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3.3.3 1 M®ﬁhﬂﬁ%ﬁ®z£ﬁ56
BEENRZELREERROBEADLEICBVWTRETH > WEN B AEERKE C
BtEIC2 Y, FBEEENRENAA I =X LADEENR+HRESITIE, EELR
BEEERROEBMALE LI b 5. BMRABRICIL, in vitro RBRORHTIEMH
COEBZEEXLY, BERAOEMNBBCBI 2 B8EEEBEELHAT 5 i
vivo RBENRE EN 5 (H 21X, DNA § V%V@ﬁﬁfm*fxb7mv/7ﬁ
BABGCTFIERITIEROBZRE).

3.3.4 RBRFHBEBOITK

ERMEOBRBERBABRFLZHLMNICTI72DICE, RRHEOLRI/HEIND
BAbLHD. HlziE, MROBEORBIREZOMBELOREEZERT 5
DORRBEOEMBEENS.

4. B AR OTE ,

FoRBICBIT2EELOPARMEY, BEORERESLRERY, v T
HHRICBT2EDHEOLR, BIOTFT-HETORBANRE ML EETIZNEM
KOWTOBERPFBOND L5 RHBHES D VI A D = X AL & BICEM3
RETHD. _ ‘

LFROEBRPO/BONTZEAEL, TORRROBENRINOL-ERESZE
, REWRBEORILDOEEE (weight of evidence) ICHE S FMO—HE LT
%Ké’\’a‘ ThHs.



¥ 1

Ty MRTUREZEAVDIPARERBROZTNA TR ED L S5 ICFMICEE LT
Wi, £2T Y b HBEVIET YR 1 BOLEFAVEI LS NORAREY X2
THEARRAY MIBERERE RS ISR LARVMAR, 6 FE - B5E %5 0HELE
RICESVWTHE SN, Zh b OFE L International Agency for Research on
Cancer (IARC), the U.S.Food and Drug Administration (FDA), the U.S.
Physicians' Desk Reference, HABIE T ¥ W<, the EU European Medicines
Evaluation Agency (Committee for Propriet-ary Medicinal Products ; CPMP) 3
& O* UK Centre for Medicines Research I X 0 fThbh 7.

¥ 2 o
PAUFEERRO BEIEMICB D TCHRAREOFELZBAONICL, v Mot T 5
VR EFEMTAILTHD. HaREROTE, BHERR, b30Et FoF—
FRENLE MEBTARABRESEASNAEAIE, BARMRBRLEL 2
55, FomEERAVSBABEERRIL, BEOHAOEYS 2B bR CHA
IR ESNE I LR TFTRENBEERICSVWTHEL ShTEkE. “hboRER
OFE L EROMRIL, HLVEEEERRIES, 29BRE > THT 5 NS
THURMM LT TR, £k, Thb0RRIE, FRESHEYEIC L3 EER
EOWTRECEBAZINEUMMALERSN TV, BESHERRL F %
AXXT AR, AN ALRBRE L OREIE, BT, BEETORLMTH
CRBVWTHEMCERASALTVS. ZhbBENT— X8 ARERRE EHES 5
DEDEHWT B DT TR, RBREELE P CORLMICEES T CRRT
BEDICLEETHD. RARERBRIIZKAMBELERESLELTSED, t F
CBIEBREND, PABMEERTET 5 72DICBWE 5 EERRD DO FHN
BELR-EBACOLERISNZRETHS. |

BA (EERBBUERBES A KT 42) Tk, BRCOEMMMAERLT6 »
AbBNRTNY L b2 BARBAEERBATRANTEE. 7, BA
BEHEABASNBEEAE, EAPEA 6 » BRETH-> ThBARMERBRLER
ZEbdbol. KETH, BLALZOEREIZOVWTE P TEMAEICHV LI DR
KBMTORLEHERRRIN TS, XEFDAICLIIIE, BE 3 #AH5 Vi
FNU > THWONAERRBIIBAARERBREILETHS. EU Tix, &
HAMLERBA (the Rules Governing Medicinal Products in the European
Committee) THABMRBRABERSNBEEEHEEL TS, TOL5REE L
i1, BEChho THRESNAES, TROLEELTEIERGE » A, 55\ it
K TH-oTHHEENELRBBEENELLTVWDIZLRETHS.

¥ 3 |
ERAHMA S » AL SNHERBDEIE, 6 4 AiblsTAVLNS = & 2



ZWEEbn5. ICH TORETIE, 3 » ARFTAVLRB LS REERERVE
T LI TERDPOT.

&4
MR EEHAR (Cell Transformation Assay) @ & 5 72 in vitro RBROF — %
L, AEEBDR I Y = TIEBWCHRA LRV ES.

¥ 5

RHAAVERERRCEELRBVELZBRTIBO—RORELS

e pORAKZBRBAZVIRY, BHEOBE, EYSARERRCHERT 58Y
BILT v hET BN OND—BHRELFRDS.

(1) BEEHDT — 5 ~—ZAHEL» L OHEH

ICH 281 5 BAKOBABEMERRICET 5 6 MOFE I, BEENE, BEER
AR, BIYWORKE, BEERBIOCRSE, ERESEEFIXES, BRSOV LIEHE
HORE, PAFRURRBERCEELAHEETLOBRRERNESNE. FFER
THELDEBFABALNLD, THIEHRTBEIEEICIRLEL ok,

JRHTIC L D2 ERRAWBRIIUTOEY TH 5.

O EEHIZBALTE, ~VAKEESEE LI L2HE—0HEBLE LTCHEHO
HBICR T LHBEINZEMIITILALE RV, v 20F — X ER%H
MMDOBEEE (weight of evidence) ZEZEETAE , BXOT-HEH2 &I
BABHE AT BILEMOREICEL > T,

Q@ 1 BEOBYOHLIIRBABALNEEERLDS L, 15y bRk OLEHO
B I=020h] OEMOEDH 2 EThY, BELEWRT, 7v M
VALY BEBABTHESEN L VLS.

@ MBI AR LOTEE L FEC, EXRC OV TOABELBNCHIF %
HFONBEEREWRERERT I LABEN Thon. w2 RO, FE .
BEFEEDEICH L TAVBIEETTI LT, E<OV RO T AR —
JVay T TR EFON TV, <~ ROFEEIISLTLLE hORBA
VA CHETZLERLT, LELERI- Rz ES WREEDH D =
EBRRENTWAS. :

2) AV =X LWFEDOA M

ToWBIIBT2HBEEEEDEORNSAKIE, B, REB L OCEMHKEIZ-W

TORERFEEIALNT, AERISHEBICBWCRHRERGEET S Z L REET
HoH. MEDAN=ZALHRECLY, FTowBEETAVCERNARKIGEE PTb4E
CHAEEDHEEEZRMNTELILIICHR-TVE. BROEBEREIZOVTD
MABEZDZLIZEY, TNODOHENLIELEERTS. #lxiE, very—
DEASTLEBABDEETH S LORBREL RoTETWSB. ZhbOWER,
FEALDBAET Yy PTRENTEY, ~URERAVAZEEXETHS.



(3) ot BhEe

RAWBEEADPBIL, Ty FBIOTYZADOWTFNRE, BABEERRIC&E Y
BThsLizBbhlw. Larl, BE, EVSHEBLENFOBRAERSh T
THEY, BICEBRBICEDS P450 74 V¥ A JMCET 0B bAHICHES LT
W3, ZHUEDHEDIEEALTNTRS y b b FEBORTEBESNL TS,
L7icd o T, 22 EBEVIEE, REHCBEET 5 P-450 74 V¥ A AZONTO
BEDEBRPFMIBVWTEETHLBY, A X=X LHRICBNT < 7 X BRH
CHETA»ERARERZ2 LTI LIV THAS S

(4) ZAm
EROZODERICELT, vV RAEANDA S =X AFRNERD &)
BRdHD. RKEEDOHREEZTYH, A—EEND O —ED R @M FME K
(microsurgery), ¥ 7 —7NVDHEA, HEIVIIBEEERNEDO AT TR IEH T
FHTHE. BOLDOEZDCERBWEBBELRTNERLRNEENEL, vU 2%
A= RXBFECAVEEAIIIL VS OBMBBREICR S, ‘
(5) —FEL EDBIMIC L 5RAB |

C RTEHERWEERSL OEH - B in vivo FoWERBRR~ v X2 ERT 5.
PBARMEE—BU LOBMICE VBRET 2B, TLTIOILRBEE,IOBYL
E2 3251, REBARERRITIE, 2< 084, Sy FRAVWLNETHSS.
ROXLS |

BISEIZ, AW =X b, REDHDIVBZOMOEENS, Ty FEVbvURdb
DWVEEDOMHMDIT-HWEOFRE MIBIT DY RO =00 A FHERBRICE
U2BALHVED. 20X REAICS, EH - T8 in vivo FoHERBRR L
Loy RA2A03 2 L HERSNS. /

% 6 |
BOBREOBAITIL, BREIRE, 5 ESEKCEALCHBICERS S
BHERDS. WRWE RN UIFEKCBALTEST 28401, BEHH
o, EBIXE S L BRI EE RS HAE 3 » ARIE 1EME, 20
%I1Z3 » AW IENENEL, HRYEBRELZEHTS. 28, RBRBEBITB L
URBPICEEHRRYEOME, ZEER L OREDE TRZBY MO EESR
BICor§ 5. ‘

7

EEUSNOBRRIC L AT ERY, RERB®HT v FTIE 24 » A, vURBLIT
NEARZ—TIE 18 » A DA T50%UNTH B Z EMNEE L.
BIEAEBEXINBHEOBYOMENTAA—FICBVTREBETER 5%
RolBEICE, TOBFATTOMOEFENZEBRL, RBE2KTT 5.



I 8 :
WTHOBICBWTD, B0 10%5 2, £#8 WX iHET FoME cEbRR
WZE. LEBN-T, RBRYBETEERIUSCEH OB > -8R RN S hi- B
AT, BEXEBERIASORERLETHS.

9
AIRMIBLEL, £2HOBE - BRIV TITS.

10
REAMBENREL, KOBE - GBICOVTHS.
B, SLBR, U o5, WEHR, MR, HESUIKERE (BEZEL.), B
K%, MBIURER, LB, PRIRBSLCLEME &, &, BBL0+
TR, B, KEB, BRI, BENE, MER, EhE, BT, BERE, ¥, AL,
WE, SR, FE, B, BRI, OB, TEE, B, ©oMhNRCESERER
AD LN BRE - Mk |

& 11
EREREORBICEL T, BEERECELISELEL FIBABELE) OFTRD
FIMALLERSS. ‘ '

IE 12
EHIZOVT, FEMARFORELZITO L EFMOBIT &25.

13

BEZBWT, EFMOEERJKICBIT2BPAVRERBOSHEOEREE L, £8
DHFERETHLTLL—H L TCWAE,hrofz. BABLOEU Tk, AEZRELR
W, BHEREOIEY, BIR1 BERKECEREZIDCEVWHE (KEH- Y 0
5 #(mg/kg) T 100 Ll E) BEREh TWE. La L, RETIX, EEMHIC, MTD
WEIOHEBROABPERINTWVWE., —F, RETEEREIZSE - R L LA
RTEXHH/ELLTHVWLORTE 72, :

* 14

LUTFICRYT O, &KXHE (MTD) oFHICAVWL s ERICESCIEEL RS
DEZFELEZDOND.

KE (U.S. Interagency Staff Group on Carcinogens) TiZ MTD & ®D X 5 iz
EELTO. THE, HBILTW2EAER, PARERROBRSHBICENA
UADERICE > TEHMOEFERFANRELLE(T A LR, BERBEENRRK
PENDITRIEEVWETHLLEEINTWS. ZOEE, HKHE (MTD) & /Ei$h,



FEAMEERR GBH 3 » AR KBWVT, £ LTEEE, SHADLICRES
HIZRZERIZESOTREENS. MTD Tk, RROMREZBEASFEOELWE
MW K BREEMEEE L TIRAL R, SbiT, BT ORRYEOREL
BB OXEBERSNEN L CEELORYEL L TIEY, KELTEARLARV.

TMTD ix, %#0i%, BANSERR TERINAGERNNH, ¥2bb, 10%
UEOHEEMMBIZEZ SRVWERKOHAEICESHWTRESN TV, BEDOH
L OBRARERRICH T 258 Tk, LV IREEE O EMFR R IERICE S
72 MTD BIROWBEMX RSN TWS. BEIX, B, FEBIVEEESZNE(L
DHAEREETH D5, {ZIKE:BJ:U“%'%EE%@%%& OGN FER), R, BRI
FHREBEORELEL b ERZEEZE TH 5 (Environmental Health Perspectives
vol.67, pp.201-281, 1986).

BARTIEHERDOIIICHEES N Tz,

IBARMRRICB I 2E&EHAER, ARBRICBI 2 REBICESN 10% A
BEEMOMEICE P2V, PRCIBZETHARRL, »o, —RIREIRER
RICEEZTRRTIELVWE{L2HEDLRVELTS. | (EEXELREHRBRESTAFS
A4 V) .

EU (CEMP) TREO X3 ICHEL T\,

(EAERBRELRESRER, Bl 10%EEENNHECREEE, D5 WIEHRE
RENBRBEELZETIEL T RETHS. ENBBELTIABRENREEEEZD
BRELT, ZLCERRNICIIFERME(E LRSS, ] (Rules Governing
Medicinal Products in the European Community, VOL. II1, 1987)

I 15
IDOEIRFEHEOD D FEEZEATIRICE, EENRERALRA T =X LRE
BATEEMASNTOAVWIEERBBLATERLARV. X5IZ, B FORER
AMIARZEFRTEIOR, TomHBE2B VLI LABRBEATRELERVFETHS
B, FRIZIFETHLLOBARH S I LE2BBIRETHS. LER-T, HBRWE
CHRT2MEOMIFEREES AERBRICAVSZ L, PABENRRE LY EY
WHEBETAEDICEETHAN, ZOSHFOELHIILLET, bbb hTHDY
27 ERETEEDOEROFEERE LB BUERDS. LEBoT, AN
FOL U RZDEdRRETHELRDBTONA R4 THHZ Enb, FLVM
ABELNLEICE, AEO—WMERTTIZLbEETHHERBBML NS,

16
FERERRICET I FOMOEEERIUTOLEY Th 5.
(D) &Y : A—EEBT, ERHICERET L6 BRI TCoEMER VWA ENEE L
VY,

il



(2) B % - MR 2I2oWT, 1 BN 10 CE3 5. ,

(3) MEBRR : HBEE 2ICOWT, 3 BRUFORBRBLRET S L L bic, 5
WX REEEZEL .

(4) BEHIM 3 v ABEKRL 250, BEMSHEXIEBRUEDREOHIHRY
HOBEITE, EEYROREL2ETIEALH S.

(5) REFI®E : EHOLFICHOVT, —BREXEIBEEL, hELXBE 1 mUL
HETD. BEFZOWTIETOEE, EFEHICHOVTIEHBESKRTHICHR
L, BF - BBORBRHBELITY. £, ARTELARDOI-BE -
HMBCOWTIE, FEABRZORELZ1TY.

17 .
ZOZ LR, HBoWBHRITomBAILODWVWT, R#OFu 74 —ALERFRBZZL52E
%Lﬁw.ﬁhﬁﬁﬁﬁmmwBhé%ﬁ%ﬁ%ﬁmomrﬁ&é&%fﬁé.

18 |

ICHI i8WT, BREROHEMYFL, BAFERROEHEEZRRIZ MTD L4t
DOBEREZFIMIT D2 LICEELE. ThODKERERYEOERBR LM HY
 REEFHRBEICESCLOTH B, MTD DAMcEEEELFERAT - Lic
HLTRENZEBIBON TV Lok, 0%, ICHREMEMFIEL I L —
TTRPARERROSAERICEL, MTD 2HHICESW-EEL LTAR
L, EELTHERATIZLIAERLE.

#* 19
ICHIZBWT, PARERBROGHEREL LT MBI 5 AUC OEENRZ
HDERFET S0, MTD TEBEN, £ FBIOT > HED AUC O A ]
RAREYEEENT — Db ERMOBARERBIC OV T, vbuz«&74
TR BT,
Mﬂ)f%ﬁéhtE%%@ﬁhﬁﬁﬁ%@ﬁz,?y%ﬁi@tb?ﬁ@&%_
VERFNT —ZBBONEZb0E35 BThHY, ThODOK /3 TSR
BB 1 HDVEENRUTT, o 13 i1 25 10 O ChH - 7.
MRS RENL, HXOBER [5y M imgkeg , bk : mg/kg Maximum Daily
Recommended Dose (MRD, EifR&E K1 B 8)] BLUOKEEBCHEL-AEL
(7 v F : mg/m2MTD, t b:mg/m2MRD) OB FROF —F_— =2 % AW
THRELILEZA, AN EEBRIT, KEY-Y XY bEREEY LY TREL
TFHEHERSHIE L. 6 FDA F—F~_N—X T, 123 OLEHIc>VWTH
ROFETHARLL LA, BAN2EBRECHEHTIREOHBERLZ LR,
SHEERICB T 2N ESTBREL (AUCHK) 2B ET 28I, +9h%4e
WMAHERTEDI L, E MVCHTA2BHADODHEWVITRVDH % A BHEDE SR



TEDZ L, ZLTRYELREADILEMCERTEIHEL DI 5ERBIN.
MIHTEIBRAVRERBEMOH D NIIRNDOHI{LEWEBETAEDDOEL
HhEREAT DI, 7y PTHRARENBED IARCDZ 521 & 2A ODERS
COWTIREH S VIEABRKESFT LE. 7=FEF o0 T, vy bet b
WHET S+ REVBHEFENT —203HY, HENESEBRELRIREY 15 T
b, 7y PeRVLIPARERRCHBUEFTRZ/BONL LHEESNE. Tv b
%%b\tzshﬁﬁ:ﬁt%ﬁﬂ%&knﬂﬂﬁén JARC TZ7 72 1 & 2A LH8EENE
14 ODERMDIZLALR, BITCETIEDHRENT 2B eholk. “hb
DEEMTIE, AREBELAT-VORELZHENNSFBELICRALE. BT
B, TolEHICBITAREREBEEY -V ORELY 10 b3V TZFhI EbhiT
INLDEEFONAVRMEZERCEI LEZONE. '
LROFFMOMBR, SHEEROBICAR CEIEMHEZNRBELLT, &
NEHFBBELL L T2 MRESNT. ZOMEIE, FDAT—F_—XICINE SR
LBMDR 25%BICBNTERINTEY, & MCHT 3R AEEREND H B ik
BVWOHHEES (IARC @ 1, 2A) #BETIZLRFAET, TL+-42EER
ZRLTWS. BHAENAUCHE LT 25D WVIEENULETRBINIEER
i, B = MTD I iéb%ﬁtﬁ%%ﬁm%ﬁﬁéntliﬁmwo1“975%L,u: W5

& 20
FTolERD AUC RREPHO T 07 4 — ik, HEMEEERROIVIIAER
RBRO—HMELTTPNERRECORDBRORMP AL MCEND,

% 21
T oWED AUC Eid, BERBOEBRMEOEMEEZHEEEICS LB H,
BE, PEROGWERANTRDLENS.

I 22
FolHEB IO FoMEPEDRE DR E iri)#iootm?ﬂ# BOWTHR%E®D
IMFETHESNENETHS.

% 23
AETHNIE, B FBIXOT-oHET in vivo ICBITARBEOEEEZBR LN L
TRBLLIEBEE LY. LML, invivo TOBEELRR#ET 2RV 2WEETY, in
vitro KT —% (Blxid, AT A ARHEBEOI 7 0y —AER) BSEYREH
DRMOBEBME L TTHRE LBV BEL L b b5,

i 24
HEEREM%E in vivo TRIETDIOREBLRWVWHIETH D, KREMERLZWL



G R RBBI O in vitro ¥ X7 HEARR (in vive BT B Fo%mEEE PO
KYREGHEZST) IFEBEAEMD AUC 2#ET 3 ECRHIATX3THS 5.
EFBICT-HWET, VI BERBEVEREY, FUoRIESRELZFL
TEMOHRFEE 777 arvPe PV IToHETRIWEAR LI, BYolin
REBEEOHRBTLIW. FURIEAREL, AT 7varRTFolELY
E R TREWVWEEIE, VR EBAEYORETHBRT X ThHD.

¥ 25 |
EFCOLHBET—F1T, REEREL I VIEBEOEMBHBEHT =41 o
JIEVBOND. BREBCIEEM COERKE VTEEEZEET X THE.
. BREKER1 RESTALRES, EHBRPHT 5 285010, RKIER, KK
 CHIRTAENFERERITAREZAVERETHD.

* 26

BXE 900 OXAFMERBRNS 2D FDA OBRALBRMET — % X— X Tk, 1000
mgkg LU EOREZRAEL LERREIBLZ 20 EEEShTWE. 2hboRXE
D5, #10 REEIBARMBMTH . 2R b0 7 BT 1000 mg/kg L
LTCOHLBHETHoTZ, ThbXY, RAEL 1000 mg/kg & LEBA, BSAERMK
EERECTERWAEER LS 2205, RARERBROZDOBRREX 1500
mgkg LT _RETHD.

I 27

EELPBERBEED 25 FUELEORAETORT - HRICHARERESRLT
b, TR FEHLTORBRERAY X7 2REBT5L0 TRV &2 ICH
KWBWTBRICREILTW3.

FoEELE ML OLHBRBREOLENS, mg/kg & Y mg/m?2 it ES V- &Ik
DEBLEFRLVETITHD (FE 19). LER-T, BEABISAESERR O 7
BRELIVDR LD mg/m? BT 25 HELS AT RIZR LRV, HED 67
((6.5)) X7y FORAE% mglkg D mg/m2ICHRETH-DI0, 465 40 1
tEFOREZ mgkg 0 mg/m2 ICEBTHEDCERENS. T4bb, b R
T DT H>WERAD 25 FOLHFBEERENIL, mg/m2BETH 25 FTHY, mgke
ME TRT & 150 £5 (150 =25 X40/6.5) & 725 . L= T, B A ES 10 mg/kg/
BELT (M 500mg/man/BLLT) OFACE, Ty FTIEEBE L LT 1500 mg/kg/
- HZHWTEREZERTHZERARENS.

& 28 -
1 BOEH - B8 in vive ToWERAR, RESARERRD 5V iEESSER
BOFRRLZDOMORBREEND, TOEELPALNIICE MTH L TRARMES



BT DI LBRRENTEHEIC, BEZoRLEERRILTLLSERVNE BEbh
3. ’ ,

& 29
BE, WOPORRIEICOWT, BARMTEMICB T 25 BEICET 3R
EDONTWD. —IICIE, ZTNHORBRIEIRX, b MUMETE, b Mgt 3
VRZFMIEATED EEZEZONTVABRDPARAI=ZRLMIE S RETHS.
EHIT, TNOERERABARERBREZETL, o, PAREERBRH»OELLB S
ERTERVH LWERZ LT b0 TRTRIERLR V. F7-, B, T
FECOVAFMETMICB T 2 2 EMARREEICOVTHERENRTNIER S 220,
INODEEZHL-ITRROZLAREZLUTIERYT. ZhoDRBRELSBOER
CESESRESNDWHEERDHS. ,
Q)ﬁoﬁﬁ%ﬁWt4:V1—75v-7D%~Vay%?w:ﬂﬁhﬁwg
(BLUIFREPAENME) 2BRETHDOT vy DA =3 m— gy -
TuEx—valETNUE, A== —FA\, TO%, HRYWEL KB
5T 5. b —oDEBBEBAET M, BAS BEOS =V x—4F
—E®REL, ROCHEBRDEZE» ARRETS.
(2) p53+/-REEF NV, Tg.AC EF N, TgrasH2 EF /N, XPAXRBEFNE RS
DWW OND T v AV 2=y 7w AORE.
(3) HAERT > HERR.

¥E 30

B in vivo RBREBRAT 2846, —BRMOIKCHE 29 ORBEIZE TIXES in vivo
RREPEED -7 LTH, ThENOEERICH L TETORBRENLT LY
RMLUEOSRBELTWDEIEIROLARAW.LUTOERIE, TOBREHRL LTEE S,
RENDIRNEEEHOFTHS. 4 '

(1) BAFERRD» LB ONRVERZH LWAaR (FEHORRBLY 275
fli) B/oLNDBZ L.

(2 TOEERRCEE (BE, FRAAI=XL) OV TOREXOM B, 5 EH»
NOEPAVBRBIZETIERMICEZLOND Z L. T, 6l 213 & iaEiHE,
MRS, e —% —1{EMH, PE2VEZEEENTHERRENE N
5. = ‘

B) EASNI2BMET VBT ZEBRYEORHEH, b MoHTIRMNALY X
JOFMEEEZEZDNENERFTHZ L.

(4 e FTORBICARGIBEUREI LV LEFTBRESTRETHLZ L.

G) BASNIZBHETABRFEHENCH L TERBICHRIES L THWAZ L. B b
WCRTORAVREEZREBETHDOOHF L\ in vivo RBRIEOEBICHT- > T
i, TORBREBECLVBEORWOEEE (weight of evidence) ZEE L7T-



REFMBFATRENEI PERFTH LN EETHD. £< OERBBIZER,
INHEDHLWEH - b in vivo RBREOKRIED - DHETT TH S (1999
FORR). TRODOHEICE, TolHTBWTRALEERILNATEY,
ZOREBPAMAI=ZXLBMAENTVEINDPDOERLRE Mo LT
BAEERRNEEBEZONTOAIBMERAVLRLTWS. ZhbDORIENRE
DERPFAEEKD LI cehid, PORBRENE F COBABEHTEHICS
bEYDIZOWTOXIVHAERTA FTA VB2 RTZERARETHAS.

B4 ~XICH A KFA >

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

S3A : Notes for Guidance on Toxicokinetics. The assessment of Systemic

S3B : Guidance on Repeat-Dose Tissue Distribution Studies

B
1.
2
3.
4
5.
Tests
Exposure in Toxicity Studies
8.
9.

S6 : Preclinical Testing of Biotechnology-derived Pharmaceuticals



