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DEDREVPFIELZVEERH S, 2HBRBICBT 8T, BERAELY L%
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EMIBTORPAYRAZFMOBEI, B FOMIEPEyEE L LT 3
LEOFMAMIE, S0L A, BREMNRBILE LTHEIR TV, L L, MTD
TERBESNENAVFRERROT — 7 _R— X OMITIC L AT, BEE T, 2BABEK
ARTOFHERRICE, ToHHEIIBTIREED D WV IZREMOMIE AUC
W FD25 FLRDIIIBRTIZILENEENTHLIEEZONS (I 19).
MAERRICELT, FIC8We e hTo AUC 2B+ 38E, koL > ke
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LT 5. &R ERR O 1= D/ FH I LA WIci ) THRRBITH B DT,
BEMESHICESW T ORBIEE SV TRHTREThHE. BRINES
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BtEH B\ VIZIEHEE (RAARF -2 2) OEEFBERLTIHALR. Z0L5
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(7) BRE

BRAREEKRMAED 500 mg/man/B 2B R WBE, PARMERBROSHEIL, 1500
mg/kg/BAZ VT LB ALEIT 2V (26, 27).
BDARMERBROMERELHBEROBREZIFET 2D, EELHBLIUOZOREY
T DT -HELE PTOBRBEEZ AR T AERAN IR ThiERbRV. %
DEBRIZESE, 1500 mg/kg/ B DB TOBRBENE MNCBITABRZEEICHE L
THomnZ Enmanzidhnid, 1500 mgkg/ B ORAENEHINLZVWES D
HDH. ToWEIZBITS 1500 mg/kg/ BOEHBRERIL, BEAARBICKITIBREE
LDt 10 BULBVLERHL(THRBRBEOERBLALZVEAIL,
SHBETOBRBEENEMT AL T RT S22, b2 0E, HHT I BWETLVEE
ETRETHD). BERHAEN 500 mg/man/ B2 B2 5881, BAEBRIRICTET
BKERERRKEE THMEIEDLZ s ).
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RFrEEZSICEVHEBENE b0 EEBbhs.

9) BHERBRICBI D ZDMOIEE
RABHRBOGARBRIZB VT, AV KT THREATVANEES
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ZEE FAEL TR T 2BCFEARERABOND L OBIRTINENDHS.
ZTOMET, TowERBLOL hTOEYEE, ENENBLUOEET -2 2846
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BRUCHEBRRIL, BEMBRLoEEE (welghtofevuience) EEBLIZHAAR
T 2REFTMOFARBER L 25720, ZOBRICIIFOREERLETH
5. RBEOBRFREMIRERL LTAETHNERSS. £7-, TORRE, Z0OBA
THATEZ O EBYEICOVWTOENERE M EOBRBOEVEDERSH - T 7
DMOEET 5 HFRICESRETHSD. ORI, BRINWEABREDER
BILUOEAIEZOWTORENRERLELUERD S (¥ 30).

3.3 Ad =R LB

AN =X LFRIEPAFERBRICB N TEERE 2RO FIBE, TOHBEL LT
LELEARTHY, £ b~ U 27 MICETIERE LS. A0 =X AHED
VEESLEOFEIL, EERICBEEREECINZTNONABEERBOREEC I -
TRRD. HEMEERRAARERROEMSEMA L OMEMEIE, —WbDAh=X
LR BNTHMTRETH L. UTFTILZOHE2HIT 5.

3.3.1 A L~ L ZEAL

FEBACEET ZHBICONT, MLV OB EFIESEY, M2 5
WM SIEELZ AV CRET D2 ENTE 5. BT, TR F—2 R, Ml
FETEME, FroMinZ RE, MM EH (intercellular communication) DEA R Y



KOWTOMBHBEEICER T RS HEELH 5.

3.3.2 £ bFWHIE
ERACOWTHEEINAIEFICL L5, BT _REBRERELLTRHUTO
LOBRBIToND.

() mEFORLE & (Fl 21 T3/T4, TSH, 7077 F)

(2) FERT

(3) a2 BT Y rDLHIRERT~DFEES

(4) MHEEERENS

Bl 21X, FAVECREEORBMIZST LT, AT RYEE2L2ELESW
WHIORBEERT ALY, TORMEBRIAET DI ENTE S,

3.3.3 BMDOBE=EMERER D LM 5 6

EEN L B EEERABROEADLEICB VW TRETH = WERNAFERR T
BrECi Y, EREENLREBAA D =X LOEFERAR 4RSI, BYL
BEBERBROEBMAXLELRZELH D, EBMEBRICIE, in vitro RBRONHFHE M
COERHEEZEZZY, BERAEOENRBBCBT IBEMEELHAT S in
vivo RBENREEND (H 21X, DNA BELCEERAR, 2P KA T NU Tk,
BABCTILBT2EROBRE).

3.3.4 ABREE O Lk
EBRYEOBREBERAEBFEALNCT 270101, REBFEO T RBHERIND
HBabdd. P, MROREOZESKREZOMBEOREEZHRET 572
HDORBBEOBMBEENSD.

4. 25 AJRAE O FE AT ;

FTomBEICBIT2EEROBAFRMERE, BEEOREAHEESRARY, vt Mo
WHRICBITA2EYHEORE, BIOT #HETORENANE P EHEET I NED
WOWTOBEBRPHOND X5 R ES DLWV A D = X AP0 %2 BRI
RETHDH.

LFROEBRNOHONTHEEIL, FORBRROBFHURAMOOATLFREZEE
L, BEMLAFORIWOEEE (weight of evidence) [ZHE S FHMDO—E L LT
BEXDHRETHD.



1

Ty hRT UV AERVAEBRABRERBOFINENARLEOL S ICEMIcES LT
WD, ET v bHDVET IR BOLREHVAE LR FORALEMY 22
TEAAV MIUERERERLS ZLICR 620, 6 FHik - S84 B0/ ELE
RIEESHTHRE SN, 2 b OMAE X International Agency for Research on
Cancer (IARC), the U.S.Food and Drug Administration (FDA), the U.S.
Physicians' Desk Reference, HASE T <L, the EU FEuropean Medicines
Evaluation Agency (Committee for Proprietary Medicinal Products ; CPMP)
& Y UK Centre for Medicines Research iZ X W {Thbh 7.

T 2

BARERBRO HHOEIBHICB W THAABREOFELZHOMCL, b Mgt 5
VA ZFMT D ETHD. HBARERNOIE, BHRR, HA0VIE Fos5—
FRENPDE MBI A2BRARERBE SN BAICIT, BSAEMERERSNLE L
55 TolEEMAVLIRABERRIZ, BEOHEAOHEY 2BEIC b - CHEAl
MICRESNDZEBRTFRENZEERIIOVTHLEL S Tx 7. ZhboRE

DEFEEBROMPIL, FLVEREERBRIES, 2HBE LT+ 5 HiFNEs
TOLURM»OITOR T, E, ZTho0RBRIT, FBREEEWEIC L2 EER
EXOWTHECHMA R ENIURMALEBI N TV, BESHERRDS 5o
AXXT 4 TR, AH=XARBR EORRE, BIETIE, BIEETORLMIE
CEBWTHEMICERENTWS., ZRbBHNT — XY IINABEMERBR S £+ 5
MWEDEHT D772 TR, RBREELZ L N TORSMICEE ST CRERT
LDIZHDICHLEETHS. PDABRERBRIIZ KM EERE2SLEL T30, b b
B DBEND, PARMEZFMT 572010 8IWE V5 EERRH,L 0ERS
VBLEROTEBRIOLEBENDERETHS.

AA (BEEMEERRIEST A FT02) T, BECOFERAYGEAEELTE »
AL WEENU EICh 2B A RRAEERBRAER SN TX 7. 7, BA
FHRBESNGEAT, HAMMA6 » ARBThH- THRAEERBRALER
BaEbdHodz. RETHE, FEAYOEERICOVWTE FCEGEIZH VLR S
CEYMTORARERRBREIN TS, KE FDA I ENIE, @E 3 5 455000
THUUEC D> THWONAEERIINAEERBRALETHLS. EU T, E
fﬁm@@:%@fﬁﬁu (the Rules Governing Medicinal Products in the European
Committee) THAFRURBRPERENZBEAEHELTCVS. 20 L5 72841
i, REICDE > TREESNIES, T2bLEFELTRIEBG » B, H 5 I3E
KO THo TCTHHERBLRBEERHALUL WA LR Y TH S,

3 \
WHEHA S » AL SNBBEERDOEIE, 6 » AlibloTHAVLERS = &R



ZWeEBbnsd. ICH TORETIE, 3 »AFITAVLRS LY REERL 2 B
TEETERN T,

4
MR E & B (Cell Transformation Assay) @ X 5 72 in vitro RBOF — 4
H, (EEMDA7 Y == T IBWTHERERVES.

& 5

RHAAVRMERBRICEE LBV ELRIRT IO KM RELS :
MoLDORMERBIAZNEY, BEOBE, EHRARERSR CHERATE8HY
HMiZT vy FET BN OO~ MALEZ TN H 5.

(1) EEROT—ZXR—2R/ENLDIEHR

ICHIZR T 2 AXEROPARERRICET S 6 BOBBETIZ, BEHEE, BESR
AR, BMORRK, REBBRBLIOERSE, EEEME ZI3EY, BEXEA2V LIS
MoORRE, PAFERBRERICEE L ZHERPILOBRENNES . EHAM
THZDEEFARL LN, FRIIEHRPESEE LT RO 17,

RITIC X 2 ERBENRERIZUTOEY TH 5.

O EBEERICELTIE, ~VACEESRELEZZ LA —OBEAL L THAD
MBI RT P ENTZFEFITIEEAERVD, w9 2A0OF — & (25 %6
MU DO EEE (weight of evidence) ZEET A , BLOIT -2 &I
BAREEZHT 2EHOREICHES > Tz,

@ 1 EOBMOLIREPABAONELEELDS L, [Ty ok OO
Bk T~=v 200 OLamOBEOK 2 #FThy, BEMEEKT, Tv Mt
RUALD EBBPABRZEREVENZS.

@ XESIAAIERthORmE L REIC, EXLHIZOVWTORABIEBWLTCHLITF -
BONBEEREWBERERT I LREENTH-T-. U ADHEMR, 3
BEEEEDEIIR L TEVWEZEEZ R T80T, E2<OLrBY v a0y —
7 ay 7 TRV ETFONTHWS., v~ 20FEERLTLLE PORERRBA
VAZICHEST D ERROT, LELE#RTI-EERZES TiEEDOH D =
EWBIRENTWS.

(2) A A =X LBFFEDREEMNE

ToBBICBT2HEEEEVEORNAICIE, B, REBLICEMEEIZ- L

TORMERFEREERAL LT, AEREEBICBWTHEENEET S Z & B EH%T
HDL. WEDAD=ALPRIZEY, ToEEETAVICEREN KB Mob 4
CHORREDDL 2B ERNTEEL5ICR>TWVAE. BOHBHREKICHSOVWTOD
HMABEZHZ LI, ThHEDOMERNLIZLIEERETS. Flaid, L7z —
DEGTLRPADBEETHIEORBBMAEL R-TETWSE. bR,
WBEAEDHET v NTRENTEY, ~UAZHVAILEETHS.



(3) fRatEhne

RBPOBARPDIE, Ty FBIU=TZ00TRE, BABEERBICEE L8y
BTHLLTEbhvy. Lal, B, EPBRELEN2OBEESEESh T
THEY, FIZEMRHICEDD P450 74 V¥ A ACHET 2B L AHICESE LT
WS IRLOWEDIFZLALETNTRT v bt PCBORTERENATWVS.
L7edoT, 22 bk, REICEET 3 P450 T4 VHF A AICONTO
BEDOHEBRPTMCBVWTEETHLMBY, A D= XAHEICB T A BB
CHETOAERAREREZ VLTI VWTH A S,
(4) EME

RO OOBEBIZEALT, 22 MAVAE A D= XABIRNSERE L VS M
BB dHs. KEEOHLEEZEZTH, A—EE»L 0 — o <28 % E i
(microsurgery), ¥ 7 —F L OHEA, HAVIBREEEMED AT~ U R TED T
FHTHD. BLOEDICETBWERBZLRTNIERLARVEBANEL, v U 2%
AHEZZXLMRICHACDBEICITLI VL OB MLE LD,
(B5) —BULOBWIZ L 535

RIEGEMARERZE OEH - T in vivo FToEEARRIZ~ Y R 2 EHT 3.
PARMKEEZ —BUEOBMICLVBRETIES, TLTZDZEBNBEENOHEY L
EZL2LIE, REPAFERBRICIE, <088, 79 " BAVLRETHAS S .
(6) s+

FISNEIZ, A D= h, R#DHDIVZZTOMOEENL, Ty FELU b= 2
DWVEEDOMDT ~WEOF N MBI 52U X7 MO0 028 A BEIERER IS
URBabbBs. TOLIRBAIT L, EH - 8 in vivo T > HERARS L
LT A& ANSE I L IARENS.

6

BOREOBEIE, MERYS, LA VITHREBIKICEAL TCHBICER S ¥
DHERH D, HRHE L TR I KICBALTEET 2841013, B 540
PRSI D L ISR SO B AR RS BA% 3 » AMIE 1EME, 20
®RIZ3 » A IEILEREL, #BHEEREZBEHT 5. 2k, RBREKBB L
OCRBPICHEERRWEOME, ZEEB LOKRED 2 TRERB EHENUIEER
M9 5.

7

BBUNADREIC LSRR, BEBHBET v FTIE 24 v A, ~7 2B LV
NHAZ—TIE 18 n ADOBERTE0%LURNTHD Z ERNEE L.

RARH BRI BEOBY OME N TR»—FIZB W TR EER 75%I0
RO THRICE, TOMATEFOMOAFE*EZL, RBRE2ETT 5.



8

WENDOHIZENTYH, 810 10% U L2, 8 WXIERE FoME bR
W2k, L ->T, RBRHMPICEFHIUSHESAOB >N RV IZF %8
BT, REEXIIEBRMANEORENILETH S,

&9
WIEMEERIL, £280BRE - HBRlHoW\WTITY.

* 10
WHEMAMRFHOREL, KOBE - AkIC >V TITS.
BoRG, MR, U o8, MERRIR, WE, HESUIRBRE (BHESL.), MR,
SE, MBLUKEX, L FRBRBIOCEE/ME &, &E, BI04
iR, BRE, KER, BTEE, BEBE, MR, BB, B, RSB, B®E, AR,
MR, SRR, FE, B, RX, M, TEE, B, ToMhARTEBEREN
O b NIZARE - MR

E 11
EEHEREORBICEL Tk, BEREECEISELLL FIAARE) OFRS
FITMADBERDS.

E 12
EHICOVT, FEMARFORELITO Z L EFMOBT 2 5.

13
BWEIZBWT, £ FOEEZIC 7575%%&%&%@%)%@@1@#%%@1 % H
DHFEFBEATHLTLLE KL WAoo, BABIOEU Ti, AEZFEICE
WT, BEMBEDCIE), BIK 1 AREKBICE_EIANIEVEE (FEHT-D OB
ﬁ-i(mglkg)’f‘ 100 FU L] BERB SN TV, LaL, kKETIE, E£8I1C, MTD
CEOMEBROAPERIN TV, —F, BRETMEEREIISH - ik b &
aa\“C%é%aE—%& LTHWwWHRTE .

i+ 14

T RT O, BKRitE (MTD) OBHICAVWO 2B HICE S IBEL R%
DEZFEEZZDLND.

7{6[?:! (U.S. Interagency Staff Group on Carcinogens) Tik MTD #%&k® L 5 i
EFELTWE. THE, #BEIALTWI2EAER, PARERBROBRSHMICRN A
VUADIERICL > TEWDOEEREMPELL BT A L2, BELFESEE
BENDHFCECETHS SN TWD. Zo&, BAME (MTD) & HiZh,



HRMHEERE GBE 3 » AM) I0BWT, £& LTRTER, 5420 NCKRES
MZRERICESHWTRESNS. MTD TiF, REBEOMREZBAS I LF0ZE LS
HICLDREBFHEEEL TERLARW. S50, AP OWRYE ORE T
FIRFORBRANVENML THEBZHABEL R TIZLY, K LTEALR L.

'MTD %, %403, BRESEERBRCBEESh 2 KEHMIE, +2bb, 10%
U EOREBEMIHEAZEZ SRVBERKORBICESWCHRESAL TV, BHEOH
ERLEL ONARERBRICH T 2FMTIE, L0 IEGEOAYEH 2 ERICESH
7o MTD BIROBBE R S TW5. @EIT, 34, FEB XL OREHESENEL
HBRAREERETHLR, RESLUBREEROL(A O IS MEEN, B, BHRl
FEOREBEBEOEEREA L AR REETH 5 (Environmental Health Perspectives
vol.67, pp.201-281, 1986) . |

AATRKROL S ICHES N T,

IR ARMERBRICE T 5 55 &1, AREBRICE T 5 BEEICH A~ 10% D
WEBEMOMBNC L EFY, PRICIDECHR 2L, o, —BEEIRET
RICEMEZTRTIEFLVELZEDRVEL TS, | (EELEMERBREN A RS
A ) ‘

EU (CPMP) TRKOXIICHEL TV,

(ERAREBEREMEER, 1213 10%EERMMECRERE, b5\ TR E
RENEREEAETIRL IR THD. ENBRESEITER LY BERED
MRELT, T LUTRERMICITHEENLENLE LTHRSNS. ) (Rules Governing
Medicinal Products in the European Community, VOL. 111, 1987)

& 15

COEDIRFHEEDH D HEERATHEICIE, EABARRNA A D =X ARE
MRTEEMBAIN TRV EEZRBLATIERLR V. &5, b FORA
WY RZZ2TRTL0, FolEEAVAZ EARBECHELBEVWFIETH S
B, TNCIEETHORARSA L E2RBT NEXTHD. LER-T, wER Y E
WHETODHEOMBTRELAERBFICHAVS Z 203, BAREERRL L0 EY
KERET 21 DICEBETHLE, ZOHBFOESIELT, hinbbt hToY
A7 EBHT 5D ORBDFELRF LIET ABERDHD. LianoT, Kb
FIAYRBIDES RRBETHMRIBTEONA RFA L THEZ LG, HFLVA
RBB/BONEBRICE, AEO-BE2UTT AL bEETCHLLRBHBL TS,

16
HERERRICET 2 Z0MOBEEEIIUTOLEY Th 5.
(D) &% F—#w T, IEFHCRKET L6 BHE TOBMMWEAVL D L N8 E L
A



(2) B % MR <o >WT, 1 B 10 IB:$ 5.

(3) MERM  MHERFAIZ2WT, 3 BEUELORBRERETD LI, 3l
(xR 2 1B <

(4) BEHE 3 » AREARL 22N, BEEEENTIEELEDREOH HHBRD
BEOBEIZE, FEENMORE2ET 28800 5.

(B) MERFE : FHOEFIZO VT, —REZEIBEL, KEXZA 1 B L
BESD. ZEFIZOWTIREOHME, £HFEFAICDVCIIBER TEICEH KR
L, #F - fR0oABNEERL21TY. £/, RIETEEI B ONLEBE -
B>V THE, REARFEORELIT).

E 17
IO L, HERBIToEBEIZONWT, R#OTFa 7 4 — L EABEBALErE
L2, PABRERBRICHAVWONABEENRZRICOWTHARLRETHS.

18

ICH1 28T, BXEROBEHYBIT, PAEERROSHE®RIRIC MTD LL4+
DMOBIELFMT 2 LICEELE. TRO0OEERERYEOERFHME
REEENLREBRCESC LD TH DD, MTD Db EMEESFERTL 2 L1
BLTHZRRZAERBEONR T AR, 20%, ICHEAMEMEEL I V—
TTHEHPAAVRERBROEHERIRICEL, MTD 2&8HICESWEEBIEL LTER
L, L TERTAIZLICABR L.

19

ICHIZEWT, PAFRMRBROSHEREL L TE NMIBITH AUC OEIR
B0zt 5700lc, MTD TEESH, £ N BX BT > EED AUC O ks
REREMEEENT —ZOHIEELORARERRIZONT, LioRrAT T4
TR BT,

MTD TEBINEZEEROBAVRERERBRO S L, 7y bBLUE b THUIAEK
MEEFHNT —ZBR/ONZbLDIE36 FTHY, Zhb0M /3 XX HR
BRED 1 HH5VEERUTT, o 13 1E1 76 10 DM Th o1z,

XIS BEL, A EE [ b :mg/kg , B b : mg/kg Maximum Daily
Recommended Dose (MRD, ERE K 1 BB)] BLIUOKERBICHE LI-HEL

(7> b :mg/m2MTD, t hF:mg/m2MRD) OMEEL ERDF — & ~—x % i
TR LZEZA, MANEEFBRET, FEXZY L) bEREEYZY TREL
THERERSHIE L., S5 FDA 7 —# X=X 7T, 123 O{L&HIZ oW TH
BROBETRHRIZLZA, HAWLEFBREICETIREOMBEERA AL .

MAERRICBIT 2HMNEFBREL (AUCK) 2 ET 28I, +oh%Ese
WAHRTEDHZ L, B MIRT IO D VTR NDOH DB AEMEYE B H



TEDHZ L, TLTURYEREEDILAY TERCEAIRBELE AL > EZEFE L.

EMNCHTODBARERBEMODH D VTR DOHILEMERINT B0 %
HFERFT LD, 7y NTHRABRERBED IARCO 7 521 & 2A DEES
COWTBRELLIWITHEREZSW L., 7=FEF v izo0nTlE, Sy bbb R
BT DT RENBRZNT 201 H0, MAWLSERBELRLAR LY 15 T
b, Ty PERAVLIRARERBR CBUEFTRAB LS LHEESAE. T o k
ERVTENAFERBRCHBE LEMEN, IARC T2/ 52 1 & 2A L4
14 DEEBOIITEALE, BNICETLIEDHEEBT 2032 ho7. “hbd
DERL T, AREELY7-VOAELZHEGHNLSSBRELICRALE. Mo
K, ToHEICKIT 5 ERREHE L0 OAELN 10 & 5003 Fh i,
INOLDEEZONVAVFEEZHERTEH:E2 00T,

EROFMOFER, BHERROBICARTEIEDHELHLBEL LT, &
NEFBRELE LT25 BBREESNZ. O, FDAF —FZ ~N— Rt E ST
LEBHDOK 2% IR VTERENTHY, b Mo+ 28 ABEMERSBESDD H 50013
BLoObHBEES JARC @ 1, 2A) BT 32 LNARET, Er+4h%kem
ERLTVD. BAENAUCK L LT 2B EHIWVIEFRU FTRB I Wi ERS
W, BRICMIDICE 2B ABEMRARPERSNEZEERERD 55 5% LIt 47 3.

& 20
FoWEO AUC RR#BOT a7 —ix, BEAEEERRS 5V L H SR
RO — & LTT?bhéﬁ%‘%ﬁé?@%%@ﬁﬁ@iﬁ?ﬂ‘#%@% LEMTEND.

& 21
FolEDO AUC 1T, BERBECUBRMEOEMBRE LM A2MEICL L 55,
BE, YRo#gmERVCTRDLENS.

T 22
FToWBEBL VL FOMBABEVERECHETIREL LOBEICSVTHREZD
AN FETRHEENDIRETH 5.

23

FARETHNIT, E MBI UT > HET in vivo 0BT 5 KRB OBEMES IS A2 L
TBIZEBEELY. LnL, invivo TOBEYULRRMET — 2 B2 VEESTYH, in
vitro R 7 — 5 (BIAE, WATA ZAREFEOI /0y — AEK) BB mER
DRBOBEML FTRBE L2 VELI L 5.

i+ 24
FERABIEW A in vivo TRIET S DRELBWHETH LD, B ER VL



SR MY D in vitro Z I EARBR (invivo KRBT AT ~H@EEE b
EYREGEHLED) BFEEEEDO AUC 2HETHLELTHATESLTHAS .

EFBIGIT o WET, XU RITEEPBEVEER, U IEARELEL
TEYMOIBEET7 T 7 varBe hLVDITFo\HETRKEWEAR SIZ, EHokim
RREOHETL L. oI EEREL, A7 7va v BT -HwELY
EFTREVERIE, Fo 0 FBEEDORETHRTRETHS.

7 25
EFTOLEBRET 71T, BEERELSIVIIBEOEMBEENET=F Y >
ZickvBohnd. BERCEEGB TOENKEXVAEELEET X TH 5.
BRIRIER 1 BESAARES, EMBIEENT — & 2185720100, RIER, BE
THHET2EAFOERER T AR VLRETHS.

26

BLE 900 ONARERMERBENL D FDA OB AFEMET — % X— X Tix, 1000
mgkg UEORAEZEHES LERBRABLZ 20 EESN TV, ZhbD0RBR
DHb, K10 RBRIEVABREBETH -7, T 60 7 3B TIX 1000 mg/kg L
EToREHETHoTZ, b LY, BRES 1000 mg/keg & LEBEA, HNAENK
MEBZHRHETERWAEELRH L Z 00, DARMERBROZDDOBARIT 1500
mgkg LT RETHSB. |

27

EELVRKBREED 25 FLULELORETOAT - HEICHAARERBHEZ R LT
b, ThIEE MCH L THREREPALY 27 2R+ 560 Tz &8 ICH
CBWTBIZRIEEL TV 5.

TolWBEELE M DR2EFBRBEEOLEL, mgkeg LY mg/m2iCESW-HEID X
DEBLZFNIVENTHD (HE19). LEX-T, BEAEISARERBRD
BARLV DR LD mg/m2 BME T 25 FESATRIERLR Y. HFED 67
((6.5) 17 v PORE% mgkeg 75 mg/m2ICHRET LD, E-45%5HK 40 1
t FPOHER mgkg 0 mgm2{iCEBRTAHIZDICERHENS., T4bb, b RC
KT HToWED 25 FOLHFBREELIE, mg/m2#BBETH 25 £ THY, mgks
BE CTaRT L 150 5 (150 =25 X40/6.5) £ 725 . L7=M > T, BK A& 10 mg/kg/
RLLT (89 500mg/man/H LA TF) OFAIZIX, Ty FTidEMAEL LT 1500 mg/kg/
HEHWTHBREZERTHZ L BFRIND.

E 28
1 OB - 78 in vivo ToHERE, BEHAAEMERERD 2 VI EEERHR
BROFRLEFOMORBRENL, FTOEELAHLMICE ML THAREKS



AT DI ERTRENTEACE, EORLEMERBIILFTLLSES N E Bha
5.

& 29
B, W< ONRDRBREICOWT, BABRMETMEICH T 58 BIEICES 3 B0
EDOHNTND., —REICIE, ZhoDORBIEE, b MNAETE, v MNegdd 5
VDAZFHMICIEATEDEEZONTUVERBARA I ZLITESE R THE.
SHIL, TAHEEMPARERBEZHEL, 2o, BABEKRBRNLELLS -
ERTERVHLVWEREZ L ZOLTLOTRIFNIEARL 2. -, 8k, &
BESDARMERFMIC ST 2 8K ARBEEC S W THLEB ST RITR S 20,
INOLDORERELZFHZTRENLRABRELZUTICRT. 2AL0RBELLSBORKS
WEDSEREINDAREERH S.
U)ﬁoﬁﬁ%%mt4:71~v37.fn%wVay%?w:Hﬁhﬁ%E
(BLURREPAEHDE) 2RETI-D0T v DL =T —2 30 -
TRE—TIVETNE, A=z —F—%F\, TO%, HBRYE SR
FiE545. b)—2DZWBREPAETTINIE, BKS5 BEOAf =T —x
—EREL, ROTHBRME 28y BB S5T 5.
(2) p53+/-RBET v, Tg.AC EF /N, TgrasH2 T5 /L, XPA KIBEF LS4 4
WS ONDMNT VARV 2=y Vw7 ADORER.
(3) HAERT »lEAB.

& 30

BN in vivo RBERATHE, —MOICHE 29 OEEICS TIIE S in vive
ﬁ%%ﬂ@ﬁ%otka%,%n%ﬂwgﬁ%mﬁbféf®ﬁ%%ﬁﬁfb%
RICESICEL TS LERLZWV. UTOEBL, 20@IREHE LTEESH,
RENDREFRHOF TH 5.

(D BDAFERBRPSEBONARAVERLZHTLVAR (FEEORRSY 2 7
) B\ohdZ L.

(2) TOEEBLER (BE, ERAL=XL) KOV TOMREDD B 6 M A
NOEPABRBICETIRMICEZOND T L. 2, flzid BEEk
MBEAEYE, o —4 —1EH, b5V EERENTEERAZEREEH
5.

B MASNI2BMETNCBT 2HBHEORIN, b MCHET2RBAY 2
JOFMMICEBEE X0 ENERET LI L.

(4) e FCORBERAEIHEDREI RV LBHIBERTRECTHS = &,

B) RSN 2BPETANERBMICH L CEBICRIESN TSI L. £ b
T ODPAFEEEBRRT HIDOH L\ in vivo RBIECEBICH - T
X, TORBIECL VB ZHRMOEERE (weight of evidence) 4 ZE L7



BETMAAFENE S P ERMTDIIEDNEETHS. £ < DERMBIFEN,
INODFHUVER - 8 in vivo RREOKRIEO - DETHTH D (1999
FORER)., THHOMREICE, TomBEIBWTIRARESMONLTEY,
FOEPAAD=ALBBAINTVEIN OPDOEERLE Moxh LTk
BDAUBRERRZNEEZEZONTOWAYWERAVLN TS, 2 b ORI
DREREPFBHES IR 0E, EORBRENE R TOMNARMETMIC &
HBEEIPIZDWTOLVAMERTA RIA R TZENFARETHA .

BRI ~XICH A4 F7A4 ~

1. S1A : Guideline on the Need for Carcinogenicity Studies of Pharmaceuticals

N

2. S1B : Testing for Carcinogenicity of Pharmaceuticals

3. S1C : Dose Selection for Carcinogenicity Studies of Pharmaceuticals

4. 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 Aspects of Regulatory Genotoxicity
Tests
S2B : A Standard Battery of Genotoxicity Testing of Pharmaceuticals

7. 8S3A : Notes for Guidance on Toxicokineties. The assessment of Systemiec
Exposure in Toxicity Studies
S3B : Guidance on Repeat-Dose Tissue Distribution Studies

9. 86 : Preclinical Testing of Biotechnology-derived Pharmaceuticals



