HAEBRERE270015
ERk 204 11 A 27 H

SEENREAETER () & B

BAFBEEERRMAFEEEERR

R DA A BRI BT B 4 A K5 A L ORIEIT DT

EELOBUERTARFFBICE LRMTREERDO S b, BAFEERRICET 58OV
Tid, ERk1 1461181 BEERE 1607 BEAEEELZLREEEHBEE MG M
NEWRBRTA T4 BT TEBHA R4 E0n)H, ) CEVERVFE-TWBRE DA
ThHoH, 4K BXEU EXRBRFFAMERSE (ICH) KBI28BICESE, KbA
FIA 2RO LEBYVRIELT-ZOT, TRFEXHTHAO L, &F TEFRESR T3 EM

FHELALULFEWEW,

e

El=R
1. F&

BN EESOEBERMRFERBEOEER VEFE~ORELZREELZR D720, AREETEE
DEBEARN—TFTA B—a VHEEOMLEENER SN TWS, 20X REFIINZ ST
DI CHMPHEBEIN, TOAEBIESE, ICHIA X VR [EESEORARERROT-DO
REBRBROTA X R) RO TEEHOPARERROT-OOAERIR) @EORE LN X
. TS T, AHA FoA v &KIELT,

~—

2. WEDER
BARHERR TOBRAERRICE W TEEBREREREEZ AV 556  BEHEERBRRED

BEABETH-Th, T > HEICBT 3RS A S 5V IRE O MFAUCH & F D255 L
A AERRAREYERT A LEAREL Lz,

3. GROBE
(1) ZOBMOMEATOE LY, SEIDOHEICESWTERINRRICL 5B 2 ERLD

BRI I BR LIRA T & BRI T 5 B L T 5 2 LR TR B,
(2) SEDHEDHOAN A K54 ACESNTEBS IR L 5 REIR, 51& %,
P 30 D BRI ARR I BR LIRS~ & BMEBBRICBIT 2B L T 5 2 L s TR

Do




DABRMERBRTA FT4 v
SRV
1. XAGA R4 DB

2. DAURMERBROERS LERERER

2.1 Bg PR A #A R

2.2 BARMERBE SN BE

2.3 Bi=EH

2.4 itk - ARBLOEAAEEM

2.6 EH%RE :

2.6 NEABERTF FBIXOF U 78RS IZNVEEOT sl

3. BARMEZKRE - FHMiT5 5k
3.1 ToHEL2AWZE#NSARERER
3.1.1 hpEOER

3.1.2 ik

3.1.3 B ~DBRERKE
3.1.4 BB

3.1.5 ABFIE

3.1.6 HE®RE

3.2 WARMBRHB DD D in vivo 1BIMFAER

3.2.1 in vivo BMBER O RELE |

322 HH - FH invivo ToHERRROBREBE T &K
3.3 AH =X AHE

3.3.1 M v~ 1Dl

3.3.2 A LFERBEIE

3.3.3 EMDEBELREEHABROLEHE

3.34 RERFHEOILRE

4. P AIRMEDOFEHR



LATA RS54 2D BEY

KWL RIA4 DR, PARERRICLEL LOBMBERShRVL S,
RRNMMLELINIEGE2RETDIZ L, BIOBABRMEICET 5 1TBGEM 2 #HA
BICHE—ZE22Lithd. Z0bDRRIE, TORROBFHKELRRT DS
ECTERINDZ ENZE L.

fEsk, =HE (B, B, KE) 0BHNBIR, EXRONARMEETMT S
VIZ2 BOT - (BF, 7y be~vUR) ZRAWVLIPARERRZERT 52
CEERLTEE. LML, PARERBREIBANSGLVTELZ2 LR, RSN
BB RSN D, ICH iI2BWT, £ b~DREWMEBRZ D Z R BAR
HRBICAVWSTFoHEY 2 @0 1 BILT5 2 EARMNERE (B D).

b¥EHE (BEEREZED) Ot MBI A2 RARMEZTEMT s-0IcERmE NS
FomEZAVLIEMSARERRIT, BE, #ftHSh, B2 RKDLNATVS.
1970 ERDOFIDONE, ZLOWRICL->T, ZREFOERNFETT o HHEHIC
B RESEDIZENAETHIZENRENTE L. BE, ThoDEBRAE
DN DML, B rh~DYVRZTERAY MIBWT, LAY (BBWIT4EL)
BRDORNIERRERNTNS., KA K534 U T, BAVBRRIMOLERER
FBICBWTHRERINTE 2 BOT - HEEZAVAIEHNARERR £
B, PAREEZFMET S EROFERZER L.

ERHORE  AR42EETS L, BHAARERRICBIT S b ~04EED
VBB RIL, BHEYRE, HELEBIVCHESEHKOVTRLREB LTS &
TATHD. REPARERBRICAWVWSEMELZ 2 b 1 BITHZ 41X, b
MR T ABAERERRT I LN TEBRH AR ERT L2 5D
A5, 1 DOEHMBARERRLEMOBEN 2 ERHFENOBONET —
EREMICHFMLULEZ ETHENICHE T2 THEARVLOEEE (weight of
evidence) | CE S MK, b MIHTARABEMEMERLEIEZHLDTH
3.

2. PABRERBROEBELEREEM

MABMERBROLEME T, BRI, BERCBT2REOZREHE L S O
AMNEHEILETIBRSOFREIESVWTEEREINDS. ToMic, BABREEN, BNA
EHCETIENAERE, BE BT 2298 BE0RE, NREWE & 0®EE (4
R) &, RRABEOZUM, BERARL OEBEICRB T 2EREH 2 LERT B4
ERHD (E2).

2.1 B BR A R
R COERABRDRED 6 y AULBBEIND LS REERKITBOTIENA
FURBREERSNDERETHD (E3).
HOLEOEERTILIE » AZBZ TERMICERAINRLSTY, HIFEZE W TH



DIELAWORBZERDD. ZOX> REESNMHEBER SN LHEE, HIChiE
ISR SN BBEIIE, BEERHEA LD 5V THIIERABESE® FHMHT
Ehk, BEMICHE T2 LIZRERZ ERS. BEHDIVIITERECERD
BRIZBWT, IM2BEVCHEEFERASASEERICO VTR, —RICHAFEER
BRBAMLETHD. TOLIRREOFAL LT, TLAX—HESR, 508, REM
RIERENHD. T, BEARPBICRSLI RHIBOFT I NY =V XF AR
CTHAAVEMRBRALNEL 224855, bEVHEEERIhZVERLDHE
FAPERMICRON I EES (F 2 SRBECHEEEEAR L) 1%, BAFREEMR
BaRShRINEAAVREERRESLEL LAV,

2.2 BABEESEESNBEAE

BABEERBESNIERSICIE, BABRMRROEWAHEES NS, IELAL
TRTCODEEFICBNT, PABKOBAOHEINABELERREERT R LE
BERBRERZ LN, ThLOEFERET BEEIC OV TIREEICEREL
ERENERETHE. KDLOIREREEBETAXTHS.

() AERZIOEERICE MCLBEET S LREDRIBARERMOA TN
(2) RABHEOHANTREND X > A EEEEAERH 5

(3) REREEMRBIZBVCHIBARERHZ DN |

(4) REMED BV IFREDHIEHERAGRICEREL, BFN2ARGORKERE D

fhORBEBRBLHRIEEEXEBI LTV

2.3 BinEk

BEEEPBOLZYEIX, MoT —283 200X, BWELE X N AREEY
HTHHILHAHESH, b MR T 2ERERHD DL RRENDE. £D LD
BREFERZOVWTE, REFNAREARZERETILETR2VW. LirL, ZOEXR
mAt PMCRIABBEENDI O THNIX, MHOEEHEEETROT57-DICE
HEERR (1 FETO) BULETHD. ‘
EEXMLOBLREHOFMTIE, BxOFRE*E2ENICERE L, in vitro BEXV
invivo DERROFEHREREBALZRBBTDILENH D, in vitro & in vivo
DRBROBEHEDLEIL, ECEMEZTRITILAYIBEBRELRIAREEZEAIIES
I2ETFHFA v ENTVD. HHVOESOEEEETHEICR LT, 4T
LbZDamhe M L TEEEEEZF O LEZERT S LD TIN5,

24 Rt - ARBIOHABEEM
BABRERBRAINERES, BF, AAFHECKERTTIILERD S, 28,
KRABLRBRBREERT DL RBECBVNTE, BEEMRICHFIIEBAOER
BRTHE, PARERREKT LTV ALETRY.
HOEOHIEHRBIREEDEES, PABRERREZ ARAFIMCERT 2 4E X



R, LA, BARMRBEIARBICERETNEThHD. ZhiE, EHEE,T
XIOBEKE, DAVEEEOHEMLRBIZHAVWONAIEEL T, BWWAEKREEN
RNESRBE, TOEELROBRPAFTERETIZ LIRS,
MNEDBEEATCRBOEMMBPED VL S S (2 ~3 FLURN) X, BA
FEHRBIZER SRR, FlE, ETAADKRBEL BN E LEREREER 2L
T, BE, PARERBELEL LRV, HEREBBEASL EHERL, EH
PDEBELVEAIE, ZKERALOBRARDS. TOLSREESA, EERHE
DEFICH LEEEL LTHAVWLAEY, RAUAOEBIIER SN 5E4 1T,
BABERRNBEELEL 25,

2.6 EHRE ,

BT (BIZEIRERR) CEBINIEERICBWVTS, PARERBRSSLER
SEPHD. t MCREBERAIN, 2FRENDLRVERRTHE, NEOKRE -4
BT ARAREZTFMT27-D0BROBSICE2RBRITLELR . BBARKE
BDRESNDIEEIE, BEESCLIBARSERR (—RII~v VX)) DUREREE
bHo RICEAINAEERRTE, PAREDOBRENZVWEEL, 2FBRENZ
EAEROVWBEIE, PARMERBRIILNE TR A2V

H, B, bPO5VIEIEECLBRRLIE—OEERMLICEL T, BIIBABRERRNS
EMESNTWHHAICIE, ThbNEMBEEN, ENEN, HEVIEEEEN

BREBNRZVWENVWIZLEHOLNICTRETHD. BEREBOE(LZNIZED
BUECEARAZLONLHEE, PARERROLERZHII T 57201, BHEL
ERRDRBOEBMBNELRIBALDD.

e, TATARERFEEOHEAECRNTYH, BARERROLEE L FMT
HIeDICRBRRT — 2R ERRBELHDID, TO LT —AL Iy —RATER
SINDHRETHD.

2.6 NEMNTF FBIOF L A7 BHHLVEFOT S s
{EFEBERDIED, Bt PN LOHE - Bl 52 Wi E G FEME X BT
REBEBEFLEEMRTELNRDINAERTF K b2V EFEF 78 0F07T
Fu KON, BIOEBSILEERLIENH 5.

NEMEDEEZBHRIEE (TRbLAEBIL V) L LTHEATLHE, HICEi
REDEESR (FIXiE, 82y, TEAERORERLEY, ALY b
=R E)THRARRED 2 L5 BRBEIIE, PARERBRIZT—RICHE TR,
LRUANDALFT 7 )P —SRERRTIE, TolEEzAVWEEHRRARNKE
HRBRILT LB LETIH 2V, JREHR, BERER, d20WRRBHFELEMICX-T
EEBRTRNETHD (REREFEOBBRVEREF R 22T PbuEnE
EERBNTEREELRD). PAFEERRIZKD LS 2RROBEITITLEL
BRBETHAD.



() RROAEBREMEDEOLEMENER L E L BRRDERS

(2) RROAEBEEME & LB L THOMRBELAEL 5L 5 RIEM4H L
fn_[:%ﬂll

(3) A Ay rﬁté%ﬁinié%@ﬁ%iamkﬂxéﬁw<¢mb%%@
FHLAL) FTHEB AN S EERS

3. PAFMEZRE - MM T 5 HkE
EREOPAFREORR I, BoEtts s, BEEH, BKAE!, gipt
WKBITDENE BRE, BEREHE) s BIUORERSEERBRLLEBLN
SHREERLREEND (FE4). b2, 8% GET-EEZ2EL) 2AVWER
EREEERRICBVLT, HBRHEZ, t DU RIJEAFELELTEIONDAE
MR, RV EERENTFRINZEE, 20X D 2 ERITS AR
EHODRREFAET IBRICERTRETHS.

INODEREZEICERRSFEEBRT BRI, FHRELHBEANLETHS.
ENPABBIIEHETHIZ 0D, ETOEERIZONT, b MNIHTA3BALEME
ERETESE-—DORBRFEITR V.

BEARANREZFT 1 BOT-wWEZAVIRIPARERRICMZ T, HFimi
H P in vivo TolHERBRRO D2 ERTIILENEFLRE. Z0OHEL
RBERIERYPPARERREMEEL, RYPARERBRN OB S Z L R R
REBRELEOLTHOTHB.

3.1 FolEEZ AV RIS ARERR
3.1.1 BImEDRR

BB LUORMOBRICH I » TiT, BBEERBICHT 2EME, H6, BRR4E
EHEOREERE, MMBSAREMEICSTOIRZHELERT L. Braiw®Eico
W, RICART IS RIEREBELZLT, @O b0LTRETHD.

(1) E=ER

(2) REKREGEHE

(3) fRaHts 7 ‘
(4) Fﬂv:/:ﬂ?z\?/(ﬁx 3,7.8
(B) BERKE BIXIZEBEED>ETVAVOARVEREK, T bbRE, BARLY)

HLb 1 @7&1%/&0) AL DRRAB R THIE, REAPSAFRERBRIIBWTCIZZ
Yy b2 BRTDHZEFMEIND (ES).
e, A—8EKT, IEFEICEBELLZ6 BRETOBMEAVLI I ERLEE L.

3.1.2 i
MEHER 212D\ T, 1HS0ELUEETE. EH~OBWORI Y (1TI121X, KERE
MEIC X2 EO R EEALMBEEZRAVS.



3.1.3 B~ DOREBERK

B ~OBRBERKIL, ATETHRUITEREABREKLERALTHDIZEIEELY 3
(FE6). B REBRBIZBVTYH, BREARKOBE LHELUORBB LUE
HRESTENTONE, TOBRBICEIZBARURREEET 20%5TL W,
DEEEREARBICHEETIHRE - f (FE, RAACKT20) BSHERY
BIHENCBBEENTWAZIENEETHS. BURBEORRIIENHEFNT
—IPLHBONBZIENHD S,

3.1.4 AEERK
MERES 2 lZD\W\WTC, 3 Exﬁt“utmat%ﬁﬁ%"“*?éttm_ BN BREE % &

3.1.5 RERFIE
(1) xtmRE

D rHEdRzEL.

@ BHEMBIE, HRPERSCHEVEBAE, LEASEZLELTHHEA
X, TROREEZABLETS. i, TOMICELBNBEZEL Z LN
EE L.

" (2) BE5HM
Sy bTIE24 »ALLE30 » AL, S UABIUONLARZ—TIT 18 s ALLE
24 » ALINE L, BEIEMELTBT BET5 (&7, 8).
(38) BMAE DM
C)%ﬁwéﬁ’owf —REFrEEEEL, KELBRERBE 3 » AR
1 EME, FO®%i34 Bl B ERETS.

@ HBREBPOREHICHOVTIE, FRONCHKBRL, BE - A#ORIBHEAR
BIORBABEMRESZITS. (FF9, 10, 11).

® ABRHEPICEHOBE - FIZHVTIE, FELNCBEIERL, BT -
MEONIRMBERRS LOHRERFOREEZTY (ES, 9, 10, 11). & B,
B, VEIS U CHEEREBRL, ROEEBSLOCALKELZBET S &
Phic, BEEREERL, &M, U o8E - BRI - MO E S ik S
EFRISELFICOVTIRBKERY RETS.

@ RBRETHOEFEMZSOVWTIE, FHOLFAICOVWTEHRL, BF - @D
MIRMBESTS (F9). FEAKFOREL, REAERBLIUOHRED
SHICSOVWTITS (10, 11). =7 L, EEAER L IR L OM TEES%
ERICEDHHBRE - HENRD OREHA TR, MOoRBREOLHICOWV
THYUHBRE - BEOFBEMRGFIORELITY (F12). 2B, BERK, LE
WL TR ZRR L, RELORMEKES L OCAMKELHET S &L



o, BEREAZERL, &M, VoS - PR BMROBRELEEEET
BEELHCOVWTIIBEEAZRETS.

3.1.6 HERE
(1) Uiz

BEME, (EFEWEONRABEMERRIZBVWTIE, BHEBROEBENRFES L
T K& (Maximum Tolerated Dose ; MTD) BAWVWSLNTE 7= (¥ 13, 14).
MTD i3:8% 3 » AEHRBRINOBONET —F 2 BEICILTREINS.
TowmRICHTI2FUNHVEEROES, DARERRIC MTD 205 L,
BMOTEAERZERETIZ LI, LELEERAEN DTN -REL -
TLEIZEDBHD. T722bb, BREANOBRZEZIIOINICEEDI T -#HEOR
BRI, BMOEBRBE~OEENRELL, BOoNsFMAERERFIIBITS
FRERBRLTVWARVWAEERSY, £ b TOY R J7FMCAED» bR L
EXbNBENLTHS. ’

HAMIZIE, EEHOPABRMERBRICBITIIHAERTEICIE, KO XD RBRESLREF
RUECHS. |

O BRAEBECRBIIREEL ORI+ AREEEEZE522b0THDZ L

@ BHOPRBENLRABBECREN R, o, AFRICEBEN RV &
@ HERMEOHESLHMOBEMZIE BRI ANT-EIMERCBERICET S

JKFE2 T — b8BT L
@ BKRERICALET —2ORBTEB L

ERETHE, RARERBOBSBAIC, K8, EWHE H50 0kt FcoORE
BIRE R EDNLE DRMABRELNS. éB W, BEIE, BEELEHE, TR HE -
Ak, BEE, bt PTREBFINRZVWERCRAERICET2BERLFIACTES. &
EmDLFENH L2 WVIEBFHREEOLRER, BPAA I =X L0OZHEICE
D, RERECBVWTREIEZREOS LRGN RDLND. BEMIZIE, AERTEI
BWTIL, TROEBICLXVHAEZRETAIENEE L.

BEEFHEE
EYEEEHEE
R Dfafnid 5 E
FNFBRE
RAE ,
BREFREREKE
D DIEE

HoOWHLBEUREPERPLERNOG/BONET —FERYVANTEERETHZ &
i, PARMRBROSGHAEREICEL, RbEUREELRET S L CEERI L
Thsd. DARMRBROAERELBVWTIE, RHAEEROBEENLZBILL 25

SECNONCEONCNC)



EMMITHDCEb b, BE2ERDERRER, BHEH, BIOBEEENRT
— AL BILBETRETHD (I 15).

(2) AERERBROERICHTZ> TO—KHEE

EROWTHOBEZAVWSISEEL, BURAERERREERTILELDHD.

NDAFMEBRBRTORAER D CICE/ZHOBIRICEL T, boP2BEERIBE
ENBERETHD. IhbHDEROFIZE, BERTORE - A%, BEEXB IV
R#EIDHD. FRENTVWAIAEFORERTEOEELZFIATH I LICLY, EER
OPABUERRORELRFEOMNRBICERELFLEHLENTE S,
EEAEZBRRTILOOBAERERRAZHE T 28610, BEEKOICWTHhOD
BEZAVDIICE L, TROFEEZZER T NETHD (I 16).

O BECE, PARMARIBRARAEBEORERIIBETIERELALNTH
HRONTEZREDT v b ABRHAWVWLNE. BEMIZIE, B hE25~N
CHUPLULERBEFEXZRTT-HBEOBEBIUVERERELEE L (HF 17).

® AERERRBRTIE, PARERRICEINIBEBIUORKOMBERMEZ H W
HRETHD.

@ HEFRERX, &%, PARMAR CAVWOIIBEREEEREFILIZLS 3
» B EHRRTITY.

@ BEEEIESFER, BRER, BEFX, EVIEBRBIUCEEBEZEE
LTERTS.

® BEMKE, BT 74—V ERERREZHAETIEELZHONICTE
ThdH. Fiz, —BEE ARABRELRV LITEBRSFENZBEEERPH
SWDEEE (RAFAF—VR) ICHTIEEOHFELZR T RETHD.

® RBREBEOICMRT 172010, BEORAB T 27 4 — VOB RBESR
EHEOE (FEEIIAE) 2ZRLLICTRETHDS.

) BHAERRICBITIEMEFHEE

w23 MTD (3 18) oEHIX, FEHOTHEENUAI IV ARLTWVDLHD
EFBELREOVBDOEELZOND (FE 14). BAET bbb MTD kX, RARER
BRICBWTBRELASHERAPENLIZLOTFRENIAETHS. T0OL D 2IEH
i, 3 » AAERERBRUEBVCH LN EBRELREREALLTMTES. TOR,
BYMOEEREMBEELELEY, RBROMRELEL S L5 REBREREOE(LI
SNTEEBTRECTHS. ThbL, SHREEL LS L CAESEMmHA 10 %L
TRNI L, EMBBEERERLLNDZ L, BERFEENATA—FX—CHEDE
BNLLNDZ ERERETFONS.

(4) HAERBRICE I 3Ry REHIEE
ERELMBE FEToHETIBERBIERXEHFL, oo HETOMESM



BEVWEE (FomBETREREE CHERRH D) 1Kk, BERREK1 BEICBY
C SMPRERBMBETER (AUC) OEfEE (alarge multiple of the human AUC)
WETHEFBRBEEN, PARERRICBT2HAEREICEL-EBELSILNS.
 RAFMRBROBEOMEERET DI, BUTOLFBREOL AR, t b
BAICHRTHHICEL RTE RS R0,

BMENRRLD ERBFBLIOHH AR - DB NS, RELE-EDELARKTD
DEMBEENTIELREVEENHD. SFBRBICBTHHEIE, BEAELV BE
ElEBLIOZFORHHDOMFRERED TN, IVELKFMTES. MEFOEES
HEYREIIEBENOHESEENREOCOR L ENLHENEE LB I ONS.
AUC I bAMDOMIERIEE L invivo COHEBEENZREINTWVWADT, EHa
BN ESEFHREELELLND.

EMCBFARNAY RZEMEOBI, Bl FOMBDIEMBESL KT S
TEOFR®IX, A0 A, BEMRBILE LTER LT ARW. L L, MTD
TERSNERAVBRERBROT — & X— X DFEFIC LT, BRATE, BARE
KB ToOFHERRIZE, TowmBIIBTA REMED 2N IERFHOMEE AUC
N hD 25 FELRDEBRTDHIEREENTHAEEZOLND (E19).
BAERRICELT, #icgmle T AUC 2T 5546, RO X D K%
NEATES.

O TFomBEOEYEIET — 21X, DARMRRICERTIHRKE, RLESEKE

BLXOAESEAZAVWTELNZLOTHAZ & (I 20, 21, 22).

@ EpEErT— 213, AERERRICBVWTEDHEFN AT A —F DRER

FULBRETOIWNEELZEB L+ LREHARORR» L/ ONIZLOT

hB L. : ’
FToBEeEe P DM TREOBELMEICETIEREI DD & (3 23).
BMEEZFMT 5 ET, AUC OB %, REKKEDOH, RELEKELERED O
WH, BOEVIEREDOHZDOWNWTNEEIZT S DO0IZ OV TITEZAIH T
LTREL, TORVEZHATRTHZ L.
® MW LBEBRELR2HETILE, U/ BERCRIEZDHD L EEET

5Tk (I 24).
® t FOEYEET— 213, BREKX 1 BEZELRBRILBLNEZLOTH

HZE (¥ 25).

® ©

() mHEBRIIBTLIRNOBRTT5E
HEBEMEADL LV TORBFHOEHFEFNAR ("M FTRATEVT 1) 2HXR
HDONTCRNDBMBIIESWTEHAEZRBRI I LLARBIND.

(6) BAERBIRICKITAESFHEE
£ DEERRBCBWT, TOHERMEEZLMET, SREOENZIBIREICKE



LTW5. BHAERBROEZDOENFHREBEL, LEHIBRDTHRENTHLHDT,
B ESHEICESWTE2s ORRABEICBWTRNTIRETHE. BRENLEE
RAEIR, BELAEGHICRAZHNESRAEZ RS Ltk REOENFHREIMN
ESIERITHLOTRTINERL V. LaL, RROZLEMEZEL D L) 4R
BELHSVIZEFE (RAFRXF—VR) OFEEZERLTER2LR2WVW. £0 X))
REE LT, MEKTRMEEERE (BRBEOHLDOY R BH D) REFPD
5.

(7) BRAE

B KSR A B A 500 mg/man/A 2B 2 2 VEA, PARMERROERAEIIX, 1500
mg/kg/BE ST LHB L ALEITZR (F 26, 27). ‘

BAUBMRBROBAERCLFBROBREZIF T2, EEHRBLCEONKHD
T AT oHELE PCORBEF B TIFERLFIINRITNITRLRY. £
DIERICE-SE, 1500 mg/kg/ A DEH TOREBEENE NIBITABRBEICHEL
THHEBNZEBRRENZITNIE, 1500 mgkg/ B ORRAESHFH I NLRZWIEE S
H5. THoEEICRBITS 1500 mg/kg/ HEO2HFBREEILX, BERAECRBIT2BEE
;D&ﬁ<&%10%ut%wﬁﬁﬁ%6Hﬁ3%§®§ﬁ%6ntw%ﬁﬁwf
SWETOREESEMT L5 TRT BN, 5V, BRATIBWESLERE
EyXxThD) BEAED 500 mg/man/BEB X HHEIE, BAERKICTT
BREMREEKEE TEMIELZ LICRAD.

(8) B#ETHERKE

BE, BERECEIARETEEKEIFANT S %LEX 5TV,
BEBREUAOBREREOFNEN 2SS, BABIERFHELOMEDH B VI
BREEZLICLVEENE bOLEDbNRD.

9) BREBRICBITAZFDMmoEE
ﬁbﬁﬁ%%@%ﬁ%@ﬁmﬁwf,Kﬁ%F?%yf%%éﬂfw&w%%%
FAVWAZENEVEALHS. A ORBREEICKE VT, TOMOKELHV3E
AT, BEHLRBRICESCbOTRITRERLRV. T ORABREILX, &4
DESHITESVCIEMENS. '

(10) PAFEHERBRICBIT A2 FRBIEAEDOER

ERAEZEROEEZEICELLY, PARMRBROFTBICIEAENR, ToRRT —
S bASMEL CIHET 2BBICHERARERPBEOND LI BRTOIBLERSHD.
ZTORER, TowmERBLOL hTOEDERE, EAFNBIUERT —22KE
B L CRBIRL, ThoAERZ2ERLERILEZALNICTRETHS. BAR
MRBROPTBLIOEABRORBRICBVW T, 2TOLGEHRESEDILEZTRVA



ROREBZERTRETHD.

EWERE O BEHRME & RHREE 0T

BRAKARELE NCBITAREE

T oA TOEAFHRIS

FomEOEF REBREDOEL

ERA D =XL0EHRBICERICEBIT 2BECHFEDATREME
EHRRCBEEBINI2BZHOETATARECHSZ &

@@@@@@

3.2 WARMEKRH DD in vivo BB
3.2.1 in vivo BINRABROEE
BMRBRE LT, UToMnL@BFTFbns (282 H).
(1) B8 - i in vivo T o HERAR R
BEREEZEEIC L nvivo BRRRWCEBTRETHS. il LT,
FTolED 2 BREEPAET N (f=vz—va v -TRE—va VETN)
RIFUAV ==y s oWl RV LHERT o WEE AV ERESATS
NMBET NS (FE29).
2) b5 1 BOT-oHELZAVAIEHNPAESNABREZER T I L L3I &FHE
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HICET 2 REFMOEARERE 21D, TOBRICII+HOREESASHETSH
5. RREOBRBAIIFEGL LTETHLERXDS. £, TOBRFIL, TOBA
THHRTE2ERDEIC OV TORNERL P OBRBOEVEOERD L VITE
DMOBEET HERICESISRETHD. ZORWIIE, BRENWEZRREOER
BLOERZOWTORFENREZLIOLNENH D (I 30).

3.3 AN =X LW
AA=XLPREPARERBRICBVWTERERE 2RO EEES, FOHEBALLT
LIELEFRATHY, e b~D YV RI7FMICETIHERERD. A D =XLHED
VLEERLETOFHEILZ, EERMIFEFREERCTNETNOBAFRERBROBERICL -
TERS. REMBEESCHAVRSMRBROEREEF L 0BESEEX, ZhbDA =X
LFRICBVWTHMIRETHD. LTEZOHZHTS.

3.3.1 Mifa v~ DAk

EBRAMCEETZHEBICOWT, MELXLOELEFESHN, AZBL28NH 5
W RN RERELZHVWTRE T ZIENTE S, BRI, TR M=V R, R
FEIEME, FoMlaZERE, MEEER (intercellular communication) DZE{k72 &



KOWTOREMEBEICERTEEELHD.

3.3.2 A{LFHIBEIE

BERMTONWTHEEENIEFICL LD, BT REREBZEL LTILUTO
bOBRHIToNS.

(1) Mg RELELE (Bl2E T3/T4, TSH, 7us s FV)

(2) EEF

B) a2u 7TV DL RERI~DREE

(4) MBRERELS

Bz iE, AAEVARBHEORBICH L TIE, ST REEEZD2LELEIW
CHEORRZERTAZIEICLY, TOERFRERETDIZENLTED.

3.3.3 BMOBELGEUEARROLEML S 6

EEHNTEEEERBROEADEIIBVWTRETCH - YWERIPAFRERRT
BB D, EEEEENREERAA N =X LOEERAR+oRGAEICIE, EER
BEEERBROBMALERZ b H 5. BMRABRICIX, in vitro RBRORBEME
ho&Mz2E2Y, BEREOENBB IR T 2E8EHEHEEFZHAT S in
vivo RERZENE TN 5 (#2113, DNA BEECEERER, 2P KA TRV Tk,
BABGCTFICBTLIEROTRE).

3.3.4 RBRETEOILRK

%ﬁ%gwﬁﬁ%ﬁﬁﬁ%%am’fétbmm RERFEO L RIPHEIND
Abdd. FlziE, BROREOFESKRRZEOMBE(LORIEEEZRERT DI

b@%ﬁﬁ@ﬁMmainé.

4. B3 AIRHEDFHE
bf’)fﬁﬁﬁ CRITAEELONARMEIL, BEOREHESSRAERY, vt hEd-
EHEICBITAEDHEOLE, BIOT-EHETOERANRL FEEAETLIPEDL
OWTOERIELND X5 RBPWHHEDL L VT A D =X LFRZEITMT
RETHD.
_l:naﬂ):itfﬁf)‘f‘o?%%i’bf_ﬁkﬁ‘ﬁ X, %@%ﬁﬁ@f‘l’%Mﬁf&?ﬁ)%thﬁﬁﬁﬁF%%@
, BANLBFHBIOETEE (weight ofevidence) ICE S FHEMO—EFE LT
%xém%fbé.



E1 5

Ty MRTUVRZAVLIBPARERBROZENENLP EDO LS CFHMIZFES L T
WIeds, £ T v FHOIVWIET VR 1 BOZLERNDSZ B FOBAFEMEY X7
TEAAY MCBERERERL ZLICRLRVA, 6 Hik - BHSBORER
RBIZESWTRFTENTZ. 21 b DOFZEIL International Agency for Research on
Cancer (IARC), the U.S.Food and Drug Administration (FDA), the U.S.
Physicians' Desk Reference, AAMIE TR S, the EU European Medicines
Evaluation Agency (Committee for Proprietary Medicinal Products ; CPMP) 3
& TV UK Centre for Medicines Research IZ X D T /-,

i 2

DARERBRO BMIETEMICBWTHRAREREOFEELZHONZL,  MxtT5
VRV EFMTEIELTHD. KRy RERANRE, EEHERR, Hb50EE FoT—
P NIBIT2PABRENBEINDIGEITIE, PARERBRNLEL 2
A, TomEEZRAVIIARESERRIL, BEOFMOMEEHRBICHZ > THA
BICREINDZERTFHRENIAERERICODVWTHLELEINTE. 2 b0RR
OFE L FBEROMBRIIE, FTLVWEEHEERRES, £2FGE LM T 2 EHWIER
THUAMMNLITON TV, £, ThbDORERIL, FECEEDEIC LI EER
EZOWTHEDOHMEI R INDZUFILLOERINLTW ., EEEERARS MV
AXRT AT A, AAN=AXLRRR ORI, BIETIE, BTERK COZLEFEME
KWEBWTHEENICEASINTWS., ZALEBHNT —FIPARERBREERT S
PEPE T 57073 TR, RBREEE L P TORSMICEE ST CRRT
HTDICHEETHD. PARMRRIIZKAKLFHLEREZLELTH2D, B b
CBITDBREND, BABMEEFMET 220 BME AN EERRD D OFHEMN
NBLROTBRIIOARBINDINEXTHD.

AR (EESBUHERRETA FT7A4Y) TR, BRTOEAIRP#ELELT6 »
BH20WiEEnU b3 BA AL REERBRAERENTE . £, DA
BEHENERSINIHEE, FAPER 6 » A RETHo THLPAEERBRSLER
Babdbolc. KETIE, BEALEDEERICOWTE FT/REBEAICHV LN DH]
B TORAFEEIRBRII TS, XKEBFDAZEINE, BE 3 » AHDWViT
TRU LIl THAWHLNAEERIIPNARERBRASLETHD. EU TIF, E
EHARMLEEFL (the Rules Governing Medicinal Products in the European
Committee) THAAFMRBRABRINIBAZHAEL TS, TOLIRBAL
i, BRHCblcoTERESNDIHE, T2bbERL TKIERE v A, 5 0VidkMH
K TH>THHENELRBEZENALULTWEZERETHD.

3
BWRAHEA 3 »ALENDEELDEZLIT, 6 » AllblcoTHVWLORD Z &3



ZWeBbhs. ICH TORETIE, 3 AT THVWLRAL REERZRWE
FToLETERNST. '

£ 4
WM Ear a5k (Cell Transformation Assay) @ X 5 72 in vitro RE DT — #
i, LEMDORI Y —= TJICBWTHERERVES. '

&5

EHAARERRCRELRIDELBIRT IBEO—KNREZS

MB#®%%KEMﬁ&mmD,E#@%é,ﬁﬁﬁhﬁﬁﬁﬁﬁﬁﬁféﬁw
BIITy bETAENOND—ERALEZFRDD.

(1) EERBROTFT—FR—-IAFENLOEHR

ICH KB} 3 AKKORABUERRICET 3 6 BOBECHE, BiaElt, BEER
AR, BHORK, BRERBRBICEREER, EEEEEIXED, BERVLIIHR
HoORERE, PARMBRRERCEELEZRRTEOBHERNEI N, FFAEH
TIEHEL DEBFDPAONTZD, THLIEIEREZELEZFCRI RO R1 o7,

BT XD ERBABERIIUTORD TH5S.

O EERCELTUL, ~VAZEESEBE LI —OHB L LTHANMD
MBI o LHBENZEAMTIELEAERVRE, v UROT —ZTHRFER
MBI DOEERE (weight of evidence) ZEET I , BLXOT -2 &I
BDABEEE R T 2ILEDOREICESL > Tz,

@ 1 BOBHORICEBABALONTEERRDOY L, [Ty bOAh) OILEHO
BiZ =208 ODILABOEDK 2 EThHY, BEiiLEKT, 7y bid
YUALDLRERBABRZERBHVENZS.

@ XWMBIARERRLOBEL AR, EXHCOVWTORABTCEVTHIT >
HOREEREWEAREZ R TIERFEBBWThHoT. <7 XDRFELS,
BEEEPEHICRH L TERVERZEZTTILE, Z<OVIYRVTARY —
Jvav 7 TRY ETFoNTWS., v UAOHEEIISLT L E POERA
VRAZICEETZLERLT, LELEBRE-EHEREZELTREEDHD Z
ERRINTWNS.

(2) AH=XLFEDOFHEN

FToHEICB I HEBCEEDEORENAICIE, B, ZHEBIEMNERICOV
TOBRERFREEIALLT, AERISERICBWTRENFET S Z &L AT
Ho. EEDOAN=ZALMECLY, FToRWEETNVIIBEENLZRISEE MTbAE
CHAEEDOHDIELLEZRBTED ISR TS. BOHEBRBFEREMEIZOVWTO
HEPEXAZ LXK, o0 ENLITILITERTS. #lziL, veE7Z—
DEETHENRADEETHD LOREIEBELL RoTETVNSE. IThbOFRIL,
EEAEDHEAET y P TRENRTRY, vUAZHAVWDIZ LW THS.



(3) fhaish e |

RBOBA»DIE, Ty FBIUT20VFNRG, B ABEERRICEE2SY
BThsLizBbhy. Lrl, BE, EVEBLENFOBBRAER SR TE
THY, FICEMRBHCED S P450 74 V¥ A AMCET M8 b AFICHELS LT
W5, INLOHEDIELAETRTAT vy bt MCROATERBSN TN S,
Lo T, 72K & bilEVISE, REICEET S P-450 74 V¥ A AZDONTD
BEOERATIMCK WV TEETHERY, A =X LHFRITBVT< ¥ 2R H
BT AEARERE B AELT LAV THS .

(4) £FE |
LROZHODEBICELT, ~YREAND AN = XAHENERND E VS R
EAHD. KESOLEEZTH, A—EE» DO — &0 R M BN FH
(microsurgery), # 5 —F L DEA, HEVIBREEERATOLA T Y RIBDH T
FRTHZ. BROLOEDICEIBHHNEER LATRIERLAVEANEL, w7 X%
AH=ZABFRICHAVBBAICIEEVEL OBMRLEICRS.

(5) —FEL EOBWIC X5 HR |
BT FTRE RS < OEH - T8 in vivo ToWERBRRII~ Y A2 EHT 5.
NABME—BULOBMC LV RETIEE, TLTIOZLNEE,r OB L
E2BRHIE, BMAARERRICIE, 2<0BA, Zy FEAVLILETHSS.

(6) st

BT, AD=RL, REBHIVEZOMOEREN»D, Ty FEDVbwTRH
DV EDOMDT >WEO LB MCBIT DY R 7 FHED T2 02 A RYERBRICHE
RBELHVED. TOLdREAICS, EH - DY in vivo ToHERRSR &
LT 2% AN3 L ERIND.

E 6
BOZEOBAITIE, BERE, F@EHLZVIIHRBAKICEALTERICERSY
HHERDD. HRYEZFAR X IIKEKICEBA L TEEST 2542, BEHE
F, BB ICEEENEIHRAKEZREHEGE% 3 » ABRB 1EUE, 20
®IX3 » AR IEUEAIEL, #BRYWEEREZELT5. 2k, ARAKITB X
UCRBRPICHEEERYEOME, ZEMEBIONREDEZFAIRELRBRYY EMEMXIIEERE
o3 5.

B 7

BHEUANDORRIC L DFETERN, BERMBE®ET Yy PTIE 24 » A, v7ABIV
NLAZ—TIX 18 # ADIFRTH0%LUANTHDZ ENEE LW,
HEAEHEXIIARBEOBYWOMENT NN —FITBWTRBELETEDLR 75%IC
RolHBAIWE, TOBRATEZOMOEFERZERL, RBREKTT 5.



* 8

WENROEIZEWTS, B0 10%0 E2, 8 WXIET LoME kb
WZ k., LER-T, RREBDPICERIYSRHOE BN RWIE I N5
AL, BEXIIEREHEORESLETHD.

&9
WEEH@%%‘?%&: é%@%ﬁﬁ . %ﬂﬁb:/)b\—cqﬁ;a .

IE 10

FEMBEORET, KOBE - AHBICOVTTS.
BB, SR, U v, R, R, HEXIKRE (BEEET.), WK,
[E, MBLOREX, O, FRBBICLEENME, &, RE, BBLUT+
HREB, B, KBB, FER, REMR, FEBR W, B, BERE, M, ATV,
R, VB, FE, B, IREK, B, TEE, FH, ©OMARCESERES
BOONBE - B ~

E 11
EEEREORBICEL TX, BERAECELISELL FIPARE) OFTADL
T MADBLERDD. ‘ :

E 12
EENZONWT, REBARFHRELT O ZLEFHMOBT 25,

% 13

BEICBWT, b FOERLICET 3 BAEERROSFHEORRLEL, &E
DEEYBE LT LL—KLTWahotr. BARBLIOEU T, BEREIS
T, BREEOCIES, BE 1 ABRAECEE32CEVEE KEHEY OB
58(ng/kg) T 100 FLLE) BERENTWE. LarL, XKETIH, {=HERIIC, MTD
CEBHEBRROLNERINTWE, —F, BEWERABIAE - HIEL bR
RTxAEE LCHALLATE -,

¥ 14

UTIRARTOE, HXME (MTD) OFRAICAVONIFBHICESSEELRA%
DERLEZEZDND. )

*E (U.S. Interagency Staff Group on Carcinogens) TiZ MTD 2Kk D X 5 iZ
CEEL TV TRE, #RSATOAEMEE, S ARMERBORSHBICELS A
UNDERICE > THHMOIEERFGNELIELTDH I 2L, BELBERK
BREADITHEROVEBETHI E SN TWD. 2O, RKHE (MTD) & /Fih,



EOEERR (BF3 » AR KBWT, £ LTRTE, EMLRLOICHRESE
MR icESVWTRESRS. MTD TiE, RBROBRZBARSELOELVE
HICXDREFHIERZE L bRy, b2, AT OHRYE OREL,
FEPOREBRSPENM L TREFMHAIHEZRKTITE, REILTERLRWV.

MTD 1%, 493, EaEEERRCBEEIN 2 EEHEMINAE, Tobb, 10%
UEDOEEEMMEIZEZ SRVWEROABICZESWTRES ATV, K OHF
BRE OBRARERRICHTHFM T, XVEREHOAEYENREBERICE SV
7= MTD BIROKE 23 TWwW3d. BEIX, M, FEBIVREARKRENEL
PHEREERETH LY, RESIUHREEEOR L2 O TICMEFEN, R, BRKRE
FREEOEELREN LA A2 EE CTH 5 (Environmental Health Perspectives
vol.67, pp.201-281, 1986). |

HATIHEKDEL S ICHES TV, :

IRARERBRICBIT2EBAERL, ARRICBITABHIZES 10%AD
FEHEMOMENZE EFEY, FRICLBZETHR 2L, »o, —FRREXTRER
RICEMHZTRBTIIZELVWELLEFEDRVWEL TS, (EELREHERRETIA KT
A4) ,

EU (CPMP) TIRHEDO L SIZHEL Tz,

BAETEELFEMER, fl 21 10%EEEMMBICRERES, 5 WITRE
REOBBEELETIBL T X ThD. ENRBENITEREN BRSO
RRELT, ZLTREHICIIREBZNL{LE LTRENS. ] (Rules Governing
Medicinal Products in the European Community, VOL. I1I, 1987)

* 15 : ,

IDEIBREHREDOH B FIEERATABICI, ERNARTENAA D =X LNE
RRTEERAINL TRV EEZRBLAR2TIE RS2, &5, B FOEMR
AWV AT ZTFTRTEZONE, FToEELZAVAZILPBERATHEELRVWFETHS
B, TNICIXBETHORARD I L 2RBEBIRETHD. Lo, HBEHE
WHRTI2MEORFETEEZAERRICAVWDIZ i, BARKERRE X ED
WHE T DICEETHHD, ZO5HOERISELT, Thhbbe FTDY
R ERETD2EOOREROFEERFELETILERDHD. Lizl>T, KFA
RSALIRZIDLES RRBETHEBERDBEONA FTA4 L THBIEhD, HFLNG
ERABLONTBICE, AEO—HE2UFTTILLEETHIERABZL TS,

*.16
AERERRICEIAIZFTOMOBEEEHIIUTOLEEY TH 5.
(1) 8 : M—BEBT, EFICKET L6 ABETCOEMERWVWAZ ENEE L
vy,



(2) Esk - MERER 22DV, 1 BK10 &3 5.

(3) HEBRM . MHEES4IZ->WNT, 3 BBEBEUELORBRBEEZRET D L LBIT, B
R BEEA B

(4) S5 3 » AREARL 258, BEMASEXNIEEEDRED H DHEBRY
BEoBAE, BELESNBORE2ET 586055,

(5) BEFE : AHOLFICH>VT, —BRELEEEEL, AEXHE 1 EUE
BETSD. BEHFICONWTIZZ OBE, EFEFICHOVTIIRERTEICHIR
L, BF - ABORBHBESEYTY. £, ARTELLIBRDONESE -
EEICOVWTIE, FEABREWRERXITS.

17 :
IDZEE, HLWAHRTFoEEIIOWT, REOT T4 —AERANDILEE
L2V, BARERRIAVONDIRENRREICOVWTHESNLINETHS.

¥ 18 _

ICH1 28\ T, BXEROHEYFiE, BNARERROEHAERKRIC MTD L4t
DIOEIELTET 52 LICAE Lie. ThbOBEERYE OKRBELHN ML
 REMFHRBERIIESCLDTHEN, MTD UANCESEBEEZELZERT LI LT
BLTRZPE2AEREOA TV RN, TO%, ICHREMEMAREEI NV —
TR AVRMERBROEAERIRICEL, MTD 2FHICESVWEEEL LTER
L, L THERATIZLICEE L.

19
ICHIZBWT, PARMRBROBAEREL LT MIBIT 5 AUC Of[FDH %
LUnERAT A0, MTD CTER S, B bBITT o BED AUC OB ]
RRENBERENT - F 0L EEHONRARERRIIONT, ViErART T 4
TR B ITh . | '
MTD CERENEZEEHONAFREREDOS L, Jv FBIOE P THEEIRE
MBEEET —F BBONE LD 35 #THY, THLOK U3 I HR
BN 1 HOVEEFNUTT, i 1/3 131 726 10 OFTH o 7.
M2 FBEL, AR EL [ v b :mg/kg , B b : mg/kg Maximum Daily
Recommended Dose (MRD, A& A1 BE)] BLUHKERHBCHRE L-HAERL
(5 v b : mg/m2MTD, E b:mg/m2MRD) OHBEE:2 FROTF — & X—X % AW
THREHLEEZA, HEANESFBREIT, AESYLV LV OEREHEYTY THREL
HRABHEBLSHIELE. &BIC FDA 7 —%X—XT, 123 O{LEHITHO>WTIH
BOFETHARRZEZA, ML BREICET 2RKOMEEER AL NI,
EAEERICB T AHANEHREL (AUCK) 2RETIRICIE, +HaREE
AR TEDLZ L, E MR TIHAMDODHDVIXRVDH DB ARMEYE D R



T&BZL, TLTRYREAGDILAYW CERTEXAKBEERB L ERES L.
EMCH T A BARERSESDOHE VTRV OHBILAMERET - DOE
HFEREFTH0IZ, 7y PTHRAREMERBHEDIARCOZ T X1 & 2A DEKES
WCOWTIRELAWIHELZ S LE., JxFBF 50T, Sy hebe b
BT +5RERERENT —FZB8H0, HANLFBELRP R LS 15 T
L, Ty PEAVARARERR CBUMRZEOND LEESHE. Ty b
EFROCENARERRCEBEMELIMESh, JARC TZ 5 X 1 & 2A Lo IhT
14 OEERKEDIZEALE, BITICETIEPBHEZNT 282 hok. Zhb
DEERZTIE, AREEYZVORAELZHEIHETEEICKRA LE. BITOR
R, ToHBEIIBI2AREERLEYZVOBRELD 10 b5V FnlUEHNIL,
INLOEREONARMEZERTEILEILNE.

LROFMOBER, AREERROBCAR T IEYHEENRBIELLT, &
INEHRELE LT 25 BRESNL. ZOER, FDAF—F~N—2cREShE
BB DR 25%ICBVWTERSNLTRY, £ MIHT 2 BAEENEDD H 5 Vi
BVWObHLEES (IARC D 1, 2A) 2RHTIZLRFART, FhtohieiR
ERLTOS. BRAERAUCHE LT 2585503t nll EORB AN EES,
2, BECMIDICE A BABRERBRBEBS N ZEERD S S 5% Elo¥z 5,

¥ 20
Fo WD AUC RREHOT R 7 —1ix, EAMEEERRS 2V IZAERE
RBRO—HE L TITbR S EERETOERNBHBORN P LHL PICSND.

& 21
o WO AUC i1, BERECHWRMEOEMBESHRME S L 5K,
®E, YEOBHMERAVTRDLOND.

E 22
FTolHBEBIUC L PO BT EDBREOCREIBRELIUVBEECBVWTRED
S FTETRHESNDEGRETHS.

& 23

WETHNLIE, B FBIWT-oHET in vivo \ZBIT DN OBEZRAL T L
TELLZENREE LY. LMoL, invivo TOBEY2RET —FBR2WVWEETY, in
vitro R 7 —% (Bl X, MAZ7AZARHEFEDOI /7 oYy — 2 ER) PEWER
DRMO|UEZ RTHRBELRVBEL L LHD.

F 24
HEEHEME in vivo TRIETHORELRVWFIETH D, REMKERWL



IXEEI R D in vitro F N7 BEARR (In vivo BT AT -#ELE bD
EEEGEEST) IHEEAEHDO AUC 2#HETHLETRIATESLSTHASS.

EFBLCF-oWET, £ EABEVRER, FUAsBARECEL
TEPOHEBEAR 7573 vPe PIVIFomETREVWEER L, EYoim
BMBEOLBTHLLIW. ZURIBEAREBL, ¥EAT7I7/7varBNTHELY
E P TCREVWERIE, FURITERBERERPORETERTNETHS.

% 25

E N TOLEBRET XL, BERRELIVIBZEOEYBBEENT=F I
JICE0BLND. @*ﬂ*i@@ﬁf@%ﬁx%wiﬁﬁ%%@fmgraa
BEREK 1 BESTEZEES, EMBBENT —F 2 B50103, RIEKR, BK
THRTAEASMIERE B TAERERAVIETHS.

& 26

BLZE 900 OBRABREHRBRNOLR D FDA ORABREMET — % ~— R TiX, 1000
mgkg U EDHE*EREL LEABRPB X T 20 %ﬁﬁén@nf: Zh b ORER
DHL, 10 REEIBAEEBE Th7-. FhbD 7 RER TiX 1000 mg/kg LA
tTcoBrBHETH T, ThH XY, BRAEL 1000 mmg/kg & LB E, BDARE
MEEABRHETERVWAREERSDZZ b, BRAREEROILDDORAEIL 1500
mg/kg LT RETHD. |

& 27

EELPBRBEED 25 FULELOAETOR T - HRICHARESEZRSL T
H, FRIEE MIHFLTHRBEREPAV R EZRETHHDOTIERWI &8 ICH
KWBWTBECRIES A TWS.

FTotEL bt P EOEHFBEEDEIL, mgkg KV mg/m? iIZ Sz I X
WEBMLEFNIVBEONTHS (E 19). LEaR-oT, BRAZIBAVRERERRO
EAEXVARCED mg/m2 BE T 25 FERIBRTAEIRLRV. BRED 67
((6.5)) 1IX5 vy hORAE% mg/kg 7D mg/m2ICHBETH72DIC, E724EE 40 i
t FORER mgkg D mgm2 iCEBRTHLEHDICFEREIND. T42bb, b hi
T BHT-oHED 25 FOLHFBEENIT, mg/m?2BETYH 25 FTHY, mgkg
HE TART L 150 £5 (150 =25 X40/6.5) k725 . Lizh-> T, BRIKAED 10 mg/kg/
HLLF (8 500mg/man/B UL TF) DA, 7y PTHIEEMAEE LT 1500 mg/kg/
BERACWTHAREZERT LI LAEREIND.

* 28
1 BoEH - T in vive F o lEABR, Eﬁﬁ#h}?&:ﬁtﬁ&)éb\ HEEEER
BOFRRRLEDMORBREEND, TOEERLKM/HALMIE ML THARESL



H+ A ERRENTEAICIE, E-0RARMRBRIILTLLESER W Ebh
5. '

* 29

BIE, W OPORBRIEIZOWT, BAUEMEFMICBT2FAEICETAHHEN
EDLNTWS., — KIS, ZThbDORBRERE, b MIAVETE, v MexT 2
YRIZFEMIIIGSHATEDRLBIDONTVAREBPAAI = RLIE S RETHB.
SHiz, TRLEREHAALRERBREBEL, 1o, BARBRBRNLBLAD
ERTERVHLWERZLZODTHOTRITINIERL W, £, 81k, 1Y
BRSO AR MICI T 5 2EMRBEEIC OV TOZIR SR ITIZR bRV,
INODEEZHMIEITRENRAREZUTIZRYT. ZhoO0RRELSZOER
CESERESNDMHEMESHS.

1) FotiBrAVWEA =Y —Y a3y Fus—avES L FRAERYE
(BLOHFRESAEHNE) 2RETHEDDOT y hOf = xm— a3 -
TRE—TarETNAVE, f=vZ—F—FHA\, TO%, HERME LB
M5+ 5. b)—DO0BBWBRELAETNIE, KRS BEOA =z —%
—ZEEL, ROTHRYELHE» AMEETS.

(2) p53+/-R#BEF )N, Tg ACEFT )V, TgrasH2 ET )V, XPAREETT V%25
WL OPD I TV AV 2=y 7w ZADORBRK.

(3) FHERT > hEAR.

#* 30

B in vivo RBREBRAT2HE, —MBOCHE 29 OEBEICY TIXED in vivo
REBENBEHE DL LTH, TRTROEEXRICH L TETORBRENLT LY
MLEOICELTWDLEROZRW.UTOERBIZ, Z0BREHRL LTEEESh,
RENDREEFHOBITHS. '

(D) BARERBRPOIBONRVERRFLVAR (FEEORERSY X7 F
i) n"ELhDZ L.

(2) TOEERPLEE (BE, EAALN=XL) KOWTOREOHM R LE)
NEEPAVBRICETIRMAICEAOND Z . T2, Bl B EEE,
MAEREMY, Toe—F% —{ER, bOAVWEREEREKENTAERZEREEN
5. . '

B HRAZINI2BMET NIRRT 2HEBRMEORHE, v MIHTHIRENAY R
7 DFAMIEELEXDPENERFTHZ L.

(4) £ FTORBIZASIENREH RV LEMBRELATETHDZ L.

G) AN BYMET AVRFERBMNCR L TEFICKRIESh TS L. B b
T EDBAVREEZREBETHEODEH LW in vivo REREOEBIZH 7= - T
X, TORBRIBICLIVBENRBIMOEERE (weight of evidence) #EE L 7=



BATMATENE I DERFATAIZENREETH L. £ < OERBFREDR,
INHOHLWER - FH in vivo RERIEOKRIEDO - DHDETHF THD (1999
FEORR). TNODOHMEICE, ToRBBEIBWTIRARESTMONTEY,
T DFRD A A W:X‘Aﬁﬁ@@%énfw’ébK075>®I§%u%%°1: Mo LTk
BAUBRERBRNEEZLNTWAIMEIHVLNATWD. Zib DORIAEFFE
OFEENPFIRAHEES L5 c2hniE, FORBRRZRMNE b TOMAFREFAMIZK
HEOINICOWTOLVBABEERTA FTA VERTZERFARTHA .

S1A : Guideline on the Need for Carcinogenicity Studies of Pharmaceuticals
S1B : Testing for Carcinogenicity of Pharmaceuticals

S1C : Dose Selection for Carcinogenicity Studies of Pharmaceuticals
S1C(R) : Addendum to “Dose Selection for Carcinogenicity Studies of
Pharmaceuticals ”:Addition of a Limit Dose and Related Notes

S2A : Notes for Guidance on Specific Aspects of Regulatory Genotoxicity

S2B : A Standard Battery of Genotoxicity Testing of Pharmaceuticals
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S3A : Notes for Guidance on Toxicokinetics. The assessment of Systemic
Exposure in Toxicity Studies
S3B : Guidance on Repeat-Dose Tissue Distribution Studles

S6 : Preclinical Testing of Biotechnology-derived Pharmaceuticals



