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AR, RERICERER L7 @H o invivo 4B AR BR O R & LT e T
n—F L b, WEVEMERRZ LI UEREIL, in vivo AN A FMERER LA A D
H T SN HEA TN T, AERARENEY A7 FHMIICEY] THh 5, HBirE
FEIZEY, _XTO invivo AFEBEFEERBRZ BT D52 L1 TE 20V, in
vivo CTORFLIARENY 2 AW TSR B BV 2 BT 2 Z L IXABETh 5
(3321 #i) . RAEWREBREKI CHEHAT L2550 TV 20 o0t EE
11.35 Hilo/R Lz, B0, @EOT 7u—F TliL., F 0%z A5k
MEMENDZ END DD, EHGRE, B, EHET R E2BEICANTSGA.
RIUZ Z o TUIMREIZ LV ZL DIFRBIBELNL Z b H D,

EFD U A7 Z @l % 72 D O G RIREBRERIK IZ W T, OB L HAAT Z & 28
TRINDNE I X, EEOEENM, BEEMAORE, FEDOIRERRIZKT
LR DR R DRI 72 & Off 2 R BERIC L > THRE SN D, BAEBMEICKT S
SHER B D WITEW PR BN EE 2B EFHE 0D,

KITA KT A NTFFEORBRIEZ RS 20 Tidz < Ml S RA~O R
HIVHBRD . FBRE ORI BT 2 AR 2R 4 (11.3.261) .
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RBEOEY) 72 I, HARERIEOEHEM: ) O in vivo A2 558 A T MR BR D
RIHT D THMEZEET L LREETH L, B RIEOFEE LT (FE 3)
ZRURETIHE T 2 BICRB WL R TRE 2 bR < 2 LSBT D 15 2 1
BEITRT, —HEORBRIE TS &0 TR A B S RTREE S B D,

Az Lo Tk, WEIEE AWz 1oL B EFD ik & A Emeil &2 L7 Uk
ERAE DY, EOT — X ZRBREIEICFIHT 2 2 E L AEETH D, HERERIKIC
FAANDMRBRIEILTNT, BT HHEHTEX D EHB L5 - /B (BLF,
FEHOE ) ICHET 2 EEMEEZMHRET XX THD (95 Hi) . VAZFHEEZ B
ELTREEEZE T DB FFIZMoY— REFRD e WiEE) ik, KA
E LT GLP FCETRETHD, EHOER (HESK) L LTI TOr
—AMBZOLNDN, ZHUHIZREIND DD TITR

a. 1135 HiovFVAITHAH o, |- BEBEEZFMT 5 ETORED
BRSO —EIC R H SN B 5E

b. 333H THEALNTND K DT, AlBREZIEH T 556

c. 1EOEMWREZ =457 (enhanced) pEFD ik & OfAADEIZEBW
T, 1oEmEEZ T 256

d. EFDICX T 2AFEMAZRET 5. &5 WIXEERERIC B\ CTRRED 727
RNEONTE BRI PN EEEZRM T 5o e T v X (BEEYFIC
B D EAR R AN T DEAY . Bis T8 6 D&
B, 772277 [ RE) BELoNEE

e. HEFIZHWONIRBREMFEIZINT, B8t (& =7y N F 75—
7y bEME) O, B TORSRERITE N TORERIZEL QW
B, REIETIEE D @mOIRE T CIHMi T 256

f. IRNEGHZRO L D ICe b TORIFEENE (IF - JRIRRES2V) 55

F 7o, WA MR LIVEENOE LA ERIZ. 2 TO invivo FERR R SR K&
OFERFRBRAE & & DI, AWM A ZFHMET e —Fo—5 L L THWLILD
REXTHhHD (7THi. VAZFHMEOFAIZR) |

3.3.2.2 In vitro & OFEFYLIR DR EF &R

AKHA RTA D TETY A7 GO BRI HOWCTORT X 9z, ARk
AR T ABRICIIRBEREA2ZET I ENEETHD, 2T invitro H5H W
ILFE LA W ZRBRICbEH SN D, U A ZFHIICHV B 5 3ysEnhe X
T A —H %, EFD il ANSEHE & A7z invivo TOBRBEIRE & OE T, RBRiED M
FPEDN ED X D ICHER ST Ko TR F D | EHELD 72D I S DR A3
EHINTOWNIEZENEZBET S, FlZIX, invitro iR CEMENEO Hiv7en-o
B DI & . RERIE OB MR IC B T A EEORFICEA L, B o
Coax & HHET 22 LT, & FTORERNY 27 Z5HMiiT 2 Z &3 TE 5,
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333 REMNRBREBIEO—ERL LTinvivoRBREZEMT 27 un—F

# 3-11%. EFD AR O Ik 2 E ] 3 2 BRIC, dER vTEEZ2 22 (Woman of Child-
Bearing Potential: WOCBP) # EfIRiBRIZHA Z /o0 D7 7o —F 2 L2 b
DTHDH, ZOT7 7 a—F L 2FED EFD ARERDSME & S35 EH S OBF I
HEhs,

T —FO 1Oi%, 2HOEWFED 5B 1 FE AW TILFER pEFD R 2 I i
T5ZETHDH, ZO%E. pEFD R (ICHM3(R2)) 1 GLP T CTHfEd & T
B, IR —EEH -0 6 PES 8 LU RICHIP L, BIEEKRREEE D
HRETH D,

#£3-1 20 TO EFD Kk 2 M+ 272007 7' u—F

PR A 7 —
e | FIRBOUANIEC | SENOOREN % ©
. o | WOCBP flASAZ LM | WOCBPMAARIE | w6
77 Wgﬁ;?ﬁ IO (5 T A alb SUBR> | MERIIR (B IMIakER | UK R
HAF)b D)
A B OEWETO EFD (577 pEFD FH_OEMWETO REEDEHE, H—D
AR + R L 7 R EFD AStH B FiC O EFD Ak
% — O EWYFE T D pEFD + - . e -
B o ’ ) HOBWETO | REROBRS. H0
%*@%ﬂﬁﬁziﬂgﬁfpgD EFD A5 B¢ O EFD At
co ngﬁﬁf 2 FE OBIFRC O EFD A3t

ALk (RE 3 4 A) OIRBRIGE Z=5%1F 5 WOCBP £ K 150 4
bETOT Fu—F\ HHREZ BT 2 THEENPIR LN 5E (EfRsR) ] BNEEhbd

4 HIIE R O3\ MOV T ICH M3(R2) % 22 ]

CE 7 u—FIHURIZ oW TIL, iB% ePPND [ ZRLEIRFEAGEATE TICE S5 (ICH S6(R1NHZR)

34  HAERTROHASOREW N REOBERE (PPND) (29 % BRI

PPND iRBRD HAIL, BHESEEAL F CRHURICIEER L, HET H 5 WAL T o
M KOO EICKHTH2AFEHAZHRET 22 THS, ZoHMICEITSH
EERITERETHIHANH D Z LD, RORB IR T £ TiMEi+ 2
(FEAT— Cv B F) , PPND IZHEHEH WO A2EWFEITT v R TH DD,
M 5=y RARA v M EAETE T, thoBhfE LRI REETH 5,

%< DA, T E TICHEE Lot oRBRERNS, KilBrET VA 35720
(ZHEIREHRNAFTE L2 &0, P PPND i BRIZMETIT v, LavL
TG, AR ZBERLATSH D UITBEFLRFIC LI S 5 TERY PPND 3RBRIC X -
T, HERE, BR7T A DOl FR, HLHWVIHERDIRET — 20355
nNs>ztbd5,
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NHP O Z CaEli rlREZR FEFFHIT B L CiX. ePPND BRI X 0 [REN 72 HAEK R
MR FRECTH DM, HAERZRAE COMMAZE L CTRHMET 5 2 & IXBEN T
72\, ePPND O EfafEIE ICH S6(R1) ()& D Z L,

35 FrFvaxFxT4 7R (TK)

B XY axF 2T 47 A (TK) T—XOBSIINETHY . T—XOFAIC
ODNWTARLEDELFT TREINTWD, TKT—Z OIEICET 5 &R E 27
X ICHS3A I RENT WA

RN T 2P — FIZET 2 FERLCRHEN R T A2 R4 5 LTI
BRI DM E 2 ES 5 2 L DNEERE ﬁ%éobﬂbﬁﬁ%\tF%ﬁ%
BE~OIMFMIIIRERN TH D Z &6, IMEBITOMEIT@E L2 L shhu,

%< OEFRGITHLHFICWE N0, SOt FWT —203e hTDY A

7 FHEIC B W T, EOREOMIEE b ORI TH D, O OEMO AT
PR EE ORI E T BE LB L I, L L7 b AR O IREE X, BEAL
HRNCBIEZ SN DT L ZfIRT 5 ECTEMIT & 725,

4 RBRRDER
41 BEORBREWME

AEBREIE DS L 72 GA 1R, WALEAZMEH L uid 2oy, lE, o6
%@&Lfﬁ\i%%%@ﬁﬁ@%ﬁo#\&U%%&ﬁ@tw@ﬁMﬁ%%ﬂ
F57=80 M@ﬂrﬁ% WZHW B - BT 2 ENEE LY, fif
%#5@%@&%&% ZNRRE. AFHRE, TEREFRE K OWR - RIS TICEET 5
H R AR %LT+A %% ITHRETHD, WL, RN LD
AERH A MW T, REBRBGRE O, RE, HERENZIZR—Ch 8% H
WHRETHD, 207D, HERGRERIZEW TER D OMERA L8 2 H
VY, HEIZ W TR D&M 2 VWD Z E R E LV, 7272 L, NHP Z 7=
ePPND i IIHI4CTH Y | BIEBW DA ARG EDRH D,

AEBICHO BRI, IR ERAEEZEL T, @R LORRTREITHD
(111 #i, £ 9-1 28, BIR L7-8WREN, uT®%ﬁ$@ IBWTE FE KX
S HE7p DA%, BB EREOT — & 2R3 DRI DL ZE S~
EThHL (8., VAZFHMOFRIZ), LrLerb \Jm BTN TD
AIAIZEET A= RIRA YV RONRT A= %2 T LY 1 EoEmfEz HvwTd
RTEMATHE & VN 9 DT TIEAR W,

RIS & EREOF BAERHICEHE LT, B2 &N 2BRI28M0EEFHE L
LT, ROLEOIRLDONRH 5,

a. EPERELOREW 707 7 40 (B h TOEEZRHDIZHOWTO+5
IR A& e, ICHM3(R2) (1) 1R)
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b. SEELFROEER 2 BIMREATEEL L TV D28 5 h (RS 2 WIS EMED
RS T Th D L) RBR LBl CEIRh OV SRR 4y TSk LT
T TR BRAEZFF 0D E 9 D,

C. S DOHERERY 2 B BIH M DS BREVE TRRO LN 500 E D M,

B BB VER S F DA ICH S6(R1) Q) TEEMMCHB SN TV 5D L 91z,
SRPL A B e B FR ORI N I L 70 B

411  AEENHRTHE-OBHEL L THVWLNE T v b

7w M. EHAPOHEITRIC L MBI, ERELOBRRE IS D IR
TRz RIS 5 ECIRFR @7 — 2 BRI AIRETH D 2 L. SHITERT —4
WELSIFET L ZEREDHMAIZEY, —FMICKR S KBRS 28 TH
5o T, —fEMERBRICE T 2EMEIRIRO TiEEEx L & <0
A, Ty MIAEENRBICET 2B TH D,

4.1.2 EFDRBRCE_OBWEL LTHVWLNS U YX

EFDFBRIZIR > TiL, #ilsMIH 2 b 0D (U7 FUo0/BERPUALR Y, 413818
LN 42 iz | FEooEWREL LT, ETFomEN LI LIENELE IND,
TH XL, FoWETIIME TE R om b MEGTEMEWE O EICHSLHZ &
DAL TEY, B#HRE 5T —4%., 8O ANF LT S K OVSE A%
F AT, EF-oWlEE L CGEE EFDRERICHW OIS,

4.1.3 FEERAEOIEERA Y 7 F o D= OEifERIR

TYany "OFEIZE BT, U7 FUOEERRBRICHN LN BWREIT, U
7 F AR L CHRIERIG A RS R ER ST, @mE, VX, Ty PR
ANEH SN D, RENTIE, BN R OB (R O RE 72 &)
DNTFLET B ATREMEDN B 5 25, NHP O I DWW Tt i U 72 B il 73 3R ¢ &
RWBEAICIRARXTH D, VI F oW TIE, dF 1 EoEWmEs AV T4&
SR AE R A BT U+ Th B,

U7 F o OAFEFEAEERBRICE BAH SN 2EMEIT Y X TH L3, hoH)
PHLFIMATRETH D, b b LRI, ERBETIIREBERGUAD R Z T L7z
JRIRA~DBATIZR SN TWD 03, WHEIIIEIROEITICHE > THEINT 2, —RAIIC
GG A m R I WV B D OB TIE, IR AT L2 IR~ OBATICH
T oM IR R 5, 9 5 A A T MR O TR K& OB D U
DWTIR, BT 208 0 &) e HEDOR G /[ HICEE DV Tl 2 7R3~
TTHD,

NHP Z & O T H#EU REMET AN WA TH, UHF, 7y MXE~ U A%

AW A A B 2 95 2 & T, U7 F UMMy AN BT D1
FERY72 IR - R IRFEMEME PR TP O 2 2MEICB 4 2 BE RGO 5,
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42 Rl HERE ) E

ERITR UTc i@ O BREVIE 2 IV S8k Tl <, o FEE NS Z LR
WYREELH L, LIEZLITEET L6 LTE, v EFD slBRIZEY) T
BROWGEPRHT oD, ZOX DRI T, U A7 3/l Re 22t O ETE S 25
WE7 7 e —Fa2FE L THU,

R IRAEFEA T — I B RS OB LTI 2 LT, @EOHLien
2L OEFENAV LN TE -, REBESWREO@EEIMEIX, M« & R
RA v MEFET S 111ED0FE -1 ) |

ICH S6(R1) (QIT/RSNTWD X T, FRIAA FEHMIZIBVT NHP (22T
G AT ATFERMICH WD Z EIXARETH D, NHP O HIZ OV TIE, E3EM
DOFEIER D IE T 7038 A SOU IR MERF ISR B 2 AT T DG D IS AT, o 3EEE
FHIZ NHP OB EE) B FE Ch 25 Z MG T XE Th 5, A3
MY A7 FHIZ BT 5 NHP ORI A IR 2 BERIIMicb H 5 ((FEE1LL
HiB LV ICHS6(R1)ZIR) , 1Ky T/ S A A EIROFHMIEIC BT, 8 Tl
OISR 2 BT A e — Ny E T 2560, B FREEY NG
T—HELNDHEITIE. NHPOR DY IZthoEWFEZ W CTRET 5 Z &3
BETHY, YRR OEMY A7 25T 5720 DEREHD Z LR TE
% (A3HiB LU THIZR) |

ANA FEIEITE LTk, A AEERRZET 5 LT, WThoBfE T
LA — Y ZIHEA LWgEE. ICH S6(R1) (2) BL U432 icitili s T b
Eoiz, rulf— hoBEBRTSHESYOFHNEEIND (43282M) , £
FABERBRICHH2BMREICBNTA— Y e 7 R3REET, 7 74—7 > ME
HEFOSZELTHRINDIEX Y T IOV TIE, T RFITHHLL 72 < Tk
RBIRWGEND D,

AR R A B REA O 72 DI & D FLE A Wz invivo SRR O, HDH W
IXIBIT AALE ST E LT, RS DT ICBE T S E . FEEILE A
VN 7Zin vivo BRBR ST AR AR TN A TR S in vitro BRBR7e E BT e —F
LEZLND (THIOU A7 FOIRAIZR) |

43  FOMOEERR
43.1 REET T LB D

W ORREE T VEN AR R MR I IR SRV BB RATRR
A bbb, WEET VM ZE VR ERIT, EFREMrLELNZT —F Tl
MRz AT D56, &5 WITREEE T /VEMW LIS CIIERIR T OmBARIZE T
ERWIGEITRNL D, JHBE T VEMW 2 AT ARG AR Bt akER S U 2 7 FEf
Bl & LT, MBI WL ERG AT 556, R0 TF0WRIE T TOH
FHS L50. WRYWE OFKHIEEO - DICIEFEY CIERR > 7o R A2 E L D W]
REMEDR & D56 (RMFEFCRIMER L) RERH T END,
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bt h COREEZEZRICHET 28MET VIIHE LN LA L LT, A
REE 7 VEN 2 O T2 AR AR BB A I D BRI B B T R E BRIV <o
MWD, T, SEET I, FMELE D LA BET Y RARA » MIxL
THIFEMHEY 2L DO THLIRETH D, o, TOETNICEBIT HiRieAHE
@ﬁ%MQM%%%#Kﬁﬁéf%éot%f@ﬁ%%ﬁk@%ﬁﬁ WD HID
BETH, 7 — X OMPITIRELE -3 RERE < T, 2o HZRI
HHOTIEZ2W, B0 X2k L7 BT, RBoOETRZHE 2 T,
YT —F WU O RETH D, RBEOFMICEE L TiX, 77— O
BEEMIT L7202, 2EERZ5IHT 50, BRI PICERE2 RS2 & T
H 5,

e T VI & AR AL R O AGRER TV D 2 ST ATRETE AN, IEHEMW
TOEFEFREIK T 2/ FENEM 2B D 720 D2 7 7 D~—7’“<‘: LTHW
%Z &0)737%%% JRREET VIV O] & 2 OAEFEFR A EHRER O T A 1
OWTTEGIMEZ R T RETH D,

432 BEFEESHHEOY vS— M FOER

BIEFREEMROY e — b FOWnT Nz HWTS, ATHFREAEITRT 5 HAH
1@@@%@%&@?5 CIFFTRETH Y, THIC XKD U R 7 FHID 7280 OIF &

Boid, BlAE SEER PN ATER AT 28 FEM L BRI - T
é@f?l?pzh = E%nu#&’%éﬂtﬁﬂfﬁ (XL CTHEFERZSI S ETRERH D
CLEREMICHmMNIT D 2N TE D, LrLRnb, AFEEHOMENH D
FEEEo b b TOERIE GEAR) 1%, EEFERICEDLEMEN DTz E L
THEWRBRD S IT AR H 720,

BIR W T, WRETT VB OERSCEIE G O AT AT T A —F I
*THA =y NEOF T E—0y MEHZ LT 5 ETHRIHAFRETH
5o UiEETNE RO, EREERN MBS T 2 EER L BERICED
STWVDEDENIONTDIFEHRESED Z 3:75)’(%:\“%) e ‘E—T/Wi’ﬁiﬁﬁb EH
VT 4SSN T X =7y MERADRTREINDIGAITIE., BRMEHNTE S
MTwéﬁﬁﬁﬁﬁ(uF\%%ﬁﬁ%)%%%%TWTﬁﬁb\ﬁ/& s
cNeAT7 X =2y MERHOM G 3T & TH 5,

HE AL RBREEICB DT, BRER LS —7 y M2RRICT 5+
Oy IRTEME A R SR WAL, AR T~ DOBEN A BV & Rl 5 7
DIZ, FEX VT LTIy — Myt aH0DAZENARETHD, ur—
ST OFIRIE, FEEOIEBEEH Z RS, EMNICSHRR D b7 T AT T =
J NEFRFET D EIZETWD, 2R T 7 e —F 1%, NHP TOAHIEEZNIC
EHEOH 5 e MebitilE a5 O Tide <, AT 288 CHREPIIEHEOH 5
Yo — iR E WS Z LIS T 5,

PR PSS 2 IR E~OFFEEM D2 WEAIC S L IR B 2 ]
WTASERAEICHET 247 2 —7 v MEMZRH T 5 Z L NBETH 5,
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5 MERE. BREBBEEROREGRFVa—v

FAEHREICBWT, FEBAEENRBR CORERE N OHE 2y o — LT EE
R L /D, HEREIX., EBRICATRERHPE T, RIE COREGREE., 55,
FOEYEET 0 7 7 A Va2 EE L, b b & OMEIRREZE 2 CThrEfbd
RETH D,

AR AEFENRBR COMHERE, G A TV 2 — VRO GR&RKIL, AFrEER
HowHIEHR GEEIER, KERGEME, EpEine TK, HERERR2g L)
IZEDSNWTERIRL, TORWERERTNETHDL, HEERIROFANCES 5 A
Z v A%, ICH M3(R2) Q&A (1)K OV ICH SB6(R1) QIiZ~EnTHY, 2 THOATF
AlREe T —Z ZIEHTREThH D5, HEEMIL, RO TE . FARA M
THHERICBERPB NI D L) ICERIRT R&ETH D, RO WM TE
fE U7o g 5l S U L HE 2 O, 28 @ EIcB 3 5 4554
@m/F%4/F«®ﬁf%%@%Mﬁ#é EWRHEREL 2D T OHED
T&E 5, BRI T 2 AFEESCEYERE TK IZET 2+ ERPAFTE
ROVGAEIZIE, WU T A SRR A FE T 5 2 EDREE L,

RIS BT A V2 —iE, U X7 G BRI 7 1 7 7 A AT
WL HZ %, BEIXe N TOREEHE & FRRICTIVUI TS THDLR, LT L
ZOTRWEALH D, MK TOREREICK LTIV EURREEN GO D
ThHiUE, TVEWVEE (1 H 2HAY) . HANVTEVIRWEE TCORE X7
Va— AN GEbH b, LVEVEEOERER Y a— AR TREINSY
A EENRERE RBROa VAT 4 7 A BY~DRA ML RRE) B2EE T
xTho,

b N OATEREAETFME D A7 ZEUNIFHEY 5 BT, AR EMERBR T OB G
I, WHE e b TOTFER MR & R ?N%Tﬁéoiﬁ%iﬁﬁﬁﬁmk

b\‘(/\ﬁ’ﬂz% B ORWEE . HDHW il%ﬁ% iﬁ“éf@:ﬁ . ERARIRER
(23 U CTES IR O RS IRER L DR WEE T, %'J@TQ’%L&E&%*%J?
A%T%é %%ﬁ%&%ki@é%%%@%?éﬁA I, —EERHIC

WT, ZOHEYMEZRT~NETH D, t%f@ﬁ®&5ﬁ%ﬂ%ﬁéﬂéﬁA
IE. ERIR AR C ORI IRE I L THo R BEHREN T LN DD ThHIUL
YZEWAEICREE LTI — @&5&%T+ >TH D,

G A TR CHIEIM ORI T 26 TH-ThH, T LHHEREIZE
mfﬂ%%%%ﬁ%#é%%@&m LALLM G, IRFEEICHKSS Y RERA
Y N EHEREORILE 3 2855121% (5.1.3 i), ﬂ%@%®TK#EET%@\
M &R EDERIZ, TK %éEﬁiﬁ)&%ﬂm%ﬁ%ﬂ\éiﬁ/\ %, KRR EM) ©
TK Z s L7 i U2 5720,

51 NAZFTF7uP—cHAEERLREZELETCOERMLICIET S AERE
A M RBRICRI TR ERED = RiRA v MI#EZ < H D, KHIT

BHrT 59T _XTOT RiRA v ME, BEBRT VA COBLALDITWT L Y] &
EZEz2 bbb, AR comAEIL, 5.1.1 §ib 5.1.6 Billid#H T s Lo, =
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RBRA P TOTHENLZEBNERLEISND LEESNIHETCRITNER O
W, EHER. ok (KEHE. TK, pEFD 72 &) OEmHETEEIN-Z
B, WUNCT A SNl TE LN BRICESVWTRESINDLIRE T
5,

LIRS = RARA  FEHW WA TH, sHERROEUTEIT T — A
NA T —ZATRTZENARETH 5,

5.1.1 BHIZESS =V FRA Vb

B AS S 2 FaRA & TR, SHEROBEMICKT 2 T EEOHEEE
THTLHZ L TRESND, BDROFEMEE T, HEBMIAEEEARHL OO,
TSN D EIREDEEN R EN 2N D L LTERSIND, FfT LT3
i SRR DIRESND@mHEOREERKR L LTHIUTRH T 65,

o KREOZR (KREHRMMED D WVIFXHREOHEN - Bd) , OFhp—iEtEo
RENE SUIREOZITEHNEOHEER L1352 720, KEELO
R S EIE, RBR CToR MR 2R L FZ BT & THY  WE
SNDH/NT A= EWRE, SR, AT D FEIEEEIC X o THEIR AR
AT HI2 %

o FEOENGERNE UNRSFERLY) o0 A AEERBROGHhICZ
B D X AW SRR RS (s E D Z21k)

o EEREKFIER  GRE R SEE-ORIEE 2 K
o EMEEAR G (FWivA, TEFLOBEINZ: &)
5.1.2  ADME ZESL £HBREOAFICET A= FARAL Vb

BHTXAZTETT 4 ORE L, BEHREORINZE > TEHEOEIMEZRT
ZEIFAFEETH D (ICHM3R2) (D), MIEHFIREN EH LaaWigaicix, H
BEHMSEL2EWITIFEA LR, KA RT74 0 TlE, EEOTEITHE
525 E BT, F—FLOREEENIZEAEHEIMLR2N L EEFKRT D
(HEZMEHELTH, BEEOHEMMPK 20%IC-EE 570 E),

5.1.3 BEEICESISzV FRRA b

t N COERHESEHE (Maximum Recommended Human Dose; MRHD) 1281} %
BREE BT DR ~— U 2R T 2 LIk, sHEOBUIMEE/RT Z LiXA]
R ThDH, RBREMHE CRIRIIKEEN CUIA 7% —7 > MER) ZFoESK
OGS (RS2 E) . B R TO AUC XU Cmax & 14012 LB 5 2 g 235
SENHDOTHNE, FHEREICEBWTIRERLHEU /2= RS NeT52
CIEHRETH D, TOHEREOT Fu—Fi,. b FERBREW TCOREY T 7
AVINVERNZIELL L T D RFICRIARRECTH 5, AW TZHIE FEHEIZ DUV CTIHARL
BRI RETHDH, B b TO MRHD IZBIT 2 2HBRTED 25 (F4 8 2 HBREN
THREINLZHETHE, #L CTAMBAFEERRICB T o AKHEE L)
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Tho (4 . HEEEZFOEAOEEICIE, W@, RERICESW T
B o, =, T Ty 7 imEREYR EGE. BEEIIRE Y OR
HIZBWTHERB LERRHIUE, £O@EYMEE2RT I TH D,

BIZHEDLS U RARA  FEHAWT, B NORNEMOZER 3 1oxt 3 5 EHK A
ERHET 5% 5. Y IEEEE R TEmEE D b b L REZ®RINT S 2 &
EHELET S, Ya s — hEHWSREBRIZE L, YERE ISV CE bl 2k
NFEEEEZ R THEZHR G T XETHD, s — My raHuzildBkiomx
<. %%%@EE%ﬁ%ﬁ%%ﬁ@%X@ﬁ7&~Eyk%%%ﬁ#é&%ﬁé
Na55EE1IC%, W ORBREMFEICEB T, B FTMRHD Z# 5 L7=KoD 25 %
%Ezéﬁ NI SN D HEZRE L, BIREMESERS 2 AV CRBR 2 e
REThHD,

=, Ve —= b oTaHNnLOTIER< 515488 2 5 UREE T O AR BREMHE
(SR T ERGETED 2 &0 2 BRIR AR R 3K 5 &2 O 2 523, 3805299
HEPFONLIHET TRBRZEM T2 Z LN TE L0, MEURA 7 Z—7 v |k
ERAPBE LT W SICRHETRETH D,

W OFRBREFE Tl S PIERANRO b, R X2 —7 ~ M BNKEMES
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FT2bD0ThHD, tMOBWIRIZE L CREYRFHZ RN & Th 5,

%95 T v NROTHXONE - JRIERAICHET BRBROT YA
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FERTRETH D, ICH XfEMWEY A MZHDILAEMIZONTIE, Hi% U A bR
(BHR) THWRIRL 725720, FONLETRV, BHRY /R~ BRIV 53R,
JFHIE LT GLP FCTEMIREILENTNDEZ EICEL T, RBEORES
ITHORETH D,

RIFVEIZ O T HEF L. YRR 1E O R N AT S Sl OB AHT & L
TINFETIMOBAFILBITR/RE SN TWENE S, FEHINLTWAEDT
HXE B L7000 ERRAERXTh 5,
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MEIRTRETHD (HEENFE L7 7 A0MOEHKIZEET 2 invivoikBRoO T
— B EFFoTNWDHRE) o £ 9712, (UEEDOEKIEMRICHW LS ICH kR

WE A MIE

#9-6 URIEDOERMEMRRICHW NS ICH T IRYE

EFNHIEYWDT — % D& 5w,

Positive Controls

Negative Controls

Category
Sotalol Hydrochlorothiazide
Almokalant Chlorthalidone
Diltiazem
Channel Modulator Topiramate

Trimethadione

Phenytoin (Diphenylhydantoin)

Carbamazepine

DNA Modifiers

Cyclophosphamide

Busulfan

Cisplatin

Thiotepa

Enzyme Modulator

Aspirin

Captopril

Saxagliptin

Enalapril

Vildagliptin

Methimazole (Thiamazole)

Progesterone

Hormone/Steroid

Dexamethasone

Fluticasone

Kinase Modulator

Afatinib

Ceritinib

Dabrafenib

Dasatinib

Ibrutinib

Pazopanib

Tacrolimus

Imatinib

Nucleoside Modulator/
Central metabolite
inhibitor

Cytarabine

5-Fluorouracil

Hydroxyurea

Methotrexate

Ribavirin

Teriflunomide

Warfarin

Other

Artesunate / amodiaquine

Amoxicillin

Clarithromycin

Clindamycin

Doxycycline

Cyclobenzaprine

Fluconazole

Erythromycin
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Category Positive Controls Negative Controls
Pomalidomide Sulfasalazine
Tafamidis
Telavancin
Thalidomide
Valproic acid
Cetirizine
Bosentan Cyproheptadine
Receptor Modulator Clobazam Doxylamine
Fingolimod Maraviroc
Plerixafor Metoclopramide
Sumatriptan Nizatidine
Secc;\r)lg dl\l/JIIegtsgpger Theophylline
Acitretin

Transcription Modulator

Isotretinoin (13-cis-retinoic acid)

Vismodegib

# 97 FOREDOBERMMRICHO OGNS ICHARYE Y X MZaEndbae

DT — X% D

Carbamazepine

Proposed Class: Other
CAS No.: 298-46-4
Structure:

AL

A

@) NH»
Rat NOAEL | Rat LOAEL Rabbit | o hbit LOAEL
NOAEL .
Dose Dose Rat Findings Dose Dose Rabbit Notes
AUC AUC AUC Findings
AUC
Cmax Cmax Cmax Cmax
250 mg/kg/day | 400 mg/kg 650 ma/kg [2] | NOAEL | 225 mg/kg/day |Dosed 225 | Carbamaz
Maternal toxicity| was not —450 epine
Fasted 200 Fasted 200 increased identified | Exposure data | mg/kg [1] 10,11-
mg/kg single | mg/kg single resorptions, available for 80 epoxide
PO dose: PO dose: increased mg/kg [5]: No metabolite
Cmax = 32.7 Cmax = 32.7 skeletal and Cmax =10.4  |malformati present
pg/mL [3] pg/mL [3] visceral pg/mL ons
(extrapolates to | (extrapolates | abnormalities (extrapolates to
41 pg/mL at | to 65 pg/mL | (4/119 offspring 29 pg/mL at 225 | Decreased
250 mg/kg ) at 400 showed cleft mg/kg ) numbers
mg/kg ) of fetuses,
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Rat NOAEL
Dose
AUC
Cmax

Rat LOAEL
Dose
AUC
Cmax

Rat Findings

Rabbit
NOAEL
Dose
AUC
Cmax

Rabbit LOAEL
Dose
AUC
Cmax

Rabbit
Findings

Notes

AUCo-241) =
32.8
mgemin/mL =
547 pgeh/mL
(extrapolates to
684 pgeh/mL at
250 mg/kg)

AUCo-24n) =
32.8
mgemin/mL =
547 pgeh/mL
(extrapolates
to 1094
pgeh/mL at
400 mg/kg)

palate, talipes, or
anophthalmos)

600 ma/kg [4]

increased
resorptions,
increased
skeletal and
visceral
abnormalities
(edema and
kinked tails)

400 mg/kg [1, 2,
4]
Reduced
maternal weight
gain;
increased
visceral
abnormalities;
abortions

250 ma/kg [1, 2
kinked ribs in

2/119 fetuses
(not considered a
TEFL finding)

AUC0.24n) = 94.8
pgeh/mL
(extrapolates to
267 pgeh/mL at
225 mg/kg)

increased
resorptions
inall
groups

Maternal
toxicity at
450 mg/kg

=

Published Pharm/tox review of NDA 16-608 (December 19, 1967), 16608/S-000 Part 02.

2. Equetro (carbamazepine) extended-release capsules Label, Carbamazepine FDA approval
package, Label 021710/S-011, S-012.
3. ShiL, Dang XL, Liu XY, Wei HM, Yang MM, Zhang Y. Effect of Sophora flavescens on the
pharmacokinetics of carbamazepine in rats. Arch Pharm Res. 2014;37:1617-23.
4. Vorhees CV, Acuff KD, Weisenburger WP, Minck DR. Teratogenicity of carbamazepine in rats.
Teratology. 1990;41:311-17.
5.  Koumaravelou K, Adithan C, Shashindran CH, Asad M, Abraham BK. Effect of honey on
carbamazepine kinetics in rabbits. Indian J Exp Biol. 2002;40(5):560-3
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FLUCONAZOLE

Proposed Class: Other
CAS No.: 86386-73-4

Structure:
I T 1O
A= <,
F
F
Rat NOAEL | Rat LOAEL Rat Findings Rabbit NOAEL | Rabbit LOAEL |Rabbi| Not
Dose Dose Dose Dose t es
AUC AUC AUC AUC Findi
Crmax Crnax Crmax Crmax ngs
50 mg/kg 80 mg/kg 80 —320 ma/kg [2, 3] <25 mg/kg 75mg/kg[2,3] | 75
Increased ma/kg
Following 20 20 mg/kg embryolethality and | 10 mg/kg single | 10 mg/kg single | Aborti
mg/kg single single oral fetal abnormalities oral dose: oral dose: ons
oral dose: dose: (wavy ribs, cleft Cmax =10.8 Cmax = 10.8
Cmax [2] =13.5] Cmx =135 palate, and abnormal pg/mL pg/mL
pg/mL pg/mL [3] cranio-facial (extrapolates to | (extrapolates to
(extrapolates | (extrapolates to ossification) 27 pg/mL at 25 | 81 pg/mL at 75
to 34 pg/mL at | 54 pg/mL at 80 mg/kg) mg/kg)
50 mg/kg) mg/kg) >25 mg/kg
Increases in fetal
AUC[1] =152 AUC =152 anatomical variants
pgehr/mL pgeh/mL [1] | (supernumerary ribs,
(extrapolates | (extrapolatesto | renal pelvis dilation)
to 380 608 pgeh/mL at and delays in
pugeh/mL at 50 | 80 mg/kg) ossification were
mg/kg) observed at 25 and 50

mg/kg and higher
doses

<10 ma/kg
No fetal effects

1. Humphrey MJ, Jevons S, Tarbit MH. Pharmacokinetic evaluation of UK-49,858, a metabolically
stable triazole antifungal drug, in animals and humans. Antimicrob Agents Chemother. 1985
Nov;28(5):648-53.

N

3. Diflucan (Fluconazole) FDA Prescribing Information

Published Pharm/tox review of NDA 20322 (June 30, 1994), Part 01

5-FLUOROURACIL

Proposed Class: Nucleoside modulator
CAS No.: 51-21-8
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Structure:

O
F
HN |
O N
H
Rat NOAEL Rat LOAEL | Rat Findings Rabbit Rabbit Rabbit Notes
Dose Dose NOAEL LOAEL Findings
AUC AUC Dose Dose
Cmax Cmax AUC AUC
Cmax Cmax
15 mg/kg single dose | 12 — 37 mg/kg |12 — 37 ma/kg Not 40 mg/kg SC | 40 ma/kg .
IP (Kuwagata) single IP dose (Chaube) determined, | GD12 (480 (DeSesso) SFU Is a.pro-
on GD11or 12 | Cleft palate | <40 mg/kg mg/m?) 2/5 females dr_ug.
(Chaube) and deformed died, with thymidylate
30 mg/kg , IP appendages PK: fetuses of _syn_thetas_e
(Zhang) 17 mg/kg single 20 mg/kg IV surviving inhibitor is
Crmax=7.74 ug/mL |dose IPon GD 9| >17 mg/kg (Kar) females SFdUMP
(extrapolates to 3.87 | (Kuwagata) (Kuwagata) Cmax = 427 exhibiting  |MW = 130.077
at 15 mg/kg ) micro- nmol/mL =55 | anomalies of g/mol
30 mg/kg , IP | anophthalmos pg/mL the limb in
AUC =11.66 (Zhang) , craniofacial (extrapolates | 85% of cases
pgeh/mL Cmax = 7.74 defects, to 110 at 40
(extrapolates to 5.83 pg/mL hydrocephaly, mg/kg)
at 15 mg/kg) (extrapolates to | brain hernia,
4.4 at17 edema; AUC = 2535
mg/kg ) embryolethalit nmol*min/mL
y at 30 mg/kg =55
AUC = 11.66 pug-h/mL
pgeh/mL >15 mg/kg (extrapolates
(extrapolates to | decreased to 11 at 40
6.6 at 17 mg/kg) | fetal weight mg/kg)
Chaube S, Murphy ML. The teratogenic effects of the recent drugs active in cancer chemotherapy. In:
Advances in Teratology. ed. DHM Woolham. Academic Press, New York. 1968
DeSesso, JM, Scialli AR, Goeringer GC. Teratology. 1995;51:172 (abstract)
Kar R, Cohen RA, Terem TM, Nahabedian MY, Wile AG. Pharmacokinetics of 5-fluorouracil in rabbits
in experimental regional chemotherapy. Cancer Res. 1986;46(9):4491-5.
Kuwagata M, Takashima H, Nagao T. A comparison of the in vivo and in vitro response of rat embryos to
5-fluorouracil. J Vet Med Sci. 1998;60(1):93-9.
Zhang C, Li G, Wang Y, Cui F, Zhang J, Huang Q. Preparation and characterization of 5-fluorouracil-
loaded PLLA-PEG/PEG nanoparticles by a novel supercritical CO2 technique. Int J Pharm. 2012;436(1-
2):272-81.
TOPIRAMATE

Proposed Class: Channel Modulator
CAS No.: 97240-79-4
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Structure:

NH5
Hac#\d,
&3{1
Rat NOAEL | Rat LOAEL Rat Rabbit Rabbit Rabbit Notes
Dose Dose Findings | NOAEL LOAEL Findings
AUC AUC Dose Dose
Crnax Crnax AUC AUC
Cmax Cmax
100 mg/kg 400 mg/kg >400 10 mg/kg 35 mg/kg >35 mg/kg In rats: maternal
ma/kg (FDA toxicity were
Exposure Exposure (FDA Exposure Exposure pharmtox y> 400
(FDA (FDA pharmtox (FDA (FDA review and/or Seenllit and
pharmtox pharmtox review pharmtox pharmtox | topamax label) mg/kg an
review) review) and/or review) review) Embryofetal mgtirnal _body
30 mg/kg, 30 mg/kg, topamax | 60 mg/kg, 60 mg/kg, mortality Welg tga|n>was
female SD, 8 | female SD, 8 label) | females, 14 | females, 14 increased at reduced /akt 2100
doses doses limb doses doses >35 mg/kg; mg/kg
Cmax =222 | Chax=22.2 defects Cmax = 39 Cmax = 39 Teratogenic In rabbits:
po/mL po/mL (ectrodact pg/mL pg/mL effects maternal
(extrapolates | (extrapolates yly, (extrapolates | (extrapolates (primarily toxicity
to 74 at 100 | to 296 pg/mL | micromeli | to 6.5at10 | to23at35 rib/vertebral | (decreased body
mg/kg) at 400 mg/kg) | a, and mg/kg) mg/kg) malformations) | weight gain,
amelia) | AUC =201 | AUC =201 | were observed | clinical signs,
AUC =268 | AUC =268 pgeh/mL pgeh/mL at 120 mg/kg and/or
pgeh/mL pgeh/mL  |>20 mg/kg| (extrapolates| (extrapolates mortality) was
(extrapolates | (extrapolates | reduced |to33.5at10| to 117 at35 seen at >35
to 893 at 100 |to 3573 at 400 | fetal body | mg/kg) mg/kg) mg/kg
mg/kg) mg/kg) WZ'r?(;‘tS Rabbit LOAEL
In pregnant | Inpregnant | increased margins all <10
rats dosed w/ | rats dosed w/ | incidence
200 mg/kg, at | 400 mg/kg, at of
GD12-15, GD12-15, | structural
Cisn=97 Cisn =169 | variations
po/mL Hg/mL
(extrapolates
to 49 at 100)
Topamax label (US): rat: oral doses of 20, 100, and 500 mg/kg or 0.2, 2.5, 30, and 400 mg/kg; rabbit: oral
doses of 20, 60, and 180 mg/kg or 10, 35, and 120 mg/kg
Published Pharm/tox review of NDA 20505/S000 (August 1, 1995)
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SAXAGLIPTIN

Proposed Class: Enzyme modulator
CAS No.: 361442-04-8

Structure:

NN
OH H,N 'H

N/yC
Rat NOAEL Rat Rat Rabbit NOAEL Rabbit | Rabbit | Not
(Highest Dose Tested) | LOAEL | Findings | (Highest Dose Tested) |[LOAEL| Findings | es
Dose, AUC, Cmax Dose, AUC, Cmax
900 mg/kg Not No 200 mg/kg Not No
Cmax = 62 pg/mL relevant | malformatio Chnax = 34 pg/mL relevant | malformatio
AUC = 647 pgeh/mL ns or AUC =111 pgeh/mL ns or
embryofetal embryofetal
lethality lethality
noted.
200 mg/kg
>240 mg/kg increased
delayed ossification
ossification

Published FDA Pharm/tox review of NDA 022350/S000, Parts 2, 3, and 5 (March 3, 2009). Rat: oral
dosages of 64, 240 and 900 mg/kg; rabbit: oral dosages of 8, 40 and 200 mg/kg

11.3.5

EFD FRERERIE D ]

ZORITIL EFD XS 2 A FIEM T 2 72 ISHH AT hE 7e w6 B RABR S
(COWTEIAT 5, FFED YTV AOHEANT SV TR Z /R T LR H 5,

11.35.1Hi kDN 11.3.5.2 Hi TR R B LIS DARBL, 72 L VAT A R A i oRE
EOHHAZIEE L TV AU ORICEBN TS, REBETEYHORENE LN
LEIiE. WAEEE AWz invivo iR 2 B35 Z L iXrgeECTH b5, iz, ki
LIAADIZ & A EDARPLTIZIRB W T, RFETERERMS NS LN TSAIZIE, in
vivo FRER D FIIIARE S ey, X 9-1 208,

X 9-1 FIHAFRERRBRA T arDFE LD
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AvAILABLE TEST OPTIONS

Mammalian
Test System
[see4.1)

Considerations: (see 4.1)
& Wellcharacterized test
species

A 4 Y

o & Pharmacokinetic and = p
S e s
Ex ion of pharmacologi
(usually rat) + tar;;r;smon oL R {usually rabbit)

+ Pharmacological activity

Refer to ICH 56(R1)
and section 4.1.1

Genetlcalhr
Modified
Model

Ver—|

CONSIDER AVAILABLE OPTIONS

A 4

2 Relevant Species
Scenarios

1 Relevant Species
Scenarios

No relevant Species
Scenarios

/ Contributes to ™,

mechanistic )
\gnderstanding’?

Alternative
Test System(s)
(see 4.2)

Qualified
System(s)?
see 85

nly to be used\n\
i dlSCDVEI’V settings
'. for screening

\ purposes /

Ves

X

~ -
~" Canbe ™
/'/appll'ed under spec'lﬁ‘c\“'\

. L0

nditions (see 8.5.5.1
“-\-\.\_\_\_\ {

~.and 8.5.5.2,
T

¥

h 4

Scenario 2:
Pharmaceuticals for
severely debilitating
or life threatening
condition(s)

Scenario 3:
Pharmaceuticals that
are pharmacologically
relevant in no or only,
one species

Scenario 1:
Pharmaceuticals for
late-life onset
diseases

Available Test Options

F1 A T RE 7 RlBRIEE IR

Mammalian Test System (see 4.1)

LSRR (412

Primary Species (usually rat)

HoomWiE BE7 v 1)

Secondary Species (usually rabbit)

F OB GEE YY)

Considerations: (see4.1)

HREFE (415 HR)

e Well-characterized test species

TSRS T 5TV S B

e Pharmacokinetic and metabolite profile

HEhRe L@ 7 e 7 7 AL

e Expression of pharmacologic target

KB FRER DI

ePharmacological activity

SERTEE

Vaccine or Biotech product?

T 7 F DI FEFGL D2

Refer to: ICH S6(R1) or section 4.1.1

ICH S6(R1) i 4.1.1 i & &

Disease or Genetically Modified Model available

JRREE 7L X TB s R 3FI T A]
HE

Contributes to mechanistic understanding?

B8 F7 D BRARITARSL D/ 2

Number of Relevant species identified

WY TH D LFFES N TV L8ROI

2 Relevant Species Scenarios

WY AR 2 F DT ) A

1 Relevant Species Scenarios

WY AN LD T A

No Relevant Species Scenarios

WO RERES WG GO U

Alternative Test System (see 4.2)

REOMER 42HZH)
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Qualified System(s)? (see 11.3)

ARBCR OB MR L STV D002
(113 HiZ M)

Only to be used in discovery settings for screening
purposes

AT V—= 7% EE LR BRE LT
D A FIHE

Can be applied under specific conditions (see
11.3.5.1and 11.3.5.2)

FEE DWW THRIHAIEE (11.3.5.1 ik O

11.3.5.2 iz M)

Scenario 1: Pharmaceuticals for late-life onset
diseases

UF U AL EEREIRIER B DD DE
A

Scenario 2: Pharmaceuticals for severely
debilitating or life threatening condition(s)

UF VA2 HIROMEEEE L<HER D
HDHWIEMEE N TIHERD D DEK

Ell:I

Scenario 3: Pharmaceuticals that are
pharmacologically relevant in no or only one
species

U A4 3 ISR EY) 2 B fE )
RN T LR T O ER S,

11.35.1
AREITIE, I - BBIRFEA

TTHD,

BERBMRED 2EEU EH B0V TV (R BREER)

RS OAEEMERET 5720
BRI (2 DWW TBERRL T D, HriE O RlBR kIS O F1]

(CHIH T & Dt AR
(ZOWTIE, £ ORIZ 7R~

a) U A1 GEREIRERBEOODOERS (X 9-2)

1. L% iﬁ%mu éﬂfu#ﬁﬁfi J:OT\
TEFLAFHI SN D, & D WIEREENSFERDZE O NZHAIT
OEWFETD Y A7 Kin vivoTOPT HLZ 51§ 5 72 D12

oMM (7 v hd) T

. BloOEY)

fE (¥X72 L) CTOEFDFHA (pEFDFER. 45 F B pEFDFER 72 &)

R NETH D,

a. invivoiklik (772 ) TTEFLA

BOLNDHEEITIE, TDIE

IR EE Lin vivorkBR OFE RIS & | YERLITEHD
FWFEICB W CTEFLZ S| S EZ 8B 2615,

b. in vivoikBR CTEFLMM H S e Wia ., IREICHE Y 4 2 8 ff

CTEFDASE SR 2 520 L |

in Vivo COTEFL® m]REMEL

ZOWNTX f?)

T RETH D, ZDEFDARER CTTEFL D b HHA IS

RARE &R CE R 2 H v 7zin vivostliik € o [t
MHZEEL TR CHIEE B 65,
AREY 22 E I EE DWW T U R 7 51 23 A RE
5, 2L EOEFDRBRIZMLE L ey,

E S,

R R
AP — R34 TITHr
ThHZ EMn
i #7 ®Din vivo EFDEX

%TTEFm:%&)%ﬂm&W\ Z 5 Din vivoskr Ty 7R ER
WICIEL TWEDTHhHIUE (in vivoiRER TOIRFEEN E N TOHR

aﬁ*cl: DbmnRy) |

2. ALK @1@@@%@ (7 v Fp&) TR

RABFEORERIIAEETH Y | YikES
mmATEFLZ 5] = Z 9 nlgEME

FENEFZZBND,

WES O (TEFL7Z L) M

THIEN DG, ZOESKS NN vivo CTEFLEEMETH 2 028 9 A H)
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Wrd o7z, plowwiE (VX720 E) TOEFDRERZ FEhi§ ~&

ThHD,

OV A W T-EFDRBR CTEFLY RO LA A1, 4
% Eiuu ITRBREM CHEE E X 6D, S OICEFDRER % 37
5z LT, U R EHE *j:%écf%b%uéﬂﬁ'éﬁrﬁ%é%é\ (g
IRIREEIZH N TEWVIRBEEORSICOREMETH S, BloEY
FECIMCIRE & T~ CRET 5 U xww%%@i#%z H L7 &)
IZFRY . X BIZEFDREBR A MLE L D,

T OEYTE L W T-EFDAGER CTEFL M S WiEa . Y4
ZETITEMWEER (invitro&in vivo) TTEFLZ 5| X i Z 3 ngEME
ITEWEE X S, BINOEFDRERITSLE L S,

a.

7 v M EHWEEFDREBR A FE S e EFEo v U Ao TiE, 7 v b EA
W2 32 B REFRER S IXPPNDERER . in vitro TO B IERSE SR 2 iR 25 B INA0 &
NELD, ZHORERTIL, in VivoCOIERRIZ L A4 Y 271284 58
IEREGED Z EMRAIETH D,

&) e 5 (2 B B E HORUBRIRNE 2 7R
%] 9-2 maﬁ“ﬂﬁ%’vﬁﬁ BRIBOTZ D DEHAIZEI T 5 EFD O A BIRRERERIS 27~ L7z
B hd
Scenario 1: e
Pharmaceuticals for /-/ \‘ "~
ate-life onset disease. ~Alternative ASSBY(S\T\
----Negative--------- C pred\ctlng / TEFL or Equivocal Y
P \-\. 1% pe[les//./' / \
£ /_/' pEFD or “‘\_\ '\-‘,./' /.// pEFD or ™ ~
Negative - C/ enhanced pEFD or \\‘ e [ enhanced pEFD > —
C S definiiveEFD /) Megative *~.  studyin
/!‘\ "‘-4(1_2"" specwes/*/ TEFL v \_\1\ specwes/_/
-~ - - N e
. p— ’ -
// confirm . " - \\_\
~7 indefinitive EFD ™, ~" definitive EFD ™~
. \[F\TZ ™ Species* if not_. S ] == C study in ) —
F3 s 1™ species /
] ‘Etud\Ed hefo/a/ TEEL : \\_\ P -
= \ , ' . /./
o e
] Ne gatl e
2 i :
5 4 ¥ .
z ( 0 (* Further EFD studies Negative
é Consider to be negative warranted only if they H TEFL
a for TEFL would significantly alter TEFL
g w / the Risk Assessment /  TTTTTTRT \
o
s X =
In vitro results may represent a False Positive;
Consider to benegative for TEFL
L
¥
. No further EFD studies |
warranted |
N
[lz"“‘ﬁpe: es assumed to be pl’arrna:n\ng\calyr?\avant}

FH ATRE 2R i 2 5 8

Consider Available Options

Scenario 1: Pharmaceuticals for late-life onset
diseases

/ﬂ‘)ﬁl D EETHASSER RO T2 D IE
H

Alternative Assay(s) predicting 15t Species

5 OB Z T3 D 0RA

Negative

(38
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PEFD or enhanced pEFD or definitive EFD in 2™
Species*

ORIV pEFD RBR. LTS
7l pEFD 7Bk 1% EFD AR & i

Negative

348

confirm in definitive EFD in 2" Species * if not
studies before

INETICEMENLTWRWES, &
“OEMWFE % T EFD ARER A i
Lt

Negative

(38

Consider to be negative for TEFL

TEFL[ZME LB 2 5

No further EFD studies warranted

LA Eo EFD i BRITSLEE s L

TEFL

TEFL

Consider to be positive for TEFL

TEFLBtEE E X%

Further EFD studies warranted only if they would
significantly alter the Risk Assessment

BINOEFD#RBR A LT HZ &Itk -
T, VAZRHMEICKREREENELD
AREMEN H DA ICBR Y | EFD 3B
WME LIS,

TEFL/Equivocal TEFL, D70t

PEFD or enhanced pEFD study in 2" Species B OBMWMREICIIT D pEFD iR H D\
(3 yr 7 pEFD 3Rk

Negative [

Definitive EFD study in 15 Species HB—OERE A 72 EFD AR

Negative fatE

In vitro results may represent a False Positive; in vitro DFE RAGED S LIV,

Consider to be negative for TEFL TEFL &M L& % %

Consider to be positive for TEFL TEFLPtE L &2 2

*2nd Species assumed to be pharmacologically
relevant

PSRRI Y T d 5 5 O

by ¥ F VA2 HEEEEZELHERD NTEMEENTREBDILODEES

(X19-3)

HETARVBMRE L i LT, IIHAEL & L <72 5 I LM a2 &I KR
DD DEHGIZBNTIE, DIV RAZIRRT v bEBET D&, BEEMEDR
R SN RBREIEBEET 2 U A 7l + &> ZE 2 bl b,

1. AN

RSNTMAIEC L~ T MHEOEHM (7 v b)) T

TEFLR FHIE D, HDVIEIRENRFERNGEON DS (bW

JTALT =7 FRE SN HGE

WZiX, ZOMRENEDLL., 5

BETHD EEZXLNRVIRY | BIMORBRITHEL Sy (71

—F¥—1r2)

a. HEEZEDD ., UEHERIIBEYETHDLZ 2R LT WEE . in vivo
TTEFLARED IR WZ L 2R T 572012, 2EEOEMHE T
EFDARER Z Ehi XX Th 5,

i, WTHoOEWHETHin VivoTTEFLSZR S B L7 WS Rk
EORERIIBEETH Y . SeXE S Lin vivo TR & & 2
Hiv, ZOEHRE Y A 7FHICHWS Z L7 b,
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ii. :mgmmeﬁ%@ymxtmxwf\THU%@@%%ﬁ
%?h?l ZiE. YUEEEFESIZin vivoTBEEE E 2 B,
mwﬂ)xaﬁﬁ_ﬁwﬁihéo

2. REETRERMEEEN TR SN D5E (T72bBTEFLYFR O b vz Wi
A) . BEEIKLNIN VivoTHEMENE SO 0 E YT A0, b o —F
OEFE (T X7 E) ZHW-EFDREBRZ Efi+ XX Th 5,

a F _OEWEOEFDRE CTEFLOMEENRD LN LEES ., FOE
HIITE CHIEE B2 OND, S HICEFDRBRAZITH) 2 & TYU A
IR R E 2B H 500 L7 Wiga (BRI EIC t&T
BWIRBEOSEAIZOLEMETH 505, BlOEMFE CITKIREE BT
%LJ27%m¢w%Lh&w&8>_@@\é%_ﬂbﬁﬁﬂu
HEIhb,

b. % OENWE TCOEFDARER TTEFLZR D LR WEE ., FDE
%mi@%fkﬁfﬁé&%zam\é%;abﬁ%i%%&ém
AN

49-3 HiRBkRE % L <HER 5 3L Mma BT REDIODEELIZET S
EFD O & BIRBRERIG 27 L 72> U A2

—=
Scenario 2:
Pharmaceuticals for
severely debilitating or
life threatening
conditions hd
P
o~ . .
~Alternative assay(s)~__
£ Negative----------- N for;tp(red\cted )
\.\_ 1 Species
H ~_
/./"\-\ [ .
/./. PEFD or \_\. TEFL orEquwocal
” tive ~ enhanced pEFD or ™, N ' Y
o ga . definitive EFD - . Perform definitive
E \jandSpecies/ f_/Ofutcome alternatm\\ EFD* studies in 2
N ; \\7/-/ {_assay(s)suspected false ) ————y,,——>| Speciestoconfirm
g h g ~ positive // false positive result
.::g' _ e \\\ _// Alternative assay(s) |
-
:_t. A‘I"not studied befo}-\ ‘ - S
: ([Dnﬂrm in definitive EFD/ ~
Ho \\ inz2 d;pe(les .
-l . e ~
@ “~ . P
2 " TEFL T
o | T g
L / deﬂmtlve EFD study ™~
Negative ~ TEFL \_,. TEFL
Ji \ one species _/
| P
¥ \ o~
e \r/
Consider to be negative Negative
hd
for TEFL .
/./ T
TEFL //'/ Perform -
( definitive EFD study in )
~~.The other Species.—~
Al ™ ./’5/
~— /'/
In vitro results may represent a False Positive; <———-i1et|afh'e---j
(* alternatively a pEFD or enhanced pEFD may be used, however, negatwa\ consider to be negative for TEFL -
| results should be confirmed by a definitive study in the relevant species L

Consider Available Options FIFH Al HE/ BN 2 & E

Scenario 2: Pharmaceuticals for severely UFUA 2 B RBEREA S L <R O T
debilitating or life threatening condition(s) A B INTIRRBODOEKL
Alternate assay (s) for predicted 1%t Species 55— OB 2 Pl 5RO A

Negative (£33
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PEFD or enhanced pEFD or definitive EFD in 2™
Species

T OB RE A V- pEFD RBR. LSS
il pEFD #RB& 1% EFD AR % 3 i

Negative

If not studies before, confirm in definitive EFD in
2"d Species

(=3
INFTICHBESN TWARWES, 2
DOENFE A AT EFD ARBr % FEhE Uik

=4
picy

Negative [E3E8

Consider to be negative for TEFL TEFL [21MEEE X D

TEFL or Equivocal TEFL & 2% W\ I ARHED>

Outcome Alternate Assay (s) suspected false REVEDOFRERDB D L, BEEEE %
positive 515

Perform definitive EFD* studies in 2 Species to
confirm false positive result Alternative assay (s)

PREDORERDBBIGIETH D 2 & 2 el
T 5 72O 2 O EWE 2 VT EFD”

definitive EFD study in one Species

1 FEOEMWFE % FV 7= EFD AR & £ it

Perform definitive EFD study in the other Species

ZF Do EFE A V- EFD ARER 2 2
it

In vitro results may represent a False Positive;
consider to be negative for TEFL

in vitro DFEFIMERGE TH - 7=7vb L
3. TEFL[2EE B X 5

*alternatively a pEFD or enhanced pEFD may be
used, however, negative results should be
confirmed by a definitive study in the relevant
species

* DU, pEFD ik I3 4L pEFD
RERZFIH L TH RV, Bk R 3o
Y72 BRE 2 O - AR TR &
Thb

11.35.2
VA4 (R BREERR)

a) V7 VA3 FEEZNEELZRTEMS 1EUIFELRVERERD S

ReEEDPR < RO ER

TEHR~D R

R R BRED R VUL LFETE T DEZE S

CHFEEARHD LT ET 2 (EIET

Y5 BF

HIEHY

T, Bin A

%bfl%@i‘%fﬁﬁ”\ 7T AET =27 ML) NHLEE. ThHDT —Z )b ATHSE
T2V R aa=r—2a OOt G R &Gonizn, IEEK

ARBRITKNE L SR,

in vivo

FEEOT 7o —F BT A K74 (ICH

S6(R1) () TN ICHS9 (3)) ThatSn T 5,

:m%@::t‘*’f‘/xﬁi‘iﬁb\
i, 1 OB RLIC

WEERI TR,
BiT5H EFD B2 EfiT XX THsbH, TORERT

HHWNE TEFL ORENEMTH 5

TEFL Fﬁ%@;ﬁm\ : nx%ﬁﬁ)L@fi&%%Ettfntu\y)%h RHAmMEIC B SR

RO ThHIVUE., B OB
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