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FEEREZEEIC L invivo RBRICERTARETHB. HlE LT,
FolED 2 BEERATTAL (= m—t g - P aE— g VEF L)
PRIV ARV =y ol RWLHERT o WRAEAVWERERAET
MBET NS (3 29).
(2) 5 1 BOFT-HEEAVIENBRARERRLEE TS5 L b3l
BEREN5.

3.2.2 E# - TH invive ToWERRRZROBIR EEET <% 5

BIR Lo BRI, ﬂ?%ﬁ%bﬁﬁﬁ(WQMMmﬁmm)%%Ebtﬁbﬁ
BT RO ARERE 2D D, FORKICETHREEALETH
5. ARBEORNEBHIRERE LTETHLERD D, i, TOERIL, FOBR
THATE APBRWER SV TOEAERE L OREORVEDERH 5 ILE
DM OB T BHERICE S RETHD. ORI, BRIWFRBRECER
BIUOERKSVWTOREHREZELEOLENRH S (I 30).

3.3 AN =X AWR ' ,
AH =X AFRIIBAFRERBRICB O CEEREAE ST zsbti;ﬁn, ETOHMPAE LT
LIELERTHETHD, E b~DOY) AZMICETHERERD. 2D =X AFED
HEEREZOFHER, ERXRRCHREFRMEESINTALOBRARERBROBRIZL-
TEL2Z. AEHBECHARERBOERESG L OMESIE, —hboA =X
AHFRICBWNTEMTRETHS. UTICEZOHEHITS.

331mwv«»®£m

FENACEET HHEMBICoNT, Ml <ok BIRFN, fﬁﬂﬁ%‘ft—?—ﬂ’l%é
WiITHERERN 2 BEPRAVWTHRET AN TESL. BICH, TRF—V R, M
FETEME, oM ERE, MIEMER (intercellular communication) @& (k7R &



WOWTOREHBEHICEETREESLHD .

3.3.2 A {LEHEE
HRARSDWTHEISNAEFIL D LR, BT _SHREREL LTIUTO
HLOBBHIFHND.

(1) mighosrELE (1 21F T3/T4, TSH, Fus s Fv)

(2) RERTF ,

(8) a2uZ a7V DX Hy T ~DFEE

(@) HEEERENSE

B zE, BLELCABYEORBICSH LTI, SAEXrREHEEDLREDEEH
CHORBREERTAZEK LY, TORBERITHZLEATES.

3.3.3 BMoBRCEERRONLEHE S

BN L ECEENRROBADEIEBV CEETHoTWER B AFRERRT
Btz 0, EBREFMMLENAA T =X AOEENFHHRGE L, EHOR
BEEHERROBMANELRZLbH 5. BMRARICIE, in vitro BBROMKHTEE
bOZHEEEZXEY, BEREOENBB BT I2BEEEEEZFHA T S in
vivo REENREE NS (Fl21E, DNA BERLEERER, 2P KR hT U 7,
MABRBBFIRTIEROFRS).

3.3.4 REFEOIRE
WRMEOEEREBRFLZALMICT IO, ARHEBOLEBHEREIND
BAbLb®H5. Flid, BXOBESOFEBLHREZoMRELOEEEELRET DI
WORBRBOBMAEENS. "

4. 25 AIEME DT
F o B BT 5EEROBABED, BEOREFECKERY, LT
HHICBITA2EDESHRBROLE, BIOBTEHEHTORERBANE M EBET DL LEN
OWTOFBERBELIZ X5 @R ESL D NVEA V=X W2 EICFRET
_ETHD.

FRORBMOLBLN-ERER, TORRROBEMABLACAEFREZZRE
L, BEW2RZHBNOBEEE (weight of evidence) IE S FEMMO—E LT
EIHRETHD. '



E1

Ty bwUREHCARARERBROENENLBED LS LFMEFE LT
Wieh, ERZ7 v bHDIVERV AL BOLEFRVWSZ AL hOBRAFEKEY X2
TERAA Y MIEERIFRERL IR LRVWAY, 6 FfE - AU BORAER
RIEESHWTHRE S, Th b OFEN International Agency for Research on
Cancer (IARC), the U.S.Food and Drug Administration (FDA), the U.S.
Physicians' Desk Reference, HABIET ¥{H<, the EU European Medicines
Evaluation Agency (Committee for Propriet-ary Medicinal Products ; CPMP) ¥
& T UK Centre for Medicines Research 2 X ¥ {Thh/=.

it 2 : .
ﬁhﬁﬁﬁ%@E%w%%mﬁwrﬁhﬁﬁmﬁﬁ&%Bmmb,tbﬂﬁ?é
VYV RZERMTOILTH D, HemEROTE, FHERR, bV roT—
FRENLE NCBIARABENBESNEBAIIE, BARERBRALE L 2
55, FolEEZRAVLBARIERRIE, BEOFMOBERMAMIC b > THA
MIICBREZNDZZERTFHENIERRKHIZODOWTHELINLTEE. ZhboRR
DEFE EBROMRIZ, FLVWEGCHEERRIES, 2FREZFTMT I2EMNES
TAHURMLTbA T, £k, “hbORERIT, EREEEWEICL 2 EER
EZOWTHECEBRAL IR U bEREN T, BEFHERBP A
AXERTLTR, ARN=ALBBEREORER, BETHE, ATERTCORESETE
BWTHEHICEAZIRTWS., ZhLBHENT - EBARERBREZEE TS
HEDPEHET 2T TEL, RBREME L F CORRMICEES T TRRT
DTEDICHEETHD. PARMERRIZK2BHLEBRZLEL TS0, B
BT 2BREND, RABELTETAEDICEHYE VB EERRD b OBEM
DEERSTEBEIORAERINDEIANETHS.

BA (ERBBERREN A KT ) TH, BRTOEAMMSERLTE »
Aba i Ethlbichbh BB @B ARERBRIERINTE . £, BA
FHENBEINLEEE, EAHBEN 6 » AXRETHo THORARERBRASLER
BEbHoT. KETE, BEALDEERIC>WTE PTEMEKAVNLNLDH]
CEYTORAMEEREREINTYWS., KEFDAKKIAE, BE 3 » AL WVIE
FNU LT TRAVWONAEEMERALEERBRALECHS. EU T, E
ARG EBRFD (the Rules Governing Medicinal Products in the European
Committee) THAFEMEHRABRINIESEZHEL TS, 20 L3 RESL
X, RElIchbls THRESRDIEES, ThLLbERLTRIERG6 v A, BB WM
RETH-> CHHEEREREFEREABL TSI LR ETHD.

E 3
BHAMENR S s ALENBFEERDEZLIE, 6 vy AiCbEosTHWLNS Z &8



ZnEBbhd. ICH TORETIH, 3 » AETAVLONS LI REERERWVWE
FTLEEXTERNRT.

4 .
MR B (Cell Transformation Assay) @ X 5 7 in vitro RBOT —#
X, kEHOAIT VN —= FIBWTHERERVES. :

E5

EHRARERRCKELTSDEL BRI IBO—RNLEZE
Webwﬁﬁﬁm%ﬁ&wmb,ﬁﬁw%%,ﬁﬂﬁkﬁﬁﬁﬁﬁﬁmﬁéﬁ%
BT v b TRV OND—RAREZLFRIH D,

(1) EEROTF—F_X—AFEHILOFR

ICH ICHB 1) 5 HKROBSABMERRICHE TS 6 MOFE TR, BESYE, BEER
AR BMHORE, BREERBLICRERESE, EHFEEELTED, BER2VLIEA
HlORIR, MAEMERBRERICEE L AERPEOERENNE Shi. SHER
TIREL OEFARZ LR, ThRERZEESCARL 2ok,

BATIC L D ERBENERIILLTOEY THDH. _

O EEMIZBELTE, v ARBERBALEI EFE—OHEAB L L THRHO
RBI o LHE ShAETIIIEL A ERVR, v U RA0F —Z IIR%H
B OFEEE (weight of evidence) BRI 2 , BI W o 2 fEiC
BRAREMEEET D OMEICHEST > TV .

@ 1EOBHHOLIZERABALALEEELDS G, [Ty &) OLEHD
iz v A0kh] OLEBOEOKH 2 FThbh, BEHREWRT, 7 Mt
TR BbERAVRSHERENLENZS. | ,

@ XEBIATERMOMELREL, EEEROSOVTORECBNTHIF o H
FOFEERBEVRERLZRT I L RERBTHo. <7 AOMFER, 3
BEEEDRICH LTEVEZEERTI 8, 20V RV T AR —
7vay 7 TRYVEFLATVS. =V AOFEEEISLTLLE FORERA
VAZCEETZLEBELT, LIELEBE AR RLE< ko H B =
ERRENTNS.

(2) A %=X LTFED RN | |

T oEBEEBIT2FEBEFEEMEORN A, B, ZHEB L UEMESRIC W
TOBERFEREELBLILT, AERGCHEHFBEEZBWTRERATFET S Z L BHH-T
HDH.WEDAH=AXLPRICIY, ToWETT VRN RISE E MCbAE
LA H 5B KB TELILHIILR-TNDS. BPHBERMICO WVWTO
HMRRBEIAZLICED, TROOMERLIELIEEETS. HlxiE, vera—
OB ETARPAVEBECHD LOBEBEPEL hoCETWVSE. I LOWHREIL,
BEAEFDBET vy FTRENTEY, SURZHAWVWIZLRHTHD.



(3) fAHEhEE

BB ARG, Jy bRy 2OWTR YL, BARERRICEE &Y
BTHdHERBoawvw, Lnvl, BE, EPHRELEHNZOBEFAERSL TS
THY, ECEORMICEDS P-450 74 VA ACHT 2L B/EICES LT
WA TALDOMEDFLEALETRTHES v b MNCRLNTERESLTND.
LiedoT, <& biiv gk, BT 592 P-450 7 A YA AZD0NTD
BEDBHRPIFMIBOWTEETHAMRY, AHZ=XALAWRITB T 7 ZARAH
KET2FRARERZ LT3R THSS.

(4) EHE

PROTHOOHAKELT, v UAERWD A S =R AHFESEENNE WS
BRHD. KEEOHEEZTY, A—EE»D O —HEOF M LHEME FH
(microsurgery), W7 —FTLDFEA, HOIVWEHBEEERHEDCE T IR II/EDH T
TFTHD. BOLOEDITITHPERZ LR TNRIERERVWEENEL, wvR%E
AA=ZALFEREAVDIBEAICRIIVEL OBV EICRS.

(5) —TUEOEBMIC X HHB |
BEEHATRREL OEH - T8 in viveo ToEERABRRTI~ TR 2ERT5.
BAFEZ-BUEOBHICLIRETLIHE, TLTIOZLBEEN>EHE L
EZADRLIE, REPARERRIL, £<0HE, 7y FEAVWLNATHASS.

(6) Bis '

FSNBIZ, AH =X A, RHHEIVVRZOMOERNEL, Ty b b=U b
HBNWREDHOT - WEOFRE MoBiT DY RAZEMO DN A FEERRIZE
MRBELHVED. TOIIRGE/ICS, B - P in vivo T HEBEHRBRR -
LT~V REBND L LIIARENS. ‘

% 6 _

JOVEOHEIE, BEBS, FEH3VEKEACBALTHBTERSY
EHENDD. HRYEEFE IS AKCEBALTEET A BAICH, BEHE
B, BRI S LB R IR R A R 5% S » AMEE LEME, 20
%iT3 » B 1EMEREL, HBRWEERRLEMTS. 2B, RRMABNS X
USRI IETHRDEOME, REEBLOREDE 2R EHHLITE
W oird 5. g

T |
EEUAOEREEIC L AR, REMBET vy FTiE 24 28, vYABELU
NBAZ T 18 n HOWRTH0%BLUNTHD Z EREZ L,
EEABEHXGHBHECHWOBBENThI—FIIB W TRBELER T5%IC
T o BRI, TOMATIOROAERNEZEEL, RBRE2KTT5.



% 8 :
WEROBIZBL TS, B0 10%8L E4, 8w iHAT LoEcEbhe
WI k. LER-T, REBHETCEHIRE OME - B8R RWEShIZE
i, REEXEIERENEOEBENRLETHS.

E9
RIRMELEE, £F0HE - Blc>»TITH.

H 10
FEABENRE, KOBE - MBSV TS,
BRSO TLB, U EIRER, WE, HETKRY (BHEET.), W
5%, BWBIOSER, Ui, WRES I CLEENME 5, &, EBICH
“iEME, NB, KEB, RTEE, WEEE, MEE, BEE, AT, BSBE, HEEE, ATSLIR,
B, ONE, FE, B, B, M, FEE, WH, 7OMARCESERER
B LN BE - A |

& 11
BEBEREORRICEL T, BERECELSEEEL (MIXARE) OFTADL
T MADBERDD. ' :

¥ 12
2FICONT, FEABFOREZITO> Z LR MOIT 25,

¥ 13

BEIZBWT, £ FOEERIBTIRARMRROSHEORIREE R, &F
DHEYBHTLTLL—BLTWhhol, AABLIVEU Tik, ABRTELS
W, BHEEEOEY, BK1 BRABIZEREIMEEFEVHE (KEHZ D OK
H&(mg/kg) T 100 L E) REFR STk, UL, RE T, =HMK, MTD
WIAHAEBROZVBEREINTWE., —F, RETERKERLAE - HK L bHE
ATEAHEELLTHAVWLR TE L.

T 14

IFIRT O, EXiitE (MTD) ORBIZAVONIERICESCHERLA%
DEZELEZDLND.

KE (U.S. Interagency Staff Group on Carcinogens) TiX MTD kD X 51T
EZwL Tz, THE, #EIZWTWI3EHER, PAVRERROKRGHREICEL A
DADERICEI - THYWOEFREMIELIERT S 22, RELEERE
PENDITRIEEVWETHIHIEEINTNS. 2O, RAXWE (MTD) & FEiXi,



HEMENRR (3% 3 B KBWT, ELLTELE, SHLALUUCHFHE
BREEESHWTHREESRSE. MTD Tk, RROBREZELRSFEFOELWE
HERLOHBRENTZECTERLRY. Ebic, ARTOERDEOEE,
B P ORBRSPENM L THEREZNRHHELRTIEL, RESLTHEELARW. |

TMTD X, %93, ERMESERR RIS RERENME, Tabb, 10%
ULoFEHEMNHEZEZ SRR KOBARBICESHWTRESNRTHE. KEOHF
BRZ OBARERBICH T MR, I EBHEOEHFENHRERICE S
7= MTD BIROUBER2INTW5S. BEIE, JF:EHE FREBICHEEMEABRTOHEL
RUPHEBEECTH AR, FESLICBETEROLLAR b O MESEH, B, BKHEL
ZRREEOCOFELEL LA AREE TH % (Environmental Health Perspectives
vol.67, pp.201-281, 1986). ]

BATHADLS ICREShH TV,

IRABHRBRICBIRHARE, ARRICET5HBRICHS 10%UAO
FEHRMOMBENC L EHY, PRELDETHERL, »2, —BREIRER
RCEBEEZTRRTIEZELVWELEZHEDLRVEL TS ) (EESEERRET FZ
A ) .

EU (CPMP) THRKEKO XS ICHEL TWik. :
r%ﬁ%ﬂ@ﬁ&%ﬁ@ﬁ,WiﬁN%Wﬁ%Mﬂﬁ?&Eﬁ%,%6%@@5
RENBEEEYETIRELTNETHD. ENEBESHIAHEN PHERED
BRELLT, TLTERKHCRBEZNELLLELTFEENS. ] (Rules Governing
Medicinal Products in the European Community, VOL. III, 1987)

15 ' ‘

TDXEIRFHMEDCH A FEEZFRAT I, EANRERAAI=XLBH
WRTEEMPAIN TRV EE2RBBEL2TNE 2R, bz, B hOREMR
AMIAZEFRTION, FoHEZRAVIZEAHREBATHRELEVWEETHS
B, TNERETHOERARDD I L EBBRT_ETHSL. LENoT, KRYE
WHETIMEOMFETEELFREEBRICHVNS Z Lk, PNAEERELZ X0 EY
WHE T EDINEETHIN, ZO05FOEFIZIECT, “hhbbe FTDY
R BT AEDOREROFESRILETALERDS. LR T, EbA
RSAVIFIDOL ) REHECHEBERDBFONA FIL L THB b, HLm
CRARELREBEE, AEO-WMEUTTAZL L LEETHALAHBL TS,

& 16
RRRERRCUT 5 OBOBEFERIUTOLRY ThH5,
) B : B—@ET, ERCEFTLEE AR COBHLERAVAIZ ENETL
by,



(2) BB MR 2 I OWT, 1 BB LT 5.

(3) AN . MBS LICOVWT, 3 BRULORBREERETS L L bIC, Bl
W B#EEE <.

(49) BHEHE -3 » ANEARL R, BERSEXREHEEDROH D HRY
BOEAICE, FLEHROBRSSETIHELH 5.

(B) BEFE  FROLFAICHS>VWT, ~RRBEZEHBEL, KE2E 1 BHULE
BIETS. BT OVWTIEREOHME, EFEFAKOVWTIEIEREEKTRICHRE
L, 8% - BBOBRBHEEYTS. £, ARTELARDLNERE -
MERIC WL, FHEABRENRELITS.

& 17 .
TOZER, HOWARToWBAIKOVWT, RO e 7 4 — N ERARDIILEZE
BRLZ2V. PARERBCHVONLBENRZRBIZ OV THALINETHS.

7 18 .
ICH1 lzBWT, HXROHHYF/IX, PARERROEHEERIC MTD LUt
DHMDOEREFIMT A LICEBELE. ThooBEERERDEOEEZNHEYE
 REMEFAREFEBICESLOTH LM, MID DAMCEEBER2ERTL I
HLTHENREERBOA T W2, £0%%, ICHZRESHHEMREES L—
FTHPARERFOFEBAERIRICEL, MID #BH#ICESWEEZRL LTER
L, #ELTERTAZEKAEELE.

& 19

ICHIZBWT, BARERBROSHEREL LT MIBIF 5 AUC OMFHR %%
EnEHRETH2DIC, MTD TEHch, £t bBIWF -oWEHD AUC O LA A
BELREDHEFENT — Y OLIEEROBALRERRBIIONT, LRI T4
TR B IThhi. 7 '
MTD CTEHINZERHOBRALVREERBROI L, 7o PBLIUE NTEEARE
WEEFNT — BB o boiX3s $Thh, TREOH 1/3 BN FE
GHAE 1 HOEVEENLTT, o U3 1 756 10 OfTh o7,
MWL FREL, HBHAEY [T > b :mgkg , € b : mg/kg Maximum Daily
Recommended Dose (MRD, EKH KX 1 BE)] BLUAXHERBRICBRE LA ELL
(7 > b : mg/m2MTD, v F:mg/m2MRD) O#E#EE EROoTF—2~X—FHn
THRELELZS, HAWEFERERD, FESLY L0 bAREFES L0 THREL
TERERERSHELE. EHICFDA 7—4~—2 T, 1238 OEHIZONTHE
BROFETHSAEZE LA, MYWEFRECHTIREORBEERALNRT.
EREBRCEBT HENNESFBREL (AUCH) 2B ET A, +HRESE
WRERTEAZE, L PEHTARAOHLIWVIERVOL B AREDE R K H



TEDHIE, TLTURERHEDILAY TERTEAREL 2D LIOEEEIAE.
MR A3 BRAEEREAOHENVIERVOLHBLEMERETEEDOL
HERETHEDIC, Ty hTHRARMRBEO IARCOZ T2 1 & 2A DEES
OWTIREPDWVWIEHEREZSHTLE. 72t EF iz 20T, Sy kb b
WET o RERHRBENT 850, MEN2FBRELELRCLES 15 T
bhid, 5y FEAVBRARERBRTBMEFTREBONS LEESNE. Ty b
EROWERARERBRCBMELTMEN, JARC TZ 5 R 1 & 2A LoEENE
14 DEEROIIFLALE, BRICETSEDERBRENT —F B 2hotc. Zhb
DEEMHTE, AREBRYLVOHELEZHETNEIBSELICRALE. MITORK
B, ToWRCBIAERMEL LYY OFEESR 10 H3 V0 EEhEbh,
IhbDEERONBABMERBCEILELONL. {
FROFMOFBE, GRERROBICAR T I EXMBIEEHLRBELLT, &
MNEHRELE LT 25 BRESNE. ZOER, FDAF—F_A—XitlEShi
LB DR 25% BV TEE SN TEY, & Mot T 38 ABEENBERDH 5 Wik
RVWOHDERM (IARC @ 1, 2A) ZRHETHZLETET, E+HRREM
ERLTVS. BRAERAUCKE LT B ELIVIREAULETREBEINEEES
IL,BEIEMTDICE A BARERRSEBE SN ALERZDOS S 5% LI Y3,

# 20
FolEEO AUC RRMPoTa7 1 —id, ESBEFEERRHIVIIAER
ABRO—HE L TIP3 EHRETORDBBORN P WO, CENS.

% 21 i
FomEO AUC B, BEREORRWEOKWBEENAMEEI b L 55,
B, SEo®wmhERNTRDODBRSD.

T 22
ToWEBL O PO EHEDRECAEIZIRELLIUCEECBVWTHRED
S FETRBEShLENETHD.

* 23

AETHNIE, bt FBIOF > HET in vivo W BT 5 RBOBMEEW L 2T L
TRIZEBREEZT LW, LML, invive T‘@iﬁ@]ﬁﬁ?ﬁﬂ‘%”ﬁ’ﬁﬁb)%ﬁ"@%, in
vitro T — % (BlxiE, FATA ACHBEDI 7 0y —AEER) SEHERY
DRMOBEEEE RTRBEL 20 BE L bbb B,

24
EREATIEM A in vivo CRIETAIORELBVFETHBR, REILERNL



T 2 R D in vitro Z 7 EERE (nvivo KBT 3T oWFL L bO
EHEEGAE S ) HEEAEMD AUC 2EET A ECRIATEITHAS .
EFRBIGT-HET, HKF I BEPBRVEES, FU7ERFELSEL
TEDOH EE 757 arPBe PV IToEETRKEVWEERZ IR, Epoiki
BRECHETLIW. ¥/ @FENEL, BRI/ vavrBTFoEWELY
EFTREWEE, FUAA7HBEAEDORBETHERTI_ETHS.

IE 25

EFNTORFBRBET — 211, BEFERESLSVIAEOEMEEEHT =XV v
SIREVELND. BEESKITEGE COERKRE VITEELZERTRETHE.
BEREA 1 BEXTHARS, BRBBENT — ¥ 2850l RIER, K
 TCHIBTAENSENER BRI TRAERBVLRETHS.

26

BILF 900 OBPAREERRNS/D FDA oMW AVEREMET — % <— AT, 1000
meke SLEDERAZEHAEL LERBABLZE 20 EIh TV, ZhbORER
DS5b, #1110 REERAEEBETH-%. Ehbo 7 BT 1000 mg/ke B
rToBRBETHoE, ThABLY, BRAER 1000 mgkg & LFEE, BARME
MEEZBRETERVTEERS L 200, BARERROZDOBAEIT 1500
mgkg LT _ETHD. '

E 27
EELPEIRRERD 25 FULORETORT >WEHEICHAFREGEZRLT
b, FHEE MCH LTCHRBRERAY 227 2RET L0 TERVI &3 ICH
KWBWTBRICAE IR TS,
FolELe M OSFRBEBEDILEIL, mgkg £ Y mg/m? [ SV AR X
DEBELAFRL VEYTHD (B 19). LiadoT, BRARRSARERRO
ERAERLVAAZCED mgm2 BE T 25 FELS 2T bRy, R0 6-7
((6.5)) 7 v FrOHES mg/kg b mg/m2 [CWET B DIT, FMRFE 40 i
troMES mgkg b mg/m il EBRT EEDIERENRS. Thabb, B M
HTBT-HED 25 HFOLHFRFEELIY, mgm2BETH 25 FTHY, mgks
M TR L 150 £ (150 =25 X40/6.5) L 2% . LA -> T, BERAES 10 mg/ke/
BELF (8 500mg/man/B LLF) OBAICE, 7y bTiREAEE LT 1500 mg/kg/
T HEZEHWTHEREERTHAZLEBEREND.

& 28 ) .
1 FEOEM - P in vive ToBERR, EHASARESREH W IIBEEEER
BOFRPLETDMORBEEND, FOEEMPHALOIICE P LTHAARESL



ATDLEBRShEBERE, H @#hﬁﬁﬁ%ﬂ%?b%ﬁ%&wkmbh
A. '

& 29 .

B/E, WS OPORBEBEILSWT, BARETEM - 3FAMICET 2R
EDLNTWDS., —BIZIE, ZHhboORBRENE, v PIAETE, b Mot 3
UREBICSAETED EEX ATV EREAAD = XACESLRETH B,
ThiZ, TRNOREHPABENRBEZMHEL, o, PARERBRIOELLS -
ERTERVVFLWESRZ RO Lo TRTRIZRL . =, Bk, &
RECPARATMECRST 2 2ENRREEICOVTHER S RITRIE RS RV,
INLOREZHETRRNZARREZUTERT. ThoDRRIELSKOER
CESERBEEINDTREXDS.

() FoWEEHVEA =T —Y gy - PRE—a Vel FRARME
(BLURREBAEHYE) 2RETIEDOTy b =vm—va -
TuE—vaVETNE, f=vr—F—2 A, TO%, HBRYWEEKE
M54 5. %5‘—00)%%%%%753’&%?»%&, MK BEOA =Lz —H
—&REL, RWTHBRBE s AMEST5. '

(2) p53+/-KiBEFT NV, Tg AC EF N, TgrasH2 7N, XPARBET NV ERS
PN 2D G AV rw7 AOEER,

(3) 4 VT - W EE AR, '

¥ 30 .

B in vive BRBRERBT 256, &K HE 29 OEBIIY TRED in vivo
RRBEPEBEDH oL LTH, TRNENOERECH LT TORBRERLTLY
HL;okﬁerbk@ﬁB&wéwﬁmﬁmi%@ mﬁmkbfﬁﬁéﬂ
Téﬂ5m§$ﬁ®MT%é

(1) PARERBRPOEBOAROERRFLVHR (AEHEORESLY X275

i) AELhDI L.
(2) TOEERLHPLEE (BE, ERAAI=XL) 2oV TOMERDE R HEH
NORBABBRICETAIEMICEZONDZ &, iR, #2138 x50,
ML, Tee—F—EM, P2V EFEEEANTHIERZENEEN
5. : '
@) RAShBBYESN BT SHBBEORER, b MCHTERFAY 2
7 DFEMICEEFEXDPENERF T E.
4) e FTOBRBELREGIBERE2S 2V LARRESETHDIZ L.
G) MASK A BPTTAREABMNICH LTERICRIESLTVWAZ L. &k

W T ANRAUEHEERBTBHZOOH L n vive RBREDOERICH - T

i, TORBIBICIVHEENRWLOBEEE (weight of evidence) ZEE L7



QAFMATERNE I DERFT I ENEETHD. < ORROFFED,
TREDH LWEH - Tl in vive RBREOREOLDETHTH D (1999
EOFR). ZRLOHRICE, FoWECBVWIAAVRERMLRLTEY,
ZORBPAANSALERBAENTVENSOPOERSEPLE ML TR
BABEMRRNEEZONTWBBERAVLEA TS, Th bORIEN%
OFEENFIAHNKES LS Icehi, FORBRRNRE b TONAFREFTMICEK
LEIPICOWTDOLYVREBERTA FIAVEFRTILERARTHS .

ZRIT_EICH A FF7 A~

1
2
3.
4

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

81C : 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 Genbtoxicity
Tests |

S2B : A Standard Battery of Genotoxicity Testing of Pharniaceuticals

S3A : Notes for Guidance on Toxicokinetics. The assessment of Systemic
Exposure in Toxicity Studies

S8B : Guidance on Repeat-Dose Tissue Distribution Studies

S6 : Preclinical Testing of Biotechnology-derived Pharmaceuticals




