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BRI, BINARE, ROEBERHT N5, ZOBRFRIEONTE k&
DEEMZR LD LPEETH D, A, FEELS v MIBWTHED
BHEEICRO BN, HBELL>THEIAT 4 v e MR R RIBRMROE
ERRFICRD bivd, FEEOEME S FFMREAE L UIZFF R AH
BERFEORRL LTEL, Z0HAIE., £ MIEIELAEHESLREWIT-
EIRIZRF RN RERREDEFICE S ERTH 5 L BFESN TS (McClain,
1989; Cooketal., 1999) . CAD TiX, & b TDY A7 ZFHET DI, T 0
BREORILL 2 57— 2 2 RBETHLDET 5,

7 v b6 » ABHEEERBICET 2 R2R

BRI RTEFDRNT v M6 » BIBERHRRICRN T, BHEEERBRIC
BIISBREELBRABICKITIREER L OMIIEVWEEENH 2541, 2
ARERBRRE X T2HRNERLE 2D, SbIL, BERAIRAZEAFNE
FCFRENIBEICHEANTHFICEVBRETLIELRZNES D, SAFRME
RREREEETOMENERL A O, AAME, EEMEAXIRRORBRIC
£V Ty b 6y ABEEHERBRTEVEEERELNRVESL, Ty FRA
FHERBRARRO TSR SN D Z L iddn,

3T A= Y
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ICH SICRIZTEV, (BOFEELDODENAFREEZFMET 52HEITIE. Ty
e beDRETRT7 7 A NVDOHBEBZERT DMBENRHD, L7223->T CAD
T, 7y MBI ARET o7 7 A VOZHEERB IV MBI ~DERED
515,

RV OEELD L

RVE  OREMEA O RER SRR R OERREBERBR O S OR
BROPOBRET2H0ET 5, ZOXD ML, AHWEEDHREEE, RIR
RO UTEMENEl. IIEMREEERBRO T A—2hbB06Nh 5,
MFBRNVE VST REBRETADICEATH A2, BT LHMETIER
VY,

SR HNH

SEPHIZE MIBT 2EBRAEOERIC 2 BD, RER~OEANES
EREEBICEE T L0, BEVALADERICL D ZIREREBEREICD
RPDZENEZOND, RER~DEEOFREMEIZOWTICHSS 1 K74
VU TEHE L, CAD DERE LTREMT Db DET 5,

Rl 72 RBRE L URHMEBE R

RBRUL B, BN A~ —T—, FEil, RORERBRL LB LNT—
ZIZOWNTHL, ENEBBAREFTMIC TSI FES T EE L bN2BAITE,
BYR O/ it FORBAORKR L OB 2RI THT 5 72018 B
Th B L OREMRILE & BICRIIT S Z LN TE B,

FEIT > ERHIRBROMER

T - HEEMRRICBIT 3 EXA Y 27 BFOFHMIL. T v MEMEER

BORBBICEGE2 E FOY X7 FHED T DICEET 5% Th B,
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FIVAYV 2oy v AR

NG VAV 2oy 7w AR AN BRAURMERE (BEIdrasH2 jl%ip53+/'
< R) 1, WOE ORile L TIHMSETIIRY, LL, BEIH U TERS
NIRRT, P VAV 2=y 7w U ABRAURERRY WOEILHET 55

BNH D,
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16k 2. BAREFMLE (CAD) BHAOEX

Check one:1)Sponsor DOES wish to receive DRA feedback.
2)Sponsor DOES NOT wish to receive DRA feedback.

Directions to Sponsor: Complete the left-side column for prediction of rat tumor

| outcome, value to overall carcinogenicity assessment and human risk implications, and
categorical assignment/waiver request. The reviewing DRA will complete the ‘DRA
Concurrence’ cell after review of the CAD, and will complete the right-side column
after review of the 2yr rat carcinogenicity study report.

Tumor Outcome from 2yr Rat Carcinogenicity Study

Prediction by Sponsor

Category 2)

Actual Outcome According to Sponsor

(positive/negative; and target organs) (positive/negative; and target organs)
(consider “uncertain prediction” only for

Actual Outcome According to DRA
(positive/negative; and target organs)

Value to carcinogenicity assessment and human risk implications

Projected Value

Actual Value

‘Categorical Assignment and Waiver Request

Predicted Category by
Sponsor

DRA Concurrence (Y/N) | Actual Category
Predicted Category

Waiver requested (Y/N)

Waiver supported (Y/N) Waiver supported (Y/N)

1) DRA : BHI¥F. Waiverrequest : QEMT v FRAALFEHRBRD) GERHEE
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(BlEs2)
ERREOIT > EESARERBROERERITR 5 8iH X FTE~DOSMEE
BIE, TomENARMRBRICETA8TO ICH S1 HA ¥V ADEESRREN
TW3B, TAFVADREEZED HT=DICBEOFEEH - THERERLICD
VT, 2EMT Y MRABBRBEERT S L2, B MIBIT AEBA
VRAIPERTELIRETHD, MTHBIZEBIAY A7 25 6T BEERE
mk%%ﬁ%éJ&Téﬁﬁ%ﬁﬁ%ﬁﬂ%?é:kﬁ%%&énfméo
FIMEFEMICHZo Tk, BREFOEERICEAT 2B ABRMETME
(Carcinogenicity Assessment Document, £AF TCAD] &V\5, ) ZRFENRHH Y
RIWCRHTDZEBROLNTVS, I T, ASMEBERV TEEROITF -
WEAARERROLE () #HifEMXE] 23RBo L, EEMBEREED
RiTTA) & FHE~ OFEBAY 2% BREV L7120,
1. "B LR 2RAREER
EEFONARERBRICET 2 A RIA L OBIEIZ2WTICER 20 £ 11
A 27 RFITEAEEERE 1127001 SEAFBHEEEESRETEERREM)
ICBWT2EMT Y FAAEERBOERNE L 25, BRIVOES FERS
THY, 230, 2 F/MT v FBRARERRPEITT T, CAD BHEHKATORS
HER18 W AKRBO L D,

7e72L, BAR, KEEU XEH 7 ONTNB W THREKRRBRNRER SN T



WAXIEEREINDIFEDLDILRD, E7.IM AT 7 /v V—SREER
DIEERRIZBIT A REMFMNT OV TEERL 24 483 A 23 BT EEZEEZR0323
81 EEEFBEEEANREEEERREBN PBAShIEELZRL,
2. ERNIZRITBCAD EEEFNZOWT
CAD BEZES ¥ EVEERRSEEFEFAICKE L BAICSTS CAD
DHEERFEHT S, £, CAD EHEREZMIUITEBIEANERE S ERBSRBARE
(BIF TPMDA] &5, ) PICRET 5.
3. CAD DER KR UHEHIZ DWW T
(1) CAD DfERk
CAD L. [EERDT -oHENARMERROER () AHEHIE] &
B LCIERT 52 &, CAD /BRI A £ COBBEDT —4 2EALT
CAD Z1ERT 26D & L.CAD {ERLOH%E BRY & L-Hz 2 BINRBRED
EMIIMLATIER, 7238, CAD IXHERETIER L. LEMLIIELLT S
Z &,
(2) CAD #RHFF DR ER
CAD DA N— VL& —L LT, BHEES, CAD ICHT 28ERKE (HYE
&, A—NT FLVARVEFESEZ S0 RUOSEEEEMOBRRI TS
R L72EE %, CAD LIZAIDETF T 7 v & LTIERL L, CAD L3EiciR

HT2Z &, BB, IN—LF—FEETERTHI &,



(3) CAD BF 7 7 A VOEHE UTOT ~ TR, %HT 5 Huk DR
LD CAD EERIC, IN—VF—DBEFT77ANMELDBIZ, CADDE
FITFANEEFA—NIRMLTRHTEZ &,

7 BAEAOCLTHERBRRNERINTVWANEEBRINLD FE
DAL, PMDA @ CAD EERICRHETAZ &,

A4 BARENOLTHERARBREBEREIN TV EIXIEERSLD TED
HEE. BARBRERMIROBAFNYLF CREDLOFA I KER K ESE
T (BLF TFDAL &5, ) | EU OLDOFEREFEMERRT (LT

EMA] &9, ) | B FFDOHOBENE HC, KE, EU BRI FF
DEHEDHEIEL FDA. EMA XX HC DWW hhy) DCAD BHEFICR
HiaZ L,

v BAREARARCEAOHES CEHREARBRAERS N TS ITEMS
N5 FTEDEHEIL. BRRRBREMMIEL DO T2 5 A, KE, EU X3 7
ZONWTNMIERIRL, TOMBORHYSFED CAD EERICERHTS
Z &,

2B BHIBORFEBOCAD BERA—NAT FLRIIUTOLBY TH A,

AZA (PMDA) : PMDA-CAD@pmda.go.jp

3E (FDA) : FDA-CAD@fda.hhs.gov

EU (EMA) : EMA-CAD@ema.europa.eu



Z1# (HC) :HC-CAD@hc-sc.gc.ca
(4) CAD RH#ZOHFI L[/ b DEEIZONT

CAD IERER S - 7= BAITIE, B L-HHYEO CADEE R b, &
N= L F—IZREHOEHFIERZ T 2O THRCEN BIICHEE 8
BV L72\, 728, PMDA IZCAD Z R L7356 1C1d, BH b 2 B
PRZBERE LTERKT S,

EZERDOT > HENARMERBROEE () RHBHE] 162 nER
IZRBWNT.I1) Sponsor DOES wish to receive DRA feedback. GREIY /b D~
4= FRy IR FETE) KF=v 7 & LESBBIRD, Ty b 2 EfN
ABHERBAREHITE CICRHARBMON T I ) —SEIT OV TES
Er, EBIT, B E MBS T RITHREINU RO CAD Ioxt¥ 3 R15m%E
P DR ER S5,

2B, REIEFE0 OEREMEICT 5702, CAD BHEFFIZ I \—1
Z —|ZREH LB e A alla & FHEEIE P E R & R o e B A éi\‘ﬁf{ém
IZCAD %2 L 7= R M HD CAD BERICERTHZ &,

4.?y%2E%ﬁbﬁﬁ%&&%@%m&@ﬂﬁmowf
CAD ZRHL-HAREERDO T v b 2 EFMSARERBRERIZ OV T,
(Lama RULTA & BAL LI b AR O BB EE 2 KL ClERT

HT L, Tl PARMERBROZRKHREE ., FHIROFIEIZHE > THEIEBIC



R"HETHI L L L, ZRRBEEORHFHIISUT, UTD (1) ~ (3) I
eV, BERBREEE 2 AHIRO CAD EHBICE—HTSEZ L,
(1) mRREELHERTARBBIIEIL > TRET 256
BOERRFEAAR R L;yﬁ%ﬂ%—i%&:? v b2 ERPAVFERBREE D&
RREECRNTOLENELHE (Bl21X. PMDA REMT 5Eq]
AHEMERRICFIR T 2569 1ITid, BT (2) IWEL T, &kgEE:
R LIl D RH YR D CAD EERICEDBEZERTH L L bic, B
FMBREZZEFA—NVICRMA L TRIHT 5 Z &, Z0BEICE, FHgo
FIEDOT CRBAENSTM S, TOFMEERIT. EOHREE LT Y
% CAD BERZEUTEED CAD EEZERICBASNS,
(2) BBEEr WERBARBERICRET 2546
5 b 2RI A EHE R O B S E b A HL 0 B B 1T S
WCER T 2B OERBFEER E LT, BB N RIcRET 5 &,
iz, AP LI ORI M RO CAD BEBICARHEE L E4E
BT DHEEBIT, BNREEEZBFA—NCHRMALTRHTA2Z L, 20
Ba. 7y b 2P AVRMRBREGEOFEIL., HHEEWOBBEOER
MEEZOBBTERINL, FHEBEREFARBRERBEOENREE L &
IZH % CAD B REM L THEED CAD EEZEXITEMEN S,

(3) CAD Z#H L=HAREEMLN, BEFIESE0EABIZLVBEITOHE L



EARFERCHRAVRERBREBZRET A ZEBMBEAL Shiel 2o tiBE
FIRE7RER D\ ERMNIT, CAD Zi2H L7 HRIYM B0 CAD EERIC, ARHEN
EMSNRVEEZERT DL EBIT. Ty b 2 FERBARERR ORKREE
REENEEBEET A — MR LCRIET A2 &, 2088, T b 2 FH
PARIERBRREOFHEIL, CAD FEEZBRICL-> TEHBEND, 2B, T v
b2 FERMRARERBRNRF THIESN, RBROBKEEE UIEHREEN
RHTERWEHEEITIE. CAD Z#RH LAKEFED CAD EERICEOEEER
NTERT DL, £, RBRPBRTF CHIESNZEATH, EPREEEN
RHFTRER B A ITIE, CAD Z#H L-HHINE D CAD EERICENREES
FRHETDOI L,
5. ERBWEhEE

AEIZOWTHNWE DR 25413 PMDA OCAD EERIC.EF A —MITTHE
FE Tz,

PMDA D CAD 5 DE#ESE : PMDA-CAD@pmda.go.jp
Uk



