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The pathologist’s interim notes, therefore, which are subject to freq
changes as the pathologist refines the diagnosis, are not raw data be
they do not contribute to study reconstruction. Accordingly, only the s
and dated report of the pathologist comprises the raw data respecting
histopathological evaluation of tissue specimens. (US Federal Register 1
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In histopathology, it is appropriate that original findings defined as raw da
finalized findings, but not initial findings.

In histopathology, raw data are finalized data based on the records for each
animal and organ/tissue.

It should be necessary for each facility to assign personnel responsible for the
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Study No: _ XXXXXXXX RITER. X
Study Name: XXXXXXXXXXXXXXXXKXXXXXXXXXXKXXXXX formal docum

PEER REVIEW MEMO

A microscopic peer review was performed as follows for this study:

1. Alltissues and diagnoses were reviewed from 10% of the animals of each . .
sex selected randomly from the control and high dose groups for the 12- Peer reviewDF &
month interim sacrifice and the chronic portion of the study. (LE2—LI-EXniEHR)

2. All diagnoses for the kidney and liver in male mice and kidney, liver, and
uterus in female mice were reviewed for all animals.

3. Neoplastic diagnoses were reviewed for all animals.

Following review of the microscopic findings reported by the study pathologist,
the results were discussed and appropriate terminology and diagnoses # Bi/Peer Review process&E i
mutually agreed on. Differences of opinion between the study and reviewing ﬁﬂ‘]l:agreebf:ﬁ'd)%ﬂﬁ
pathologist were resolved with agreement on the final diagnoses. The tables
contained in the final report reflect the mutually agreed-on diagnoses.

Sigunituer
Peer review pathologistdD&E 4 -
Diplomate, A.C.V.P. B+
Reviewing Pathologist
YYYYYYYYYY




REBEPZLEI1—DOBEERERKD
ERFREETFZLE1—

Retrospective peer review

(BERTHESNTE=RE2MIL)

o EEREBRMBLRAKIBHIEHRET DCLPTHES (2005%F) CH
5 - HEDOHRT TRROY—(CKBDFEEPRIZEDI AL =D TH
Eh OEBRBIICHU [KRETF—IDBRIIEESNIERICITOINET
31 EWSIEBELRSO>IECED. 2006 FEFDEERGLPHA RITW
BEEINTWS, £, &5 —FICEBRFTORFKITET—ITI
WEDD. FIRZREZ(LI DBBREZFIVITERLSIREFELTH
CEMEFLWVLWESETNTULE,

o BAEARTERESNIZRRICBEALU TR, Z<L<DOEEREMWRICL,
ERSRIEHEED, CDIBE(CHEH- T, FHET—IhBIEEINI=S
ROY—PREITOTCVWBRECADREHRTH S, 2L, E
HER (BE . (E3WHE) TEIEREEEh3aciThbndis

# Retrospective peer reviewld. RIS SO ERIL{E(signed an
NERICEBENDIPRTHD . COBRICEKO>TREEST
REUDEEENDD. TATODZEE(Iaudit trail DFNKRT
IEREE{ETER (amended pathology report) DA TITHhNS.
FIDEZBADKRRIHEE(ITHT HEDNHDSD. Retrospective R
EDEEOBEZUIBI I EHICLIEUIEREEZN, O
[CHBIBMTESLSICEHE. Rit, XEBIESNBAINETHS.

o RBREEENREETNBICABNHEBICIREESNEREBST —45ICH
REUEBSICIE. B=BHORBEMRICLDIHET—F>0)
T (PWG)ZMEAE L. PWGICKDAERFMi%EZ(T/Z LT, =&k
DIEESZENRT DIV ENHS.




RIS —5 - FRIRERE

ERIBICPRENT DIHS

Study Pathologist (SP)
(reads slide)

I Internal PPR I

Work sheet

Data locking

Peer Review

Pathology report signed and
dated by SP
(Raw data)
BARDIGEEL. SPAEL- B
[FEAN-FRRAKHHLEID
YEa—2—T—4 (Raw data)

—Lo/

Pathology report reversion
TEBEZRYAL
(Raw data)
BAROEZESTET—HER
E-HhE-TERE

» Study Director — Final F
(SD)

any changes, Document the history

(FRREEDERAERER)

signed and dated by peer review pathologist

Peer review memo (statement)
and/or
peer review report

(Not raw data)

BRI BRI LIBI(CPREMT S1BS (HI5t)

Study Pathologist (SP)
(reads slide)

(Working note)

Internal PPR

l

Peer Review
| : Study Director __,
Work sheet ] (S D)

Data locking

Pathology report signed and
dated by SP
(Raw data)
BAROBEK. SPHFE-B
FEANT-FRRA#EH ALK
YEa1—4—TFT—4 (Raw data)

Pathology Working Group (PWG)

PWG report
signed and dated by PWG members
(Not raw data)




Pathology Working Groups (PWG)& (& ?

o SHHBRBERICALT, HEDOHBEZL E1—9 3 HICEDHSNIZHAR
EMER. PWGAIN—ICXBHBRIER - FALE1—2BZEPWGE—7F

o FPHFEF. BAIDHILI> M TR, £EHSEENZ. €OMEE
TdhBpathologistZA>IN—¢T B, c5(C. +OREREE T IEIE.
pathologistTH 3 &. BEIEXS5 AU LDINEEEEITIA D/ —H5i8

¢ PWGE—F 4 2VSNEISEREF(CHITSEM RN IHESBFDOEPINHZE

Study S
Pathologist

(unblinded) reconciled

dnagnoses FINAL DATA
SET

g3&EFLE1— |Reviewing
Pathologist 4

(unblinded) 4"’ consensus
diagnoses

or
retrospective review

PWG=—5 >4 |Pathology \ | | : ,
Working e S e S = e o0 Sen
Group > >
(blinded) T B (B O (O

FTARAAhYS3a>y - #HR > SHRTRERE

lunreconciled diagnoses,

REEPLE1I—TRETSES

@ Draft pathology report

@ EZPLEI17—®0work sheet (work note

® Study pathologistdDE4%4 - B{3FDAD
pathology report

@ E7LEL7—DESR - BRIFOADE
Peer review memo (statement)

® PPROETERERE

® Peer reviewlc B9 S A4 DiE{SEL %




EREEPR
Prospective (Contemporaneous) peer re

BERKEBEDFBEDRAEALIL)

SE7LEL—T—HBIRPICRAS 1 REBOHRIERESCIRT 2
preliminary/ X $AEEZ R fZIRICBILTD. EPLE1—7—4
TARBYS 3 >DRFIHERT 7 A IVICEEFT DSHBED RN

& RPDFERDpreliminary/RIRIEFFR NS DEZSLIFOH RIS S
BRIC. preliminaryiXfB#E22H,. DO—203— bk, SPH3WIE
E1—7—bEm UTEHAN R ES. HBRT 7 1 IVICRTFT Suihs
LYo

¢ sPIREAEEZIMDORIMEE BRA URBHRES (CRH U migH
BFz2B9%. /— MRS TI MIREABRRESOREEIS
BREFEPLHMCAENREDTIIRS, EF—FELRBFEASNE
ZE 5Lk (audit trail | PREIREELREESNIZRORE (T
1LY (Morton et al., 2010; US Federal Register, 1987).

EAREE7ZLEaA—
Contemporaneous (Prospective) peer revi
(FABEDBEDRA2ALIL)
Peer review|ZRE 3 2T 2 DEETER | KBIF7MILIZEE
Study Pathologist (SP) Before data locking
(reads slide) -
' Internal PR Peer Review
— W
sheet Draft pathology report Wor
Workin
Data locking BRRMICERTS

_. — Study Director — Final Report
(SD)

Pathology report signed and dated by SP | REE D77 ILIZIRTE
(Raw data) SEREEEICHM

Peer review memo (statement) signed and

dated by peer review pathologist peer review memo (3£ —F TXRLD T, KBk

(Not raw data) T7AIVANDRENENTH DN, HERBES
[CEHTVWIEHEFET D




EREFEEET7ZLEL—
Retrospective peer review

(BERTHRESN TSR E2MIL)

S EST—FIBECERESNTWVWADT, KiE>T—7T)
EEBRTNIEHRESOHIFHENTHS. Nl
AICHERZENTVWD LS [CPROBIZD+DIEHEEE
HEHITFIDIEHTHD. EFZLELIT7—ICELDT
nizgEhd J — MIFRETDIBEIR.

& Original DFIR (RI{LN/=RBIRES) O2TOD
TDEEICEANSI . ZHERERE (audit trail) ZXEHIET
THD., RRBEEOLTICHETDIREH/IN—-UL
INESESIEIEMNRTSE - SIBmINETTHD,

ERBREEFLEa—
Retrospective peer review

(BEXRTHEINTE-RE2M)L: REMR-HERE

Peer reviewIZEI3 2B 2 D@ERER | REBRO7MILICESE

Study Pathologist (SP)
(reads slide) Datalocking | paar Review

Internal PPR
—.W w J
Work sheet

Work sheet| gigs|—ge7 5 | (Working note

=M
BETS

Pathology report signed and dated by SP

(Raw data)
— » Study Director — Final R4
(SD)
Pathology report reversion Peer review memo (statement) i
TFHEEEZEYAD and/or peer review report
(Raw data) signed and dated by peer review pathologist
(Not raw data)
If any changes, — i
Document the history peer review memo (3£ —FTXRVDT, I 7 1 ILAND
(FFREBEDZERAKHER) RENEVNTHSD, ARBEEICISHTVIMERGFEIT D




OECDREEFL Ea1—HA 5> X ICET B5ER -

o HERETES/ZEEDOFENDRERRADMILDIZHDE
feEE&(E?

1 IENRARDOFHECMDHERS — 5 DFHli/E ENBBICITA
ETHB. LEI—BEBICONT, EPLEA7—ELE
BHICHECESIZEHBETH S,

¢ PRICHTZHREBHRBFHOTMICEIT SRR Y—, mERHES,
E1—7—&DPD EDDXEDRFOFERHERR S EIEEED

1 REINRZTEARNREE. PRICEATSIHERASA RCEE
i1, 5tE. FRICREIINEDIZIZr—>3>THD.
(X, LEI—93FFZTENBIEDREE. £A5C K2l E1—
MDEIRICEIT BBIE. ENY—5'Y MERDL E1—(CET 3@
ENFENS.

¢ Bullet 2.4&2.5(3F57—5?&EE&RNTIE?

:  Peer review memo& ARh>H— - ABRIERAARE - E7%
7 —BIDBIEIXET —ITIERVD, HKERD 7 1 IILADR

OECDREEFPL Ea1—HA 5> X ICET B5ER -

¢ SPEEVLEI—F—DRENERILRD. SPOFARHIEES
IIRMRBEECHITIMRSILEDIEEDRHNHE ?

: EBEPRODIZES. original DR (RN REIREE
ZHE(E, €OERECEADSY . TEERE (audit trail) 232
HD., RRBESDORTICHEITIREH/I\—UREBEHREE
iR - SIBINETH Do

¢ EZLEDA—T7—DRHEH. SPOTDRINEEZEUSERD
(significantly different)iZ& & (X EDLSRIBZEED ?

B, —f&IC, REEZHEHD D VWIIEEIRICB WL THER (significant)iE L)
D(E. NOELX°NOAELDZEEHE, #HEERMESBFRDY—'Y MABODZEE
ZRIFITIEATH S,

¢ BIDRP3H D WIPWGH:RTDFEmISHERRIERDPRDIZSTI;
SENDEHIIATHETH DD FEPRTIIGLPICED < m=i23H
BEIIE(CIRD ?

F#EPRTII. GLPICED RS EDEEIIEICR




OECD/REE7 L Ea—HA Y > XICET S5 -

*» EZLE2—7—H SPO#ERDETHE UL [F—HICARL
BAtE. BEADDOAERFIAT,. MEDREDENZHRHRRIN
D&, MEERDSOPEZIIFIREDHR TXELIAET TS

FEALEDIZS. PROVBTERRTIE. INTORERR LR
ESTETHED. TENHREKREBEHEE (HDVWITEIEKES
MEhd. UHh L. EEMRESNRVNESIE. SROIBIEZE
DEMT OERZESOPVPHRETBEEES(CHRINETH D,
soPVHRERTEEEEE(CE. TBRROEENGHOIEZS. D
PLEDEMFRDI>TIVLI > bESIFIZD. Pathology Working
Group(PWG)ZIBEIT B LICKDIRRT S, | LT D,

¢ PRBUREB(IHERDT 7 IV ICREFINE LHIN, REBHES /=
ADFFEH D ?

RIS EN DRSO ATEE,
(BEEFIE—ZRMT. BREHRT 71 IVICRE)

HEPRTIXGLP. IFGLPTO=EM, RUOEDEHMEICDONT,
RASRESNADEHITLTLRL,

BHINE,

OECDIREE7 L Ea—HA > AICET Z
Poo—bMRKE: IS
SEnteHAR : 201

¢ FREPRHAETOSMHERCHEILETNSD LR ITENHRIRG
SBR(CBI U T—HRRIB R RZRUTELL,

¢ PROSEHEFFHERETEEZICHSVTEHT D EDRDHSN T2
ABRDERICEDEPRORIEZHIENT SESEHDI/BDT, ¢
bnik U 72 ZERR RSB TR LD

o [FEANDOREBFRARADMIEDIZH(CT+DRFZIRMTZERT D
BREUVERBODIEHAZEDLS ICTNELIVDOHLRIPHEEE
Z1/IRN,

¢ FRRICHTBEEISPICHD., BEDODRRTIEEZLEAT7—(Z
principle investigator T3\ EEBRIETEZS. UL, #I%t
BiEPEERDEF) DHDDTERNMVETHD. EI=DGLPHERIE
2t U RERASIRE (O U T, BEMIC3H S BIDGLPRERFEES
hREETh31EEaEHNHD. EBEEPKERORAUICEDEPR(E
EEBHBIDE & (C. BBIDSOPTBI#BIDGLPRIIDT T=%
(FRB57R20N,




OECDIREEP L EaA—HA A AICEAT IR

> BHAYIORE FHiHBIWNIFERPROESSEBEUIZS
53 W\IMSZEE UL BRODRIAREDINS . Fhi
SHEPRFOASBERARZEBONDZDT. ENENDIFEE?
WTHARECRUL TR L LY

> HAHDRAUL, FEIRENIEHIEEDOEREZIFLEDENE
SH. BICHRIBZICLEDVETHD. [HXHAHADMETI
FTLDYYYZERTHEMBZITO] OXSREHIBELEDONA

» No0.116TI(E. formal PRODZCEEERULTULS D, informal PR
WTIE2<EDRV, MXETREHE SN TLEInformal PRE& D%
RIRXD, IRNTSEDHA I RICHOI=FIETRIET D L2
LWH'?  informal PROEEETNBIZEEIC(E. informal. fog
([CEDAEDERZERULTAULLY,

OECDIREE7Z L E1—HAAI >V RICEATBIEF

o FHACRAT SRR Y —, HERMERARE, EPLELIT—4
ETCZREFINETEDI L, TNIIZIEERRDFEFICDNTA
Wa0Dh? HBWE EFPLEI—ROHBEABDILEES!
E7LE1—ROFEBRTETEZRFINET LN ZERSEE,
IR SDEEIIVAF—REDEIHTETRMUTREFS
D ERITEND,

+ BERPROBAEFAREEI OCRZRIETIHETHDLEASH,
hEseER CHITEIEETH D . BERERHMDREE T TR U T2 TambR
WCREFITIBERRNEERD. FAIPRODIBS. BPFRARIIEST
TIR>RWVWZH. SNSDPDOED DGR - REFFEARNICIIFAE QR
TKLD,




OECDIREEPL Ea—HA A RAICEAT IR

& HERSRFEHEED SEMISNIEHEHRS RS T MrEEE
P, AR Y—(CKBEUBBRME DS ERmE
. SEXBODEMFICLD., FRRADEIE{ELITTHOHN
AS1 FEHEBROHERZITHRND EDICDNWTIIP
579, BRZRFIDILEIRNEERXSH. COFIRTR

¢ PHBDRBEOVENZHET SR, HB3VIRST MRS
BRICIX, SHERSEMEMEES (XERDOTRE L EICHMIREREZ R
DFMEHRAT BT —REZW. CORARY—EDPDERD
BPEDIL—RICEENSHOEEULTHE. T—FHEERICRT
Y —DERERDBIBZESRE. CNS5DPDH EDIIPRICHEZS
EBEZTLLD?

¢ COPOMDKIC, FRRAICDVWTEERSOIEIZRICIEESE
RNED? ARDB—EZEEHSOHIMITH D EFMDFEEETEZTLY
DIITRLS, REITIBERLBWVNWEEZRDIN. COFIRTILD,

& AR —DHERDIZHICERUFRRDT I INERERXNT DS

(E{FZTICET —FZMBDTII L. B XTHRBEE
(SETEEDY, [RERMEIE - EERDRDERIIEST—FICHH UL
CNSDFRIIEFZLEI—ICEH UBWEE XD
LWh. EiffZRWEERICOWVWTIE, BReRIBE

OECDIREEE 7L E1—HA > AICEAT RS

¢ [significantly different] B'RKT 3 & CA(E, SEHMDEE
1Za. B, \BNUEH5VLWWIBHE(LDERE (Z(t - 37E - ke
TRRDHEENHDIBZEELMIRULTEILD,

o ESUTEREBOMENEULRICIE, RENSESNBFETHAET
MIARETEHBELTEILD,

¢ TEPLE2L—7—DREHTOMREEUVSRRBIBZE] & &0
Z2V0WSDh. [EDLSICUEBEN, FMENEESNIEHZHAI &
BOFHRE (RS - FIESE) PO BKSICTIHIENS LD, =i
kg BULE, BHINZAFTZSORBREZERIBENGDILEOTNZ
SHICEANICEDX S RIFHSBENZRUTIREL,

¢ EZLEL—T7—DREHNTDFIREZ U BRIRDIZEE. EDLSICHER
final report(CEEEHEINZTLORBICEZNHD. FEBPFAROHEIEICDUVTE
RIRIREE(CRETIE. RERESOHRDDENZLDHDIEENHD., |
AEHISHNDIT—ADHD. MO T. RREESADEHTIIRL., 7
& UTattach 35 ENREINEEX S,

E7LE1—-7—DORENTOFEMEE U RIRBIBE. TOREIC
SCRHITDICETRULID. BIRINICSPEETPLE1—7—DMETE
FREZBCRATETNEZENRZHESNIZLELUTSE, TDfFREEULLSH

DB OIBSIIRIEMEF (CRBINANED,




OECDIREE7P L Ea1—HA A AICEAT IR

¢ GLPEUBRBEES (CPRIE UIRVWEFISDS, ke SR U 1ol iRt
To51BA(1. €DERIMEEDPRICEIT 3SOPI(CHED T=EtEY
PRZRMEY BRICIESNESOPIE. EREENEE (SPOFRE
DhH\. PROFAEHEEEDEDHMASEEENTHE ST, HHDICS

& GLPBEREES (CPRE LI VWVERIZRD. BEDIEGLPHEEXATPR
86, Rz =L IcHiREzDPRICE YT 5SOPICHEDTITS
RENB3DH. PRZIFGLPHEEEATRIEY D EHFEEINTL
#1H 59, GLPERMESS(CPRE Uk VB ZRh EER 2 52k U /= 58
ATPRITIIBSIC. BHEIFEZRIDILEIHDIDh. COHFS
AR (HB) [XESVWSEDOHBEETNTNSIDH,

¢ E7LE1—7—-DABOBMIRDIES. GLPEREZECF TS
Eh? WBERSOPICOVWTHEFTKILD. BEABRIZLE
HEBEZEZXDD

fERDEFNSEER (HEREEKRD

@ PBERHEETERTNTVWDELSRRE
HATSEMEn]6Eh

@ BRKDFIBRIPRTIE. PREBEMNKAVS
BEXSLBERIEROEZIHZATSH.
E7LE1—7—bhREUEIBESIEPR
memo (FEkE) hbhniELv,. BERT
BJEED,

R4S —A —DEFIR

ERHE COFIR (RRDT7 >0 — M
FDFED—EFTY)

® ©




fEen
» OECDIREE7ZL E1—HA59>X(E. BA%E
Z2EOSMHREBFESHHRE LU= [Recommend

for Pathology Peer Review (Toxicol Patho
1118-1127, 2010) | Z#HPBHELULIZASTH

> ISTPZEDIHRZEDSHREFR(E. SEDIL
AXAFV—-2ZFHULTWND,

» OECDHIS>AICEAUT, ISTPEEZEHNSERE
=0 51, PMDAICEHREHUADFETH Do

» PROEMEIZHAKERTCEZERDRVERNBEATHD.
ESiRAZRFEZ T, YBICEEENICAXRERN
BICRSERVER - IBEZBFHELUZ0.




BEE] saostsezecozirstim

Opinions and views of international societies of toxicologic pathology

OBZERE', @ =L°2% X5 #7°, NGF #%"°
10 G R A A A R, M — =k (B ) BRFRRR Y ¥ —, *T AT 9 A (KK ) REVENIRT,
OB ) R G DR R B £

O Katsuhiko YOSHIZAWA', Munehiro TERANISHI", Yuji OISHP, Hiroshi ONODERA”

'Dep. of Pathol. II, Kansai Medical University, "Kasai RD Center, Daiichi Sankyo Co., Ltd., "Drug Safety Research Labs, Astellas Pharma Inc.,
‘Parmaceuticals and Medical Devices Agency (PMDA)

20144E9H 26 H ICIESRN R SNA-OECDIRELE 7 L Ea—H A ¥ AT 2T 4 ¥ - Ald, HAZIE LD E LR EE O
MRS A HESE L /- [Recommendations for Pathology Peer Review (Toxicol Pathol 38, 11181127, 2010) | ##t4akié | /-
HETHE, LA L, BRELAETIHESREI DS, COHFA VXA LT, bkEthmEEashOE 2 ->T, R
FHEHOEEHRESSIAOEREEVAALIA ) — 2B L, EETOMME L /2@IELGLPER 2 KDL EZHTH S,
CHLEDOHEIZDVTEREEZHAL, A TEREBEN TV LHBET L E2— (PRIEHEATOEEIEH Lz, FFiE
[FREET— % | OFROENTH S, Bk TIE [Study pathologist(SP)ASH 4 ¥ % L -t | A5, HATIE [SPHHR
ELAWRBEAT R - T—2 v — ] PEF—7 LRl - RS TBY, HRTIRHEBRENZ2EF -7 T A ERMNRELT
WHEVONHIKTH D, E6I12, PREEMT 254 I ZIClL T, —ARICHCR CIIRERE B ROBER (RAT— 4 il
fi) TEBESI., £7— 5 ERBEOTAL L TZORBIIRFEOLEN IV, —F, O THRTELFHOFEIZLD, PR
(3T R % ek L 7= 1 E Mi(retrospective peer review)L., EF—# ZF 2 F TOiEREF—yTlEhVi oo, IR
LT 2R EF 2y 7 TEDLIMFELTBLLILEPET Lk ahTwiz, T, HRTIIHET RORILATICPR
FERTAEE, ImEASPLET L A—T—AFAELALLTL, £F—FIIEL2 T TORGRERTF T 2LENDH D), PR
BEHFANTFAFRERE {FRPRL B ZOMMERETICHM T2 EAERINTE A, F2 ROk L Ak
I EF— P I ELETORBIIREEOLE I L, ETVLE2—T—0ELA ) Offillbsrd i<, 0%
HEFIRERT ALER RN EEZTVD, PROEMITHAKRMTEROLVIEHABLEATSH ), GLPOEBERHZRE 2 T,
WMRIZIZEEMICH RKENTORD IS 6w - §58 % BEv L7zvr,  [7145001S079_5133_7145_docl



