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RN VAV 2=y TR RVWLHERT-EEZRAVERRAET
ABETLND (3 29). '
2 b5 1 BOT-HEEZ2AVIEHARAESERREZERTH 2L b3Sk
BEREND. '

3.2.2 S8 - FH invivo FoWMERBROBR FEE &8

BIR L RBRRIT, BEOBRMOBEE (weight of evidence) % E [ L7 254K
BT RATMEOERARERLERD D, TOBRRICII+ARREASLETH
5. RREOBREANITHE LTBTHLRENDD. £/, TOBRI, TOBA
THRATCEAERBEIIOWTODEAZESLL PEDBEDEVEDERL D WVITE
DIDBEET 5 ERICESRETHD. “ORMICIE, BRENERBEOERF
BLOEFRICOWTORENAEELELSUERHS (F 30).

3.3 A =XLH3E ,
AA=XLFRIBPARERBRICBVTEERELZRDLBE, TORALLT
LELEFERTHY, e b~V RIFMCBET2EHRERLD. AH=XLHED
BRESCTOHER, ERRCFFLERCENENORARERROBRICE -
TERS. BEMBECHARERROERELF L OBENEIE, ZaboAbh=X
LIFEICBWTHMT RETHD. UTREOHZHITS.

3.3.1 LV~ DELL

EBACEETHEBEICOWVT, MELV VOB FEEE, ABLENH 5
WITHREMRESREZBWTRETH I LN TE S, BILIX, 7R M-V X, M
FETEME, FFoOMERE, MIMER (ntercellular communication) O (LR E



COWTOREMRBEEICEETREEELH .

3.3.2 £{LEHRE
BRACOVTRESNABFICS LB5, RETREREREL LTHUTO
bOBRHITOND.

(D) hfEpoRLESE (B TIT4, TSH, 7057 Fv)

(2 BRERTF :

(B) a2u-Z BTV rDEIREVNRI~DEE

(1) MEERELS

BIXHE, AALECFEEORRBUTH LTI, ST RHEED 2 L MY
CHORBEERTAZLICLY, TORREBRETHI LN TED.

3.3.3 EBMOBEEMEABRDOLEMES 6

BENDZECEERBOEGLEIEBVWTRETHOTWEPPARERRT
BEIRY, FBCEEENRENARA N =R LOEERT+oREEITIT, B2
EEEERBROBMANERZI b H 5. BMRRITIX, in vitro REBORBIEME
CoEEEZEZXLY, BEEREOCENRBCRTI2EEEERELHATS in
vivo REREREENS (B 21F, DNA MESEERR, 2P #X L 7<) V7,
EABEFICBITDOERDOHERES).

3.3.4 RBRFHEOILKE

%&5&%@@5@%}%%%}#%%B7bw:—a‘57‘:mcw RERFEOLRBHEREIND
Abbs. fixiE, MANBEOREIAREEOMBELOREREZBERT I

&Jmatﬁﬁio):_ﬂnﬁnainé.

4. D5 AR O RS
ToBmBEICBITEEROB AR, HE%@%E’A@F%%E%E@ ERE&ETFo
EEICR T2 EDHREOLE, BIWToHETORENANRE b EEET IZNEN
WOWTOBFBEBPBELOND L) BREHNFHEL LI VVEIA =X L FRLEICTHEET
_R&THB.
LtROBRBMNOEONTZREILX, TORRROAFHREMIOL-FTARAELER
, MABLRBEMBIMOEEE (weight of evidence) IZE S FHEMMEDO—F & LT
%zém%f%é



¥ 1

Ty bR U REAVEIBARERROZENENN LOI S IZFHMICFSL T
WM, ERTy bHBA3WET TR 1L BEOAEZTREWVWALAZ LR hOBARMEY X7
TERARAY MILBRERERS ZLZR2b20VAR, 6 A - RHALSBRORER
BICESWTRE SN, 2 bOFEEX International Agency for Research on
Cancer (IARC), the U.S.Food and Drug Administration (FDA), the TU.S.
Physicians' Desk Reference, AAMMET X # <, the EU European Medicines
Evaluation Agency (Committee for Propriet.ary Medicinal Products ; CPMP) B
X D' UK Centre for Medicines Research {Z &L VT 7-.

& 2 :

BDAVBMERBOBEMEBMIIBVTHAAVERECFELZBHOMIZL, ¥ MERT S
VR 2FMTDHDELTHD. HFeREROBE, EERAR, S50 boTr—
ZiaElhbt MIBITARARENBEEINDIBEICIE, PARERBREALELR
25, TolE2zRAVIRARERRIE, BEOEMOAYRHMICbE > THAI
MICBRESNDZEATFRSNIERRIIOVWTHLELENTEL. ZTHLORRK
DHELFBEROMBIFIL, FLVWEGCEERRES, £2FBE2FET RNV ES
TAURIMALITRL T, ¥, ZTAb0RRIX, HECEEYWEICLEER
EZOWTRENCERAZINIUMMOERSA TV, BESERRO M F
AXRXT 47 A, AH=XLBERREDORRIT, BHETIE, RIEKR TOREEFM
KRBWTCTHEMICERINLTWS., Zhbo BT —FRBAVRERREZERT S
DEDPEHETD0ET TR, BRBEEELE P TOLZLMICEES T THERT
HZHICHEETHD. BARMRBRIIZKERLEEREZLELTLIED, B
CRTDBREND, BAREETET 2D BMERVIEERBRD bOEHEMR
VBELRoTEBACDARAERINDIRETHD.

BA (EEMBERRESNA FFA2) T, BRTOERMARSELLTE »
AHA5NEETNUECLEZZERAICENARERBRRERINTERE. 72, BiA
FEPBEEINIBEE, ERUBEANE » A RETHOo THRARERRELER
BEbdHolc. XETE, BLAZDEERIZSWTE FTEBEICAWVWDLNLSHEI
KB TOBRARESRBRENRTNS. XEFDAICEINIE, EE3 » AHDWVIX
FUU Lo TAVWLNAEERIBABRERRALETHS. BU Tix, E
ERHESEHEHFE (the Rules Governing Medicinal Products in the European
Committee) THRARUERBRVERZINIHZEETHELTWVS. TDIL52FEL
X, RGO TREINDIHE, TROLERLTHIERE » A, HD0VIEH
KO TH> THHEEPEBLBBRZEEVLFELULTVWEI I LRETHS.

% 3
BWHEEA 3 »BELENIEERDEZLIE, 6 # AllbloTHWLBND Z LA



LWL BEbhs. ICH TORETIE, 3 »AETAVOIB LS REEREZRVE
TZEIXTE R hoTe.

&4
M EE#HERER (Cell Transformation Assay) ® X 5 72 in vitro RBROTF — %
i, bBBDRT Y —= v J BV CHERERVES. -

ES

RHSARERBRI RELBYEEERT 2RO ROLE LS

(T 2 DOBRE R BIA R VIEY , BEDOBE, REBARERRCTEAT 289
BIES Y T AN OND—BHUARELIFRDS.

(1) BEEROTFT—FRXR—AF/ENLDFH

ICH IZRT 5 BRKONARERRICET S 6 BOFAE T, BEEM, EER
AR, BMORHKE, BERRBIUVHRESE, EEEEEIZED, BRZVLIIER
ﬁ@ﬁm,ﬁwﬁﬁaﬁ%%w%ﬁLt%%¢¢@ﬁm%ﬁm$énmg%%§ﬁ
THREL OEBFANH BT, HEREZECHEBICIRb 2P K.
mﬁkiézﬁﬁé%%%muTwhbfhé.

<DE£M CBELTIE, ~VAKEEARE LI L2H—0BRL LTHAD
RBIC RO LHB SN EERITEL AL RVE, w7 A0F—F TR 38
BEMOEEE (weight of evidence) ZEET A , BL T -1FE 2 Eic
BABEEZETALAMOREICESI > T .

@ 1 BOBMOLEENABHLNEERRED>S, [Ty Lt DL OEEHO
X (=0 R0% | OILAEMOEOH 2 FThYy, BHAEKT, Sy
TURXDBENABRZTEREWVENLS.

@ XWBIATERMOREL AFIL, EERICOVWTORELBNTHIT>H
HONEEREVWRERLRTZLRBMBO THoz. w7 RO, 3k
EEEEDECH L TEVEREEETRTI L, SOV RYTLART —
73 ay7TRYLETFONANTVWS. v UROFEESISLTLLE FOERA
YURZICEETZLEBELT, LELEEE - RHRh2ETEREDHD Z
LARENTND

(2) AH=XLFEOFEEM ~ ,

ToERICBITAEECEEMEDOERAICIE, B, REB L OCEMESRICOV

TOBRERBEENALLT, BERSERICBVWTHEAEET S Z L BVERT
HD BEFEDAI=ZXLHRICLY, TomEETNVICHREMRRIELE MCbAE
CAAREHEDHDIEEZRNTED ISR TS, BREBBEREMEIZODVWTO
MAREZAZLICEY, ThoOHEALIELIFERTS. iz, ver¥—
DEETIEPANEBRTHD EORERELLR-oTETVWE. INbOHRIT

FEALDEET Yy hTCRENTEY, vUAEAVAZLIEHTHS.



(3) R#EIRE

REHBEA»DIE, Zy PBIUV=VZOWTRE, PARERRICEEREY
BThHdeixBbniwyw. Lrl, BE, EPBRLENFZFOBENSEBINTE
TR, BECEYRBICED S P450 7T VA LAICHETAHHLABFICESL T
WE. IALDOHEDIELEALETRTHRT Yy bt MCBOLATERELTWVS.
L7edo T, 2 EHimWVIEsE, REICES T3 P-450 74 YHFA LITHO0TO
BEDEBRIPFMCR VN TEETHBMBY, A V=X LAFRICBV T 7 2 BB
CETAEARERE b ELT I IRV THS . '

(4) =A@ :
FROZ-S0EEBEKBELT, SUVREZAVBEA D= X APENERHD L VS H
EADD. KXEDHREEZTYH, B—EA L0 —EORMDLEMBFHN
(microsurgery), #7—7 NV DFEAN, HEIWVWEIHREEERAEDOR T U RITEWD T
FRTHD. BROEZDICIIBWEREZLRZTNERLRVWEENEL, VA%
AH=ZZXLFEICBVIBAICIIIVE OSMBASBEIIRS.

(5) —FELL EDBIMIC X HHRER .
HEFERAELRZSOEY - F# in vivo ToEERRRII~ U RE2ERTS.
BAREE—BUELOBNC LV BRRTIHE, ZLTIOZ LAEENSBP L
Ex5201E, BRAAEMRRICE, £2<0BE, 7y FRAVDLRETHS .

(6) #ist

FISESIZ, A A=A, REHIVVEZEFOHOERENDL, 7y PLUVL<TUXDH
BNV ZEDOMDIToEBEOFNE MBIT AV A JFMOH OB AFERRICE
HREEbHVED. TOLIREAKS, BE - PH o vivo ToHEBERRR L
LT AZBVAI L RAERSNS.

6 : _
BOREOBAICIE, BERE, FHHHVIKEBAKCEAL THEBICERS
BEENRDD. WRWE R AR X IKEACEALTEST 284101, BE5HH
d, BAXAES L CEEEXERAELREEBE 3 » AREBE 1IEMU L, 20
%133 »AKIELLEAEL, #RDEEREZEHTS. 2B, RRHEBITB X
URRDICEEHRBROEOME, ZEEEBIORED Y ELZBY EENNIEERE
ST 5.

&7
BELUANAOCREICLDZECEY, BEHBET Yy PTR 24 2 A, SUXABIV
NLAZ—TIE 18 » AOBRTH0%UNTHDZ EBNEE L.
XEFAEHXISRBRHECBVOMBNTAN—FICBWTREBETEN 75%I
RO, FOBMATEOROEFRZERZRL, RBRZKTT5.



E 8 : o

WENOBEIEBNT S, @J%UB 100%LLER, £XBEWRIZAFT LOBBETRDLNE
WZ &, LEX-T, RRHMEPEEBRHUSCEHADE BB RV EEShE
I, REXNEREANEOEERLETHS.

®9
AIROEBEL, 28D E - BERICOWTITY.

& 10 .
FEEREOREIL, KOBE - @RICOVWTHS. |
BRE, TR, UL, WM, BB, HEXIEIARE (BEEE.), MR,
S, MBIOGEX, L, FRBBIOLE/ME, =, &3, BBI0+
—iEEE, NE, KRB, FREE, BENR, MENE, B, BT, B, HE, LB,
BE, SE, FE, I BR B, TEE TH TOMMRCEBERENR
B b BE - B B

St o
MFEREORBIHL T, BERECTEEEL WAARE) OFRL
MM 5 BERD 5. . -

& 12
Z2HICOVT, REMEBFORELZTO ZLEFMOIT L 25,

& 13 _

BWEIZBWT, B FOEERICBITA2BARERBROEREORREEIR, £E
OHHELBEECLTLL—HLTWarolk. BABIUEU Tk, AERELEE
W, EHEBEEDIED, BKR 1 BRXKECEREIDICEVAE (KEHZ Y OB
5 2(mg/kg) T 100 FLLE)] BAER S Tz, L L, XKETIZ, =581, MTD
CED2HAEBROANEFRERLTWE. —F, BREFTEZFAKEZESE - #iEBE LA
BTEAEELLTAVLNTE .

E 14

UTIFAT O, &EXHE (MTD) ORBIZAVLNIBHICESKEELRE
DEZFRLEZLOND.

KE (U.S. Interagency Staff Group on Carcinogens) TiX MTD 2%k D X 5 I
EELTWE. RE, #REhWTWIERAER, PARERBROREHREICES A
UHDIERICL > TEMHMDEERFGANE LIE(THZ 2L, BRELRBEHEEE
BENDTHDIEEDNETHD EEINTWS. TR, HRXME (MTD) & HEiEh,



BEAMSHERRE (BF3 2 AR IBWT, L LTELEE, E4R2LNIFESE
BREMCESHNTRESENS. MTD Tik, RBROBRZERSIZEDELVWE
HEICLDHERERENEEELCTIERLRY. XbiZ, BHFPOHBRUEDREIR,
BB PRORBEROSVDE L TREBFNABDELETIZE, RESLTRERRLARW.

TMTD i3, H8i3, EAMEERRTERIN I GEHEMME, +2bb, 10%
UEDOHEEEMPHEZEISLRVEROAEICESVWTREZN TV, ZEDOH
HREZ ORAVFEERRICHTIFMTIE, LV EGEHOEDZEMRFERICE S
7= MTD BIROBEB R ENTVWS. BEIL, ZFH, FEBIORBHEBZHLEL
PHRELEETH LY, FEBLIVEBEEECELL2 L CICLEZEH, R, KL
FHREBEOEERELLAERARZEETH 5 (Environmental Health Perspectives
vol.67, pp.201-281, 1986). ]

BATRKDL S ICREENL TV, :

(BAURERRICBTI2EERER, ARRICBITIBEICES 10%LARD
FEBMOMBICE EEY, PEICIDFECHIF2L, 2, —BREXIIRER
RICBEEEZTRTOIZFLVWEEZFEDLRVWELTS. | (EEAEERREIAFS
A ) ' :

EU (CPMP) TR®OD X KHEEL TV,

ERERELEEER, 1T 1I0%GFEEMNNHCRERE, HbEVIIRE
RENBEEEZETIELITNETHS. ENRBEHIEABZNLRBEEED
RRELT, ZLTEKHOICIRBEENE(L L TFRENS. ] (Rules Governing
Medicinal Products in the European Community, VOL. I1I, 1987)

* 15 .
IDEIREEEDCHDFETERT AR, EANARRERA AL = X ANE
BATEFBEAIA TRV BB LATAIEROR2 V. 5T, b FORR
AMIRZEFETHEDR, ToBEEZAVAZLRERATHELRVWSFETHS
B, FRCIEETHORAN S B LERBTETHE. LEAE-T, BKBRYE
CERETAMEONEFEESEEBRICAVWDI I L, PABEMERERE XV EY
WEHETATDICEETHIN, TOSBFOELRIZLLT, ZhA»dbbe hTHY
AV EBRETAEDDORBOFELRELETILERSHD. LER>T, KHA
RSB IDES REECHEERITFONA KTA 0 THBI Enb, FrlLna
RBELNEZEBICIE, AE0—HMe2RT T LbEETHILRBLTNS.

x 16 . :
ERERBICHT 5 TOMOBEERIUTOLB) ThH 5.
D B A—BHT, EACEELE 6 BRETOBME AN ST L BLZEL
AR



(2) B3k : MEER X ITDOWT, 1 B#H 10 LT 5.

(3) RERME  #HES2IZO>\WT, 3 BEUELORBRELZRETS L L b, 3
WX RREEEZE<.

(4) BEHM : 3 2BV EARL 2N, BEMEE X IIEBREDREDH DEERY
BB, FILEHHOREZETAHES VD S.

(5) MEFIE : EHOEFICOVWT, —RRE*EHEEL, FELE 1 EUE
BETS. BEHICODVTIERZORE, £FEFAICOVTIIRSKRTHICHR
L, #F - HBOABMEELITY. £/, ARTEEIBZDON-28T -
MBIV Ti, FEABENORELZTY.

& 17 , ,
DT LT, HHoWDTomWEILSNT, RFOTa 74— L E2HARDILEE
RL2W., PAURERBRICAVONIBEENLRZIRICOVWTHARLERETH S,

I 18 ' ' <

L ICHI 2RWT, BXREROBEFYURBIE, AAREERRO®MEERRIC MTD B4
DIMOEELZTMET 2 LICABELE. ThbOBERHRYE OEB LM 2T
REEFEHURBBRICESS LD THBH, MTD MBI EMEELERTI D LI
BLTHRHENRZEERIBEONL TR, 0%, ICHRAHEMREL I L —
TTERAVRERBROEAERINICKEL, MTD 2EMHICESWEEL LTAR
L, ML CHEAT A LICABLE.

19
ICHIZEBWT, PARMRROBAEREELLTE MBI S AUC DffERiZ
LRERFTBLOIC, MTD TERESH, € MBIOT > @ED AUC O B2 w
EREVHRBRFENT Y OHLIEREROBRAVEERRICOVWT, ez r 5y
TIRREN BT, _ : :
MTD TRESNEERSKOPAVRERBO IS, 7y PBLIUE b THEPREK
MBRENT —FZREONZbDIXE THY, THOHOKN 1/3 HHEANNEEER
B 1 HDIWIXEZNLUTT, tho 1/3 121 25 10 DETH o7z,
MMM EEREL, AOAER [5y b :mgkg , £ b : mg/kg Maximum Daily
Recommended Dose (MRD, ek 1 A8)] BIUAEEECRE L-AEY
(7 v b :mg/m2MTD, t F:mg/m?2MRD) OfEBEHEY2? EROF —F_X—2 % BN
TRELEZEIA, MANEEFREIL, FELLV IV LAREEY Y THREL
TTHERERSHIGELE. SHICFDA T—4~_—XT, 123 OD{LEBIZOWVTH
ROFETHIILEZ A, HMAHNLFBRECHETIRFOMRBERA O,
EHAEERICB T IHEGNL2FBREL (AUCH) 2BETIEICIZK, +o2%KE
BAHEATEDZE, L MCHTAEAOH 2 WVITBEVOH B AVFEEDE IR



TEDL L, TLTREREAGDILEY CERTEIRELRBI>ERBS L.
EMCHTIRARENBEROSHDINVIERVOHIILEYMERETIEDDOE
HEBRHTIEDIC, Zy PTHABRMENBHED IARCDOZ TR 1 L 2ADEER
COWTREH S WVIARLEEDNLE. 7=FEF LIV TH, v ket b
BT TAOREMERERENT — I HY, EINEFRELERLORCLEL 15 T
HNE, Ty rEAVAIBARMRRCBEFTREBELNAD LEESHE. Ty b
FRAVWERARERBRCHBELFM I, JARC TZ 77X 1 & 2A LHEShE
14 OEERDIFEAER, BTICETIEVHRENT —SB82hok. Zhb
DPEERTIE, AREBEL-VORAELZHENNESERBHICRELE. BITOR
R, ToBRBCBIT2EREBLEYULEVOBELY 10 H3WiXEN EH T,
INbDEEROPAREZERTEDI EEZLNTE.

LTEROFMOFER, BHAEBROBRIEEARB TEIENHEEMNLEELLT, &
NEHFBELE LT2 BBRESHE. ZOERX, FDAT—F_R—Rit&EShik
EABDOK 2% BV TERENTEY, & MCHT3RABEENESDH 50T
BVWOHDEER (JARC?D 1, 2A) 2HBHTIZENRAET, Ehtoisis
ERLTVD. GBHRENAUCHE LT 25 RHBVIRFAULTRBRENAEESR
I, BEICMIDICEAPARERBREERINEZEERDD B T5% U iz g3,

% 20
FolED AUC RREMO T o7 4 —Nit, BARERRARS LV ITAERE
ﬁﬁ@—ﬁkLTﬁbhéﬁ#%%?@%%%%@ﬁ%#%%6muén5.

21
FolEED AUC EiZ, BERBSWHRMEOEYEIEZMRMEEIC S & 528,
BE, YEogmErBEvTkdbEns.

E 22
ToWRERBLIVC POMBFTENBEOCAEIRERLIVBECBVCRHED
AW AGETHEESNDENETHD.

E 23

ARETHINIL, ErBEVCT>HET in vivo BT ARBOBFEEZHL ML
TR EBREELWY. LML, invivo TOETDRREUT —FB2VWEETY, n
vitro Rt 7 —% (AT, FAZAXAREFEDOI I uy — LX) REHER
DRBOELUMEEZRTHRELRVEDLIZ L bHB.

* 24
#%%@%%%mvﬁofﬂﬁ?é@ﬁ%%ﬁmﬁ&?%éﬁ,ﬁ%m@&mb



ISEEI 2 REW D in vitro F NI FEERER (in vivo IKBIT BT olEEEE D
EMREGE> ) BEBEEDD AUC 2#ETH I LETRIATESZTHAD.
ERFBIRToHWET, HICF NI HEERENVGEL, FUNIBFEERESEL
TEMOFFERT777arBe PEDVIToERBTREVWEAR IR, EHokm
RBREOCKEBETHLLW. FU s FEREL, ¥RE777va v RiFoEmELY
E P TREWEEIZ, FURNIEREEDORE CUERTRETHS.

1+ 25 : .
EFCOLEBRET XL, BEERELIVEIALTORNBBENE=F )
SICEVBONG. BEECIHESE COERKRES VIR ZRINETHE.
BHRER 1 BEATHLES, BEVBEENT — ¥ 2 B30 1012, BIER, BE
TR T A EARNERA AR THAERAVERETHS.

E 26 ,

BLE 900 OBAREMERBRNG22D FDA OB ABEET —F X— X Tix, 1000
mgkg UEOREAEARL LERREBIT 20 EHESA TV, Thb0RER
Db, 10 RREIPAFREBETH-7=. T b 7 BB TIiX 1000 mg/kg LA
ETOHRBETH-oT, ThbH XY, RBFAEZRZ 1000 mgkg & L7eHE, BARMKE
MEETRETERVWAREERDLDIZ Enb, BARERROZDOORAEIL 1500
mglkg LT RETHSB. '

27

EEMPBRKBREED 25 EUEOAETOAT - HRICHAAFREBEE2RLT
b, TNIEXE PR LTHORERRZEPAIV R ZRBTILOTERNI EMNICH
KRBWTBREREEATNS. | |

FoEELE P DLEBBEEOEEIT, me/kg £V mg/m2 i ESW BRI L
WEBLEFVDIVBEIDTHD (FE 19). LeXB-T, BRAEESARERRD
BRELVARSED mg/m2 BET 25 FELI Z2THIZRLRWY. FED 6-7

((6.5)) X7 vy bDOBAEZ mgkg 5 mg/m2WCBRETH-DIC, E7-H% 40 1
EFORAEE mgkg 26 mg/m2ICERTIEDICERAENS. $2bb, b M
HTDT->EED 25 FOLFERBELIT, mg/m2BETY 25 £ THY, mgkg
B TR L 150 5 (150 =25 X 40/6.5) 725 . LA - T, BEKAE 10 mg/ke/
HELTF ($9 500mg/man/BLAT) OFEIICIE, 7y PTIEERAEE LT 1500 mg/kg/
BERAVWTRREERT DI LBEREINS. g

1 28 .
1 EOEH - 7 in vivo 1T o HERR, RENXAFEERRD 5 WV iTEEEER
BOFTRLEDMORBREEND, TOEELAHALMICE NI L THAABEMES



BT A ENTRENTEBATIE, B_ORAERRRIEILNTLLSERANE:Bbh
5. ' '

E 29
BIE, W OPORREIZOWT, BARMFMCIBIT2FBEICETIHEN
EDLNTWD., —FBICE, Tb60RBREE, & MIAETE, £ Mot 5
JRAZFBICIGHTED EEXAON TV DEBAANZRALIZESIRETHB.
Shiz, THHREHMNARERREBEL, 2o, BARERRILBOLE T
LRTERVH LOERE LT OO TRTNEARLRY. $i-, BHBK, 89
BN A REEMICR T 52 EMZEFIEIC OV TS EE SN2 IR SR
INLOEERZHZITRENREREZLUTIRT. ZhoDRRBRELSBOER
CESERESNSTEESDB.
() FolEaAVEA=vz— sy FaE—a VEFL : FRLEME
(BLIUHREBRAEHDE) 2RETIEDOT y bDA =z — g -
TaE—TarvETUE, A=V —F—%2AV, TO%, HBRDE LA

M&EETD. bI—D2D0OFWMBEBAET NI, HEKRS BEOA=Vvz—&

—EZREL, ROWTHBRDEL2E» AHEETS.

(2) pb3+/-R#EEFT N, Tg ACEF NV, TgrasH2 TF), XPARBETNE L&
DPWOPD I T VARV 2=y 7w XORK.

(3) FHAEWR T - HEABR. '

% 30

B in vivo RBREZBERATHE, —&XEOWCHE 29 OEEICY TIXX D in vivo
RBENEHD-TELTH, THFOEERIZH L TCE2TORBRERLT LY
FLESICELTWAEIIROARAW.LUTOEERIL, ZORBIREHR L LTEESH,
FENBAEEEDOHTH B |

(1) BAUBEERBOLIEBONARVERRFTLVER (FEMHOERPY R/ H
m) B"ELNDZ L.

Q) TOEEHLEE (BE, FRAAI=X1) IZOoWVWTOMEROAR) HEMN
NOIZEPABRBICETIEMICZEADNDZ E. 2K, AL BEREHE,
MREEEE, Yo —F—1ER, DH5VIEEFEENTIERRZENREEN
5. '

3) REShABBUEF BT 2HBDEORES, £ MIHTEENAY X

. 7 OFMIIEEEEZEZ0ENERETAZ L.

(4) e PTORBICRESBEURLHE RV ULEAFTBRELARTHHZ L.

B) AN IEYET AR FEABICKH L TESBICKRIEENTWAZ E.
W T ONAREERETDZODOH L in vivo RBREOHRBIZH-T
iZ, TORBRECLIVBZENRVOEEE (weight of evidence) #EFE L 7=



BETMPTENEIDERNTIZEREETHS. £ OERMHFRR,
INLOFHLWEH - B in vivo RREORIEOHETHTH D (1999
EDORFR). TNLDHEICIE, ToHEIZBWIAARER LN TRY,
FORRAMAT=ZAAREASATVBEW OADOERRELE Mo LT
BARERRZVWEEZEIODNTWVWAWENAVLATWS., T b DRIEHZR
ODRERBPFAHEFZ IO ICNIE, FORBRRZRPE b TONABREFEMICEK
HEEIMZOWTOLYAMERTA RSV ERTIERARETHAS.

BT & ICH A4 KA
S1A : ‘Guide'line on the Need for Carcinogenicity Studies of Pharmaceuticals

N

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

5. S2A : Notes for Guidance on Specific Aspectsh of Regulatory Genotoxicity
S2B: A Staﬁdard Battery. of Genotoxicity Testing of Pharmaceuticals

S3A : Notes for Guidance on Toxicokinetics. The assessment of Systemic
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Exposure in Toxicity Studies
S3B : Guidance on Repeat-Dose Tissue Distribution Studies
9. S6 : Preclinical Testing of Biotechnology-derived Pharmaceuticals



