P o0Wwh R iitshi-mast e THEEL -,

[—BiEErSEADDOBREIIOLNT]

LT 2 =3—)UTOWTIE, EFIZE > TRIBE B OEEEERURESANERESGNEER L
NEZEMD, ADI ZEES 5 ENRIBETH D,

BEENEEIC OV THRLEVAE TR EREOEEN RO o= LEX oh H1EFIE. 1X%
FAU = 52 SERMEMEEMEERICH5 175 NOAEL (4 imgke A/ B THof-, COFRID ADI Z5RET D
12T TIL, FEE 10, EEE 10 DREFE 100 #EEL . FHEZHT—4D5E ADI 0.01mgke AE/
BEREINS, —FA. MEYANEEN HEMNT- ADI i$0012 mgke FE/HTH T,

BT 258D ADI EREEVERRIT— 2 D b Ehvh B ADI ZHEY 5 & SHEEMT—
AMSEINFENEYNEGEEZIEMND, TONT = a—/LOBRBEERRETAITELTO
ADI £L T, 00Imgkg (RE/A ERET H EMBELTHDH EER DNILD,

{BREREZENmTONT]
PEEY, 707 20— /LOBREEEESHEIZ DLTIE, ADI & LTROEFRHATIZEN
WEEZLHhD, '
07z =3—)L 00lmgke (AE/H

2L, AFHEICOLTIE, FHMMEREN L-FEITOWTERT HRENHY .. ThiToLTid
BRAPTHS.

FHRE(COVTE., SRR EREATEEEBORBELET5RREET 58T 5,
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4. EEEH

() ¥Ry, BlEARRERICET 28H FHtEERES=t dREH

(2 YRk, RERMEERE FHEER B #HREH

(3) EMEA: COMMITTEE FOR VETERINARY MEDICINAL PRODUCTS, FLORFENICOL SUMMARY REPORT (1)

@ A Study of the Absorption, Distribution and Excretion of Total Radioactivity Fol fowing Multiple
Oral Administration of [“C]-Sch 25298 to Rats (IRl Report No.4553) FHtEHESHEIS4 #
NEH -

(b} Profiling of radioactivity in tissues and excreta from rats following multipie oral
administration of 14G-5¢h25298 to Rats (IRI Report No. 4533 addendum 1) S HtEERHHST
NEH '

(6) Distribution, metabolismand excretion of 146-Sch25298 in Rats fol lowing seven consecutive oral
dose (Study Notebook No 26495) ;H-tEEEGHatt wNER

(N K7Lz Z3—ILEHANRET 2SO - 5% - RERUEEY FHEEERGA ST
REH

8 H7AIL Tz =a—ILERHANRET S EETORIR - 54 - RERUEEY FHvEERGRSST
HRER

@ Florfenicol pharmacokinetics studies in cattle (Report number A-27558) (STUDY
NO. 2220E-61-V95-273-01) FHtEESSEAEH | HHtEEMF St HREH

(10) Florfenicol Plasma Concentration Analysis Report (Schering—Plough Research Institute Study
Number :02193) (SPAH Study Number:E02-041-01) F+HEEESHASH HREH

(11) DA-313-S DEKICHIT A EBMHE GERES (92-4) FhHeEESMHSt dREH

(12) DA-313-S DRIk AHEMEGER GERES 02-000) FHtEERHNESTE dmER

(13) DA-313-S DHFITHIT BN GEAHS TKO20131, HEWA 813 B) FHEESH=T
HNEH ,

(14) DA-313-S OHEI=HIT2EBHAT GERES 02-16R) FHEESGASH HREH

(15) TSA-011 ORI H T2 %EHER GERES TK030029, mEWE 2094 B) FHEEERHASE ¢t
REH

(16) TSA-01T DFITH T EBEHER GBS 03-120) FHtEERESSt #HREH

(17 ZAALZzZa— IO RERAVWEEORVERNESICL 8EEER GERES
87-146,147) FHEEEREASH HABE

(18) ZONT7z=a—ILO5 v FERBVLWRORVERNESIZL22EEERE GERES
87-144,105) FHLEESHASH HAEH

(19) Sch25298 4 WEEK ORAL TOXICITY STUDY IN RATS (IRl Report No. 3211) FHEEERSGASHT #
NEH

(20) 13 week oral dose range finding in Mice (IR! Report No.5082) FHtEEGHISH HNEH

(21) Sch25298 13 WEEK ORAL TOXIGITY STUDY IN RATS WITH 4 WEEK RECOVERY PRIOD  (IR| Report No. 5111}

FTHEEERGN=tE HRER '

(22) 13 week oral toxicity study in Dogs (IRl Report No.5149) F+HUEZFEZRMASHt HREH

(23) 13 week oral toxicity study in Dogs with a 4 week recovery period (IRl Report No. 7062) +
HrEESKAET HREHE

18



(24) 104 week oral toxicity study in Rats with 52week interim kill: Results from the 52 week kill
Rats (IRl Report No.5793) +HTEZESHXSH HRER

(25) 52 week oral toxicity in Dogs (IRl Report No. 7455) FHtEHSMSH HREH

(26) 104 week oral chronic toxicity study in Rats with 52 week interimkill: Results from the 104
week Kill Rats (IRl report No. 7357) +HtEESKRSH HtREH

(27) 104 week oral carcinogenicity study in Mice (IRl Report No. 7379) +FtEES&ESSt A
B

(28) Two generations reproduction study in Rats (IRl Report No. 7086)
+ThHtEESE HRER

(29) Sch25298 TERATOGENICITY STUDY IN RATS (IRI Report No.5277) F/itEEmitatt #HHNE
#

(30) SCH 25298 TERATOGENICITY STUDY IN MICE: A RETEST WITH LOWER DOSES (IR! Report Np. 7381)+
HEeEERGEASH #HRER

(31) EVALUTION OF SCH-25298 IN THE PRIMARY RAT HEPATOCYTE UNSCHEDULED DNA SYNTHESIS ASSAY FINAL
REPORT (LBI PROJECT NO. 20991) FHtEEMER S HREH

(32) MUTAGENIGITY EVALUATION OF SCH 25298 IN THE MOUSE LYMPHOMA FORWARD MUTATION ASSAY FINAL REPORT
(LBl PROJECT NOD.20989) FHtEZFESGAsrt HAER

(33) Chromosomal aberrations assay with Chinese hamster ovary cells in vitro (IRl Report No. 4703)
FhHEeEESES S dEs

(34) FDA: NADA Number:141-063

(35) Micronucleus test in bone marrow of CD-1 Mice (IRl Report No.4738) +HtEEDMNst #
NEH

@36) ZELTz=a—L0O—EFEERR RS GUERES87-139) JFHtERMHR
EH

(37) ANTIBACTERIAL ACTIVITY OF FLORFENICOL AGAINST HUMAN GUT MICROFLORA (Report Number:A-26701)
FTHEEESE ST HREH

(38) CHLORAMPHENICOL (WHO FOOD ADDITIVES SERIES: 53}

(39) Fwbwr-ENTr FEE FEIOR; BIIEE (2003)

(40) MEZEFEROFSIE ; HBF0EE (2004)
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REHEED CHERALESITOWLWTIRRIT S

ADI —BEIEFRE

A/GEE FINIE 50700t

ALT PS=ZUFER/INGURIS—HE

AP FINAYIFRI75—E

AST FRISEVETI/INGURTIIS—E
AUC RnrhEE iR — BRI TS

BUN IERFER

cAMP BA91) 07 AMP

CHL Fod Z—ANLAZ— s
CHO Fopf =— X7 I A A— PR pElRE
G EaEDHRE

CPK DUTFFIAARTHHF—H

GOT FIVEZ LB - ORI S AT S —E(—AST)
GPT _ T B NE RN AT —E(—ALD
Hb AESOEAMER

HPLGC EERAIO< ST

Ht ~RO)

Dg

ELOAEL 2NEiE

LOEL IMERE

MCH EHgFRiEkimB RS

MCHC FyFRMERNBERE

MCV FEHFRIERSTR

MBC /SRR

MIC IREBIRLRE

MLA THR U TH—TEHER

NOAEL i K

NOEL EAERSE

RBC FRIMEREL

PEG R)TFLTa—N

Tie SHESHA

TBIL BEYEY

Tcho L2 Tra—)L

DI Ha—BiERE

TG k)G )R

TLC HBYOvYIST

T S DR
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