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RN AV sy 7 FolHHE RV LHFERToEEERAVERBLETT
NMBETLRD (HF 29).
(2) b2 1 HOTomEERVIEMRALRERBR P EBT A2 b3l & E
RRINhs.

3.2.2 B - T in vivo o EHEBBRROBREERE T 20

B Lo SRBRTR L, BRI O B (weight of evidence) ZEE L B AR
PG S RATMOAHRBERE £ A0, FORRICIT T ARERSLETH
H. ABREOBRERIIEEE LIRTLEEXSD. S, TOBRIE, EORA
THRTE 2HBEMECOVWTOENESLE FPEOBRBEOBEVWESDOIFRD 5WILE
DI OBET AERICES RETHB. T ORIICHE, BIRSh L RBREOEF
BLOERICOVWTORFRLEELSLUERD D (1 30).

3.3 A% =X ARG -

AB =R LHFREBAFRRBRICBWTEBEE RO LES, TORPIELT
LIELHARACTHY, b h~0) X7 FMCET3HRERD. Ah =X AFED
HEYERZ OHEL, BEESICBASEECENELONABERBROKEK L -
TRAZS. HEMBEONAFIERBROEREEE OBEMEE, “hbdAH =X
AHRCBWCHHT <X Ths. UFELOfEbHT5.

3.3.1 #fa L < DOE{L

FERATEET HHEBIC2WT, RV E{LEBEBER, HBEPNHD
W B E A AW THRE T LA TE 5. BRICE, 7R MR, HiaH
FEEYE, oML RE MR ERE (Gntercellular communication) @2 {k 7 &




oW COE BRI EET X BEbH 5.

3.3.2 AAERAIE ,
R AV TRES BB b LB, B R L LCHUTO
LORBITERS.

(1) mEEhDALTEE FI2ETIT4, TSH, 7uZs 75}

(2) FERF

3) a2V oLy hE I ~ORKE

(4) AALEREE RIS 15 -

B 2 0E, FAE L RBEOEBICH LTI, RAEr REEE DR < L bESHT
KHEORBEERETAZLIELY, TORMERTETHLEHTED.

333meﬁr PR BR D M 5 6 | 4

MRS EEEERROEADEI BV TRIETH > ME N5 ABEERR T
BiEIc 72 ), EREBMEORRNRA A D =X AOEERFAHSRBAICE, HOR
BEEERBROBMBLERL- L bh5. BMRRICIL, in vitro RBORMITE
CpEErEri), EEREOENBECR T b EEEEEELHNT 5 in
vivo Eﬁﬁﬁ#?ﬂ\a Fhd (Hlz2iE, DNA BEESLEERE, 2P KA FF 20 7k,
M ABGFICBT ALROERS). '

3.3.4 RERFEOILX _
WRMEOBREERTBFEH LM T 0, RERFEO LRI HEEEND
BAELHD. B, MROREOREECHREROBBELOBELREZRERT I
b@%%ﬁ®EM#aiﬂ%

'4¢bﬁ@@¥ﬁ :
Hoﬁﬁkhﬁ%Eﬁmwmhﬁﬁm B 155 00 36 Ak 5 FE R0 %% AR R, t%&ﬁo
BRI BT AEMBIEOLE, BEICToWETORBANE & MET S HEH
KON T DEEAEBONS LD RHEBOHRD 5 VIEA B =X LB ECFET
RETHD. ,
t%@%%m%%antﬁ%m FORBRZBOBZEHRMIAT-FTRESER
, BAEMLRZABRMOEERE (weight ofev1dence) WWESEMmO—PLE LT
%xéﬂﬁfﬁé




TE 1

Ty bR RERVWIBARERBROZNENLBREO LS CFEMIcHFS LT
WD, FET v bBANWEYU AL EOLERWAIERE POWAREY 27
TEAAY MIHERERE RS ZEERLRVWRHD, 6 [HE - S4B ORAER
BlIcESWTHREFENE., 25 OFET International Agency for Research on
Cancer (IARC), the U.S.Food and Drug Administration (FDA), the U.S.
Physicians' Desk Reference, HARIETHRW =, the EU European Medicines
Evaluation Agency (Committee for Proprietary Medicinal Products ; CPMP) 1
X T* UK Centre for Medicines Research {Z XV T 7.

2

BAFERBROBNEESBICE W THARBEOFEZH LI ICL, b T
YR EFMTAHAETHS. A RERNBE, FERR, HD2VEE FOT—
Fla¥hrbb MBI APARENBREINIGAEITE, BARERBRELELR
A9, FothErBHOABARERRS, BEFOHFGOBYELREMICHIE > TRA
IR END LR TFERENRIEEFHZ OO TCHELANTERL, ZhbOHER
OFE & FEROMBE, B LVESEERRES, 2B EL M T 5SS
THURLOITbR T, £k, Zhb DR, FREFEEDEIC L EESR
A OWCEHEOEMER 2SN UAMLERE SN T, BEEFERBL MU
AXRT 4T A, AB=XAREBR EOREL, BIETE, AR CoZaMERm
KEWTHRHEHEBENTVWS., ZhLBMHT —F ARV RERREER T
b*@?ﬁ*%ﬂéﬂlﬂ‘ﬁﬁ‘é i chal, RBRETE P TOREMICEES ST THERT
LD BEETHD. M AL i:ﬁﬁﬁi%)‘t&ﬁ#?ﬂ&%?ﬁ?%%%&@"éﬁ&b =

?oH Hﬁéﬁ’&ﬁ)'& BARMEFTMT S @J%%Hﬂ‘éﬁzﬂi:ﬁﬁﬁ>60)f b
Jé\gkiﬁot WOHLEBINLERETHS.

(E%nufﬂ: %"’iﬁ[ﬁﬁi’f?\?/l' K7 A 2) T, Eﬁﬁf@{f%ﬂﬁrﬁm‘ HEELT6 w
ﬁ%éb‘ﬁi%ﬂli}ikbﬁ_é%/\%\_i?ﬁ*fuﬁ MBS ERSWTE R, £k, BA
BEABSINLAEHAE, HHEBN 6 » AR TH > THMNARERRELER
HBELholk. KETH, BLAZOEEBIZ O WTE P TEHEECHAV S LA
KE TORARERRBRIN TS, KE FDA K LIHIL, B 3 s AHD VI
FhU bbbl THWONAERBIAAFEERBRELETHD. EU T, E
HE A S E AR (the Rules Governing Medicinal Products in the European
Committee) THRARMERBRIERINLIBAEETHEL TS, TOL52EEL
i, RYcbleo TRESh OGS, Tabbid LTRIKES v H, 50 IEH
K TH>THHERE RBEFEFNFAPUL CHHILRETHS.

T3
WHMEN3 » AL EINIEFERDESIL, 6 » HiTblcoTHWLRD Z &R




%U\kmj’)ﬂ% ICH TORETIT, 3 ﬁﬂﬁ”fﬁb‘%#’béi'Jfocl:ﬁtnuﬁ&‘%ll\t
TZEFITERh-TE.

TE 4 :
MRa R E e A5k (Cell Transformation Assay) D& 5 7p in vitro BBROT — &
X, bBEMOA 7 ) —= 7B WTHERERYE

* 5
EHED A REFRRIC %:@&Eﬁ%ﬁ%h?ﬁﬂ‘éﬁ“ci') R 7eE x J7
il & OMARERBMBRVWIRY, BEOCES, RHESARERBR CHERAT 88
LT v FET BN ONnD BHRELHRD S . o
() BEEROT—F - 2FEILOEHR
_ ICH ¢ k&iéﬁ%ﬁk@ﬁx&ﬁ&?&ﬁk@?%G MOWE T, BiEFEE, BHEE
- AR @J%@%ﬁ, %ﬁfrﬁm%“ioio\&@% BEHEWEE L RED, Eﬁ%f;b\ui%ﬁ
'ﬁwﬁm,ﬁhﬁﬁﬁﬁﬁ%ﬁ%ﬁbt%%*t@ﬁﬁ%ﬁﬂ%éﬂt.%%ﬁﬁ
THZ L DEBRFIB A LIIN, HERAPECEEICE LR o, '
%ﬁ ChAERBABHMR mu?wﬁbf%é
O EERICEHLAE, vV ACEESEA LI e+ -ofb L L TR
RRICR - EHM S HEEFIIZE AL RVE, w7 A0F — & IR2E
BRI OEEE (weight of evidence) 2 EET5E , BLIUOT - 2 Fi
BAUREEZ AT LIEBOREIRENY - T,
@ 1 HOBMMOLIRRALPLOhEERRDY L, [Ty k] OLEHD
Bix T=o20h) OLEHOBECH 2 FThy, BHMAREKT, v M2
R UREDLERAMBEERB L NLS. :
® MBI AT bORE L REC, ELR Lob\'co)gﬂﬁi_:rob\'c% o
HONEREFPRVCRERERT I EHBEMA ThoTo. < 7 AOFTMS,
EEHEMEDEICH LTRGBS RT L, SOV RY Y ARY —
7vay 7 TRY EFLhTWna. v v AOFERILTLLE PORSA
DAZICHEES D LHBLT, Lffbi_hiof_?r‘tﬂﬂf&§<ﬁfﬁ'é‘l‘$®%5§
EBRENTWS. : '
(2) AH =R LFFEOEREME
o HEEIC j;oﬁ'é%&-ﬁ{ﬁﬂri%g@%b>}uk§i H, ﬁ%kl(}ﬁﬁ’}ﬁﬁ;ﬁ% ela
TOBERFREENT &N T, HERSEFICENCHENEET S - & BHKT
Ha., EFEOAVALRFRCLY, FoWEETNVCHERMARIG L MTbhE
CAMEROHIEMERMTES LI RTINS, BOMBEREI SV TO
AN XD LY, ThEOMENRLIELITERTS. ML, Le7a—
OESTARPALUPEETHD LEORBEELR-TECWA. ZThbLO5R
ZEAYOBET vy FTREINTREY, sUAEFRAVWAILEHETHS.




(3) fREE R
O OREBEESDIE, Ty PRI ROWTRY, 2BARMERER RE Y
HTHDEXEDRRY, UL, B, EMHBIENFORGEPER S TE
TR, BICEUREICEDS P-450 74 YA AT 20 b2 ESRL T
WAH. INLOWMREOELAETRTHESy b FICRORTEBEL TS,
Lo T, P bk, (RE#ICEE53 2 P-450 74 VWA MMHONWTO
BEOHBRBTMICBWTEETHLBRY, AXXLAFRIZBOTY 7 AR KH
BT 2HEAZEREZLELT IR ARAVTH A .

(1) =Hm

o ZonEBIZBLT, e REHNWS AN = X LFENEENNE VI
B, KESOREBEXTH, B—BE»L O —HOR [ -CEMW FH
(microsurgery), W7 —7NVOFHA, HLVEGEFEEEMNFEORL TV A IED T
AR CHD. BhOEDCFBMERHZ LRI ERLRVIEENREL, vV A%
AA=ALMRICAHCABGERLIVEZL OBRLEIZRS.

(6) —FBLLEOBWIC X 5B o
MAEERATRERZ 08 - 28l in vivo THolEABRRI~ 7 RAEERT 5.
BAFEEZ —BULOESBICIVRRT LB, TLTIOZ EREEPS>EDE
EZ L0, BEHAARERRBICE, 2< 0856, 7y PPHVWHERATHASD.

(6) s

sk, AW =XA, RELAIVRFOBLOERIDL, Ty bEDbvURd
DWEFEOMDIFT > WEOF R MBI A U A7 M0 20 058 A RHERERICE
MRBEEbH0ED. O L5288 Y, S - PH i vive ToHARRR L
LT U XAEHNS 2 L REREND.

6 ,
ROBEOHEICIE, BERE, FEH2 VIEKEAKCEALCHBCERS
BEENRGD. WRYE & FEE Y EKICIBALTRET 25410, 85 1R
o, B SERE S L R IS R AR SRR 3 » AMIE 1 EME, 20
%iT3 A IEMEAMEL, SRDEERELEH TS, 2k, RBEGITE L
OSBRI BRI E o R, £EMER K OV A FTRR AR TR 0 B R E &
BT 5

B 7

EELUNADOREI XARTED, BEMBET v FCIE 24 2 B, vV ABLWY
INAAF—TIL 18 # AOREATH0%LINTHAZ EHREE L.

SEAER Y EMNBEEOSOEVNTRI—FILB W TRBEETEYR 75%I
RSB alik, FOBATEOMOEFEHEZERZL, RBREETT5.




=8 : : |
WFEROBIBWTS, B0 10%M ER, £ XRHAE LoMEcEbhL
WIZ L. LSBT, HERMEPCEEBNCENOME - 2B AS RV S
I, BEXIEBEREINEDRENLETH S, ‘

ne o |
BB, 2MORE « MERIC > THFS .

£ 10

FHEARFORER, KOBE - MBI SOWTITS. ) _
B, FLIR, V380, WEEIR, BE, X KBE (B2 ES.), Wik,
R[E, Mk IOREX, Ol HPRBRBICLEEMME, & &8, 8B8L0+

ZARRR, bRE, RBB, NTER, BB, MRER, B, BN, Bk, BE, R,

WL BRNL, TR, M, IRBR, MM, FaEME, B TP IR CHREME MR
LN RE - HiE

* 11
EEEREZORSEICEL CH, HERLALEALEBELL BTHRAFRE) OFELD

ez A UERDS. &

= 12

&Pl oVT, FREMBERRERT S T LHTTOB & 5.

B 13 - o

BEICBWVWT, b FOERRICBT 2B ARERRO SR EOBIELER, £E
DOEFLEBEATCHT L —FLT W ok, BABLICEU T, AEHTFEKEE
W, FHIBEOER, BR 1 ARAEEEREAPEECEE (FEHE OB
58(mg/kg) T 100 fELLE) RARBSHTWE. L, XETHE, BEMC, MTD
KEABERBROLBERESN TR, —F, BETERKEISE - BHRE 65
BTEAEELLTCAVLATE .

14 . .
BUFIRT O, BKiitE (MTD) OBBICA SR 5B -5 < 0 L W
DEBEEILNG. - | '
*E (U8 Intérageﬁcy Staff Group on Carcinogens) TiX MTD 2% D L 5 I
EELC W, THE, #BSRTWSERERE, AAFMEREOR SRR AL
HADERICL > TEBOEE2HEMNE LSBT 52 LR, BEREENE
BENBFSICEVETHE L SNTNS. Z OB, RATE (MTD) & Fikh,




HAMEERER GEE 3 » AR KW T, £ LTHMER, S0 TRICRES
mm%mkgowf&méné.Mﬂ)f@,ﬁ%@%ﬁ%@ﬁﬁﬁﬁﬁ%bw%
I X SBRENELEE TR LR, W, BB oWRhEORE,
7 Bl o D AR A mﬁmbfm%%MTw%%%¢&& KEILTHEAELRW. )

TMTD X, %400k, #HAanFEERRTHS I EERMNE, +4bbh, 10%
UEOWESMIpH&EZ SRVEROAECESWTRESH TV, BT OHF
HRE OPRNVEMRABRICHT LM T, LY EFHBOEHENRFRICE SN
7= MTD @ROWGBE PRI Tv5. BiE, 3, FEB I CWRBER TR
PHAMECHEETHS D, EBIVHEEREOELS LTI MEFY, &, BARL
FHREHOTELRELLFRARBIE CH S (Environmental Health Perspectives
vol.67, pp.201-281, 1986). |

HATEROLICHES LTV,

MRAFSRRCBT 2E®AER, FEBRICBT 5 3REIZLE 10% MR
FEEEMODEIZE FEY, PEICLIECHIZ L, o, —RRETRED
RICEEERETLIHELVWELENHDRVWEELET L. ) (EERBEERBRET NS
A ) :

EU (CPMP) TR X 5 ITHE LTz,

(e R BEEREEER, AL 10%FEENNECHEES, HOIVITEE
BREVBSESELZETLIRE I RS THD. ENRSSETEBRZANTEBREEESD
BRELT, ZLUTREMIIDREZNEE LTRSS, ] (Rules Governing
Medicinal Products in the European Community, VOL. 111, 1987)

7 15 .
IOESFEREOLLFEFERTIBRICE, ERNRBREAA T =X ANE
BERTEEBAINTWENWZI 2R B LT by, 260, B FOEDRN
Y AT EFRETEOR, ToEEE2AVA I EPEBEATHERELRVHETHS
B, THRICEBTHEBRARLLZ 2R BT A THSL. Lieh-T, #HRHE
’m%?é%g®mﬁ¢%ﬁ%%ﬁLR7%wé’km D AR A L0 @8
CEHETAEDKEETHLIN, TOFFOHELEILT, Thhrbbe FTDY
27%ﬁm?%twwﬁﬁ®ﬁ&%@#Lﬁﬁézgmﬁé LMo T, KIA
NIAVIBIDLD hRECEHERDITFONA FFA LV THHI LMD, LWV
ARBLNLBRICE, BEO-MERTTH- L bEETHS &7 BEE LTV S.
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AEFRERBICHTS2ZOMOEEFHIIUTOLEY Thb.
(1 & - /—EldT, ERCEFT L6 BT comWelns Z EREEL
AN




(2) B MERER 2 lc T, 1 BE10 B E 5. N

GN%%&W-%%%&KOmT,3&%uk®ﬁ%ﬁ%ﬁﬁf5&k%m;%

 RBREEL. ' -

() BEEIR 3 p AREKERSY, BEASHEYEIEREDEO LI ERY
EOHBEITE, BELENBORE2ET 284005,

(5) MEFWE : EROSHICHWT, —BREXEBIBEL, AELE 1 EUL
HIZET 5. FEHIC DO TIE O, AFHNIC SO TS E T BB
L, BE - MEBOWRKERET) . 2k, WRTEESBD bLLBE -
WA OV, WEMARTEORESTY.

% 17
halla Rl = %e@éfoﬁﬁ_owf ﬁ%@fﬂ?4~W%ﬁm5 b EE
%Ltw.mbﬁ%ﬁﬁhmwBhé%ﬁ%&ﬁ%kow(ﬁmém%fha

T+ 18

ICH 1 o5 0T, B3Rk o5 H %51, #hﬁ&ﬁ%@ﬁ%%@ﬁ MTD L4k

OWMOEFE M T 5 LIC/RBLE. T o 0RETNRBEORBZWREE

REBEEFNRBEECESLOTH LA, MTD B cEREELFERTEZ LT

L CRENRAERBLOR TR, T 0%, ICHESEFEMEEES L —
TTHAAFRERBROBEAERIUCIRL, MTD £28HICESWEHEL LTHER
L, L THERT 2 LIzaE L.

* 19

ICHEBWT, BARERBROGHAEREL LT MBI 5 AUC OfifE A%
UNERETT LD, MTD CTEBIN, L FBIUVTFHwED AUC OB AT

BLEWHBRFENT —F0b2BEEMORARERRICONT, vkuxAﬁ74
TR R T bR,

MTD CHH & h i [E3E R 05 A FHERRD > b, 7/bki@t&rﬁﬂﬁﬁ
MEIEEHT — 4 BELRELOIX 35 FThY, ThbOR 1/3 13MRNE LR
BB 1 H50VEENRUTC, o 1/3 i1 56 10 o Th - .
%ﬁﬁﬁﬁé%’ﬂiﬁtﬁ, B AEE [y b mgkeg , B b meg/kg Maximum Daily
Recommended Dose (MRD, BEFR& A 1 A &)] BIUCHEREHRICAREL-HERL

{7 v b :mg/m2MTD, v F:mg/m?MRD) OMEME2 FROF—2 -2 % B0
THRIFLEEZ S, MAWESBREIE, EEYAD L) LAREREY- ) THREL

FEMBREREIELE., S0 FDA 7—#<X—2C, 123 OB 2\ TRH

MOFECTH~ LS, AWy RECET 2EEORBERA BT,
7 R R 1 BTSN ESIRERENL (AUCH) 2RET IR, +okis
AR TEDZ L, v MNCHT A0S D WIEERVOH 5P AFEEDE SR




TEDLE, ELTEYRHAOLAY CERTEIREL LRI I >BEESHL.
Eheat AR AREREDOLVWIEIRNDOH DAY ERETATZDD%
2 RET 2701, Zy PTRABERBED IARCOZ 521 & 2A OERL
COWTRELOIWVITIHELRESH LE., 72 EF o0 TiE, vy bebe b
T2+ hERERENT 28 HY, HEaNSFRELR LR EDL 15 T
b, Zy PeHWIRARERBRCHBEFTRZGE O EHEINT. T b
EFROEPARERBR CEBME LFMIt, IARC TZF A 1 & 2A 5B ShE
14 OEFEROITE AL, BITCETIEBEBRENT - Babolk. Zhb
DERS T, REEMELL D OABLENOSYREICRM L, BT ORK
B, To8RACBTARKREOEEAZIORELDN 10 Ho0iEhltbhiL,
INHLOEEROBPAREEHERBTES:EL M.

LROFMOBR, SHESRROBICAR CTEIEDHRPNRBIELLT, &
NEEFBRFELE L T2 MBESHLE. JOfHE, FDAF - -2t shk
LB ORK 2% ICBVCERENTHEY, & Mo+ 2 B ABEEAED D H 50 ik
BoobHERN (IARC @ 1, 2A) #BHTHZENRFART, ¥t all
ERLTCWA. BHERAUCKE LT25EHWVWIEFRU ETRB SN ZIEER
i, WEICMTDIC L AP ARMERBBER I NTEEERD D L T5% L HICYH 5.

20
TomED AUC CREPOTn 7 —iE, HanEERBEL 5 VWITHEEHN
HEBO—HLL TIPS fﬁ”ﬁﬂtfﬁ'@@%%%ﬁﬁﬁ@ﬁ%m%% LN ERS.

21 .
o WEO AUC i, BERESHERDEOEMEEEHLEEIC L X 5%,
BE, PROBMEROCRDLND.

¥ 22 : . -
FolEBLOe boREREMBEOMEIREBIUOBELBNTHED
S FHETHEENEZRETHD.

i 23

HETHIE, B brBIGT-HBET i vivo BT30S E ML
TESZEREE LY. LML, invive TOBEBARNRET —# B2 0WHETH, in
vitro (RHT — % (P2 iE, FATA APHBEOI 2 0y — AEK) NEHYHER
DAMOBELMEZ R THRBEE 2 VELIZ DS

TE 24
JEREA R A o viveo CHIETAORKOREVWHETH LN, FELERVL




T RBE Y O in vitro F LN FEERE (n vivo KB AT-oEEEE D _
My EEGHYS) HEKSEHO AUC ##TT 5 LRI TEATHAD .
ERBEOF - HET, HicF o R BEREVESY, FU s BERELEL

TEMOFBEET7F 7 a B PLVITF-EHETREWESR LI, BWoRn

WREOUBRTL IV, XV S REREL, FHET T2 ¥ a v BT > WELY
ERCREVEAE, &2 ERGENORECLET SEThHS.

7 25

EFTORERET - IT, BERRED D VIZREOERDBEENE=F Y
FILIVBLNG. BERCAEAEN COER R WAEEEEETETH5.
BERA 1 BREATHZSE, KPEBENT — & 2B 570010, RIER, BIE
THIFT SRR R T AR AV ESETHS.

¥ 26

BEE 900 OBARERRI LS FDA OBARET — % ~— A Tlx, 1000
mgkeg UEORAEBLFAEL LERBIPBLE 20 Eah T, Zhb0EER
DH B, 10 RRIIBAFEREETh o7, ThbO 7 RBETHE 1000 mg/kg U
ECoRBECHo, ZTAb LY, BRAELE 1000mg/kg & LHa, BARME
MEERRECERVEAREERDL LG, PAFRERBROZDORAEIT 1500
mgkg & T _ECHD.

* 27

EIRR DS IERRERED 25 HL LORBCORT - HEIC A A FEREL R LT
b, FREE MCHLTHORBEARERALY A7 ZFETELOTHANT &5 ICH
KEBWTHCEEEShTHS, | .
FolHEeir FOLEBRBEROLEIT, meg/ke XD mg/m2imESWEBEI L
WEBLEFALIVETNTHLD (19, LEX-oT, BERBERBARERBRD.
EHELIVAAECLED mpm2 BE T 25 BES RThiERL Ry, HFEo 67
((6.6)) 117 v FOHEEL mekg 75 me/m? ICHMET DI, ElRE 40 1
b hOMEEY me/kg 10 mgm? i ERT HDCERSNS. Thibb, kM
CHF AT WED 25 FORYBRBEEL, mg/m2METH 25 ETHY, myke
BE TR & 150 f% (150 =25 X40/6.5) L7725 . L7 o T, lHRH &2 10 mg/kg/
HLLF (39 500mg/man/BELT) OBFEICE, 7y P CHEHEE LT 1500 mg/kg/
CBERAVWTEBREYERTAIZENEREIND. .

* 28
1 FEoEH - ’ZIJ_,EJH in vive T o EHEAE, EHAAEERED W ITESEER
BRORSFOMORBERGRELS, FOEELRIF BELIICE MHLTHEARMEE




ATBIENTRENEFEIE, BEIOBARERBIIHTLLSLER N Bbh
5. '

E 29

BE, W OPORBRIELC ST, BARMEFTMICST 2H AT 36788
EDLHN TS, —REICE, ThboORBREL, b MIAETE, b et s
UAZSIBICIEATEDEEZALR TV ARBARA DXL E S RETHD.
EHIIT, ZThoREAPARERRZMATL, 2o, PARERBRALBLNLSL Z
EWTERVHFLNEREZ V0T boThiThiEolewn. £, 8, g

ERCPARMERFMICB T 5 2N ARFEIZ OV THERShRghile bl

CHhbOEREZHBLETRENLRBIEZUTIERYT. ThboRBRELSHBROFER
WEDERESNDARERD D,

(1) FoEEsAVEfovm—ay - PRE— 8 VEFA - FRARDE
(BLUBPIALEHRYEH) 2RBETHOLOT vy b = T—g
Tae—a VEFVE, A =vn—F—% R, T0%, BRYE L EH
MEETSH. bI—2DLBHRENATTNNL, RS BEOA = m—F
—HHREL, RNTHERDEH sy AMRETS. '

(2) pb3+/- RBEF N, Tg ACEFT N, TgrasH2 =571, XPAXRBEFTAELE
PN OO IR oy 7w AORK.

(3) FraEE T - thimiE.

% 30

BM in vive RBEEATBES, MKW HE 29 ORBEICH TIXE D in vive
RBRENBE D> L LThH, FRFRLNOEERICN L TETORBRESLTLL
LRSI LTWA SRRV LTOERIX, #ORBRNEHE E LTEESh,
RENDHAEHHEDOPTH 2. '

Q)ﬁbﬁﬁﬁﬁ%%ﬂ%%ﬂ&wﬁﬁ&%bwﬁﬁ(ﬁ%&@%%@UX?ﬁ
) #EBhBZ &,

(2) *OEEHLEE (BE, HHAI=XL) @OV TORERO DN B E M
NHEPABMBICET RMICEZ OGRS Z . Zhici, fl 2 BEEE,
MM, Yoe—2 —{EH, HbHVRZFEENTHEARESEZH
5. -

(3) MASNABHET MCBT 2 WRHEORED, v MCHT2RERALY A

7 DFMICEEEYE X DPENERNTH L.

4@ v FCTORECREIBDNREFLVLEFBRESTRERECCHD Z L.
B) BA S 2EYETARERBENICR L TESMICHIEIN A2 &, Bk

W T 2B AURMEEBRETSEZOOH L in vivo RBRIEOERICHZ - T

I, FORBRIBCIVHEFOBRMOEEE (weight of evidence) HZE L7




BOFAMATENE 5 PERHFNTLEBEETHS. %< OEBRAGTZES,
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S3A : Notes for Guidance on Toxicokinetics. The assessment of Systemic
BExposure in Toxicity Studies
S3B : Guidance on Repeat-Dose Tissue Distribution Studies

S6 : Preclinical Testing of Biotechnology-derived Pharmaceuticals




