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(ZHEBR B I B U 7 BB SR o T,
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B L OMEEMEE(INOAEL) 1%, #EWE B G2 U= 28 b & LT 1000 mg/kg TEOMEMECHR G-
PRI BEORDNED Dz Z L n, MRS 3 250 mg/kg/day & HIF L 7=,

—7F5, BEWOAEER L ORI ORISR 2 M8 A (NOEL) 6 X ON#M &t
(NOAEL) (X, #¢BRME 5 1C B L7~ 2E28 1000 mg/kg £ TRO LR MNo722 Link,
I 1000 mg/kg/day & HIWr L7z,
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3 MR LOFIE
3.1 HEmE
N : X7 kv o Benzanthrone
i : TH-X Y (d, e)7 v kN T+ -7-4 > ; TH-BENZ(d, ¢)
ANTHRACEN-7-ONE ; TH-X>' Y 7 o b T -7-4
CAS No. : 82-05-3
(LB A R 1 (4)-793
AR (REERD) Y

Jy12 : CH0 "

Va1 223027 Y

WBAL RS 7 NI S 73 ) N 113
ol A 2 173.3 deg-C ¥
PRAUE ; 133 (hPa , 225°C)"

T L~ Y
LogPOW ; 481"

7y b : HAOO1

T :99.4% (Annex 1-1)
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R IRAT R OMIEE ;20136 H 25 H (AF)~201349 H 13
H (Bi&lelof 5 %)

D IBGEHIELRE 5.7 ~ 8.6°C), MY, RE.

DR, R BLOBRMA TR E AR L.

DHIS g ABRML, FERMERR O ERMRAT ISR AT LT,

CRBRIRERR T %, AT B0, BE¥EREEY S LRI L.

D L(WV)% A T LB b 11— Z KB R (1%MC)
AT —RA(A ha—X, SM-15, 2 v &5 2085511, Rt

MRS AT L, UK ASR IR, =y MG
302060, ¥ ~REEERSISH) T 1L(wiv) %L 70D &R SR
7.

D BRI AT R OMIEE ; 201347 H 26 B (YIEIFIR) ~ 2013 4E 9
H 208 (&R G)

DR (RREE 2.8 ~ 10.0°C), &UE
: R BtE 7 HBEILAPNICAE R L7,

3.3 BGEOMEIS Lo

LTIk CEBRMB R L, SRS AR, 1%MC 20T oM, +a
WMLz, RY 7Tee L o220 o=l LAILTHTER
ERDEDICART v T L, RE—=F—FHNTH—IZL, 77 AF
v I BRI E LT

A L 27 HE 1 \RLE

RAFSATF L OMRAEIHIRA

RIS
e ForE

W E R EORERZE ;20137 A 30 A (#BEHR) ~ 2013 472 9
H 208 GfklE 5)
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CHEBREIE KT 7 FNTERIR, REOBRICIZ A, T48, (RE A

AxFa AL, WA, I, BEE L ORESE & oz 8T 72
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D FRROBREIE, BERLI)T DT, PEEBEEYE LTI L.

WHE O TR L 0% —M 0 1 B L0100 mg/mL OFFRIGIZH>WT, 0, WEIRTESRL:

B EIR OFEREE

BE AT 7 1

3.4 A

- SRt
A=A
TEEE
wEME =2 ) T
Cok 7/ ettty

FE LB
FEVLEEN) 8l
i A B AL v

= N R FUG ]
&5 BRI i

P b B s Ry R T 4T
HEER
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3.5 BER LUk
B

P A

TT9AE L ORRAFRME T T2 RMOLEMEL O NN — 10 T
REIN TS (Annex 2-1 38 LR 2-2).

D WM E O RIS D RGP OMRE A, YRl L UMD A iklal

B GAER T D GRS OV TRER L 72,

ZOFER, HIER LU ENCRR L7 6, 25 3 LT 100 mg/mL #&5-
WL, B RNENZNHINT 97.5,100.0 5 LT 96.7%, ffélnl T 98.7,
99.2 #35 LR 98.5%, FHAEMERIENNTNG 1.8%LLFTHY, GHE
90 ~ 110%, X BEIERZE 5.0%LL F OHIEREBEIZES LT D 2 &M
RSN (Annex 2-3 B LV 2-4).

: Annex 2-5 (2R

: 7 v b, Crl:CD(SD)

: SPF

 BERF v — A UAN—RAS EAMTE X —

CEWAEEELE LD T — AT LTz,

DTy MIEVERBRECHFROON TV LB TH Y, LRI T
DFEARBRNREE THDH I ENDIORMAEE LTz,

D MERES & 52 [T

: MERE S 8 TR

D JEIE 240 ~330 g, MEIF 160~230g

D HfE 278 ~315g, M 184~214¢

D MEREE B 10 ik

DB 362~437g, ME 216~281¢

: MERERS 4 HE

: MMERESS 12 T

CRREBIRIEZ AR (R 1 H) DHMRE 6 B ETOHM.

BIL S Ih iz K] 2 5 D T2 B0 1F H 2 C oo HATH].

CMEENIZ SWT, BT A BEES T B E T 9 BRI OVEE SR A
Z YR A A T EIRIEIZ LV T o0z,
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T DOOREEA T B 1 MBI L, KEASANE, ME 6 A3 KUHE)y
WM L7
BIMEIIRT O — kiR L OKERIZ W T, 2 TRF IR itk
Mo fe. MEERE T 2 BB R E AR L.
3.6 FET
B d L OBIMEEIR T = 0E U7 —MeRiBBLE S L OVMAENIE, & 62> W Tidth)s 8
BREOHEREAZZICLT, BYOMAOBEEEZRE L, MBI BN DAL 2 4,
ORBECRFE OB 5721 | ], (RERMOEME | fl 2R E, MITOX & 27 LEEH L,
Fe B BLARTHIZZ O H OREIZHESO T (LBIEA IR X0 S TEO FERE R —IC
CRENT AT 7. RES BRI O NERPHIEL, MET 366 ~425¢, MET215~280¢g T
O, SEYKE (HE397.7g, ME2483g) @ £20%LINTH 7. BES D HERA XL/ MEHER 4
DCiE, 5B B ICRERD SR U HERREFIRE I » TRESL S,
3.7 BB L OV — okl
) CBE TR AR INE Y 2L h A CRENCEI 2 A, R A
1To7.
BT EN B3 E S 2 AR L, R E1T 7.
BAERIZOWDTE, FUEERINS TR o7,

WEr— DB RNEVER RIS 1T LT 7~ U238k No., 55! No. (52 A b))
¥y No.), 5], 7r— No.ls LU / R AHIFE L TE T — Y ORI
WRER LTz,

BB BIEI S 603 T LT T 23R No., 84 No., PERI,
WERE, ME (K BLOM / ZHEAEIT L K7 — P ORI
PR U7 sCRAOTHEEM X LR & PR OTHE 2 U L7227 T~
WA L, ZRJRIESE A 72 & NCA RIS H O 7 v — 74 &G0 L
TRBR LT W& T LTaMEI 3Ry T D T~ IC S LTl 0 U
RONNIHF O R0 7V —7 7 2l LT

3.8 EifT
3.8.1 FHERE
Tl s : 304 B
WA - I :2243°C, 50 +20% (FEHRIFH 19 ~ 25°C, 39~ 68%)
LR e 2 10 ~ 15 [B1/BFRE
EGILSTE : NLEEA 12 IFHA) (8 1 00 ~20 : 00)
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3.82 fHBEIMEB L OEE Ik
Ar— Y OFIA 7Ty bRERRLEER 7 (300W X 410D X 200H, mm)
7oL, RRIMSTHEEIZ OV TIEAENR 17 A 6IHE 4 A £ T/
L& L EREMARE (VA b7 L—7, HRF ¥ —/L A
Nt B LT
1 =57 OWCEEWE %t JUWHEBIM P 2 1845, #Eo0 %3 1L, RIS
R MERESS 1 DG, IEERIART PR DL, BRI L ER S LT,

b= VA DHEONTIE, EORIL 2 WIS 1IN O TASH Lic. ZZRIRALHEE )
DWTITATIR 0 HB L OV 14 HICH i L7z,

% MLAS S PACIES Py

IINRESZ OO A H DHEMR 20 HIZPRBE & HIZER L.

TR AR AT M D U I A LT

HEfAKIEE DKL E - 1 = L7

ERN DGR c1H 1 RS L7z

EHNDIHEFHE RERMERERES 0" v ERERE L | WAL CRAIENT L1

REFELY LB 1 REEL-.

3.8.3 fAlkt

FEA « 445 : FEREREE, CRF-1

oy &S : 130405, 130507

s AV m B VR TR A A

feed Ttk DA B BLAAER A IO T A IR S B,

BB L OMAEDRE  RPICEREL LT RO H DIERME & 5 WO XA O
Z, MR L%y FOSEEHI W T Lic. 1GRWE O irid—
—a T4y T RTART AT VNSRSt (b
AR-13-JP-000994-01, AR-13-JP-001292-01) 73, 15/L: 4t 25 X fielel il v
EE (N BRRE T No. 13G03-058, 13G03-074) BNZNZE ATV,
ST — & EAUBHE R O AT L, W E B & 3Rk As
AL B WL VTR R ORI E IR L L 7=, 3T DS R,
WO RIS FFEM A8 2 A0 b iino T,

3.8.4  fREbK
T ¥ : KLU T KB K
AT C BESAER WV CHBICERE .
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BRI RS MIE TN S BI5GB O A, 201347 1 8

ABLO2013410 A 1 BIZEF ORI (301 7=E) 7 Hilkh &8
L TotT Uiz, Stk A AR AR St ORERARR% : No.
A251183, A253322) MTW, M7 —4# 2 AT L. 3B &3
PAETRRR S ALG W2 RVETFFERT O R E IR E ML U7,
SIMTOFRER, WT OB IZ b IFFAINE #2203 b kinoTe.

D0 (XFHR), 60, 250 33 T8 1000 mg/kg/day
128 HEIR IR N & 5 R BR (R 55 - 15, 60, 250, 1000 mg/kg/day)”

(2B T, 1000 mg/kg/day CHEMEI IR E DL F 23300 723,
fCIRER, (AT, /EARRE OTEHIER L ORI TR E ISR 1T D
WERIER G ORELRD LN -, ZhHOZ b, Al
T, EAE% 1000 mg/kg/day & U, LLF 28 H B #5308k & [H
R 250 35 KUY 60 mg/kg/day 5% iE L7-.

FBRAEDRERL & BRFOBEZITLL T @Y & Lz,

Kb TR hA & A (ENE )
R (mg/kg)  (mg/mL)  (mL/kg) i3 iiia
XTHETE 0 0 10.0 12 (10101 ~10112) 12 (50151 ~ 50162)
R =T 60 6 10.0 12 (10201 ~10212) 12 (50251 ~ 50262)
o &R 250 25 10.0 12 (10301 ~10312) 12 (50351 ~ 50362)
=R 1000 100 10.0 12 (10401 ~10412) 12 (50451 ~ 50462)

KPHREEIZIE, fthoBE L [RIEED L THBME (1%MC) OB &G LT,

393 &5

B FEBIUORERK T A AR T AR TFBIOTF f AR—F T U P50

bl
&5

eaEniti |

TR S IR 1 5 LT,

ST U LE, EU RS L.
:9:17~11:51.

S OBEM I IS TR IS LT (13:27).

M ASEEPRAART 14 ARB X OVF %o 28 AR, 2142 ARY.

M 5 ACBECAT 14 H 3 L ORAN E TOREHIM, S HICAZRMAE
BNTAEARIRAIS L OWHE 3 B £ T, /0 el il 3at 4 25 A £ T,
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SERRARIRSLBN A2 B IR T #% 23 A ToOHIRH.

 BER DB HHE B3 G RS O IIE B O IIC SV TR L

7-.

G T5E, AR, RGNS JORGHIR OBTHEM - ABRIET A BT A4 AL L Tk

E L.

3.0 BlEE, WiEs L OmAHA

KERMHEZRS 1R,

3.10.1  HEEMIC OV T
3.10.1.1  —fRIREEE £
=
HIF
B
Bk

3.10.1.2 RREAIE

Bk

HA7E A

AIE ik

(R IN &

3.10.1.3 {BEFEH
RS

SRR A HERR O B, SYMeRE T P ATHE O B 2 E LT

: A

G L U sEE 42 HoE TN (Day43) £T

DR ORGRR L OREE 2 WL 72720, FER REAPRTHIZ 1L
AR & OAEFE, ABL ATESICOWTEE L. BENRD b

1, FOIER 72 6 NTIER DOFE B L ONVH D BIES S T2 ReZ & Tl sk
L.

il
51, 3, 7TH, F0O#%IZT7 HEOHKER, BHEETHBIOEMA

WZHEE LT
AR MR (GX-2000, &ttt =— 7 R -5 1) ZHWT
AEL, 1g B CRohk L7z

CUToORIcEEHLE.

RHEINE ()=&K E5 42 HIRHE (9)— &5 1 RIRE (g)

==
CRIERG S 2 EMB IO A 2RE, KRRERAE LR U AICEmL

7.

cHE R LMRFE (GX-2000, HERatt =— 7 K7 4) ZHWT,

0.1 g BN Caosk L7=.

Pe b BRAA B i Y F 2 BER 77— VISR L, O ITENE B2
R L O EL T Lz, 72720, #IfAT R I3k SO A 0E L
oo WICRTRIZL Y, BEHE (ghatday) ZHH LTz,
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FAfE (g/rat) — A& (g/rat)
HAIE H o B £ (day)

1H A Fo(g/rat/day) =

el

542 HOFEH (Day 43) (ZFE L7,

A REBEZL, AV TN T R CIE KBRS S O i K0
RIS, EFOME -HMEWIRAICEE L. £72, IO
B A 10% TSR R L~ U S RICIEE A RAE LT, 72k, B
L ORE BRIZT T SR CREE, 70%F ) —VCRELTIZ. FAD
HDEEICOWTE, FAlE LTEL E BREE - fRIF LT

DREBL, RS BAK, A2, REE (GRS Te) 38 K OPIARAI B ETAL (1E

R OB EROL 275 Ee).

3.10.15 e EEHT

Bl
R3]
W7k

FE X E RO

A

=]

© AR

:f AULILRAF (GR-200, Attt =— T R« F4) ZHWT
UTFOREOEEZHE L. ELAOBIEBEIZONTE, E4AoD
HCIE L.

s R R B E LR E S S R AR L.

HaxtE & (g F 7213 mg)
FHx & (2/100 ¢ F7-1F mg/100 g)= x 100
HikR HIRE (g)
CHER, KR LA, OME GBEEST); UL (9

HIA R (mg)

3.10.1.6  JABEASAR R

Bil%k

ATk

ey ML

P BB OWTEEAERZ Hhi L, &R KOs B o262 5T
(AR RANRSLNH S OVASREAR TFME AN I L 72 0> o T HE IS DU TR
L. SEROFIR, & i mERGOXBELEZAONE
LI Diiginotzlzsh, £ DOMDBEEGTEOEMIC OV TIHEFHR L7

Mot
DN T ¢ MBI L, N bR U Ve A U Y AR A R
L CHik L7z,

FEHDS JUNE I BAR, BINZRR, KGR (BERIRET) 72 6 TNTHIREHC
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TP O 6T 60 mg/kg & 5-REORET ] (No. 10211) O &
OV 1 4] (No. 10205) O¥EHL 1K,

3102 MEERMIZHOWT

3.102.1 —fkIRAEE 2

Bil% : A fil

1A HEZG L HNLHEIRAFET
BUE  HEEM LA L

BTk D BV L IR

3.1022 {KEHIE

= =l

I 5L 3,7, 14 oS,

R0, 7, 14 35X T020 B OEHH,
WEET 0 L OFRG-AEB L OMIH 4 1.
o721, AEEGNIEENR 26 B (FIFH),
RIRARLSIHENT DWTIE, &5 21, 28, 35, 42, 49 Ho&GqiE X
O H (5 51 HO3EA)
HIEFE D HEE LR U
R EHEE N U ToRIc kv EHLE.
ASFR AT -4 1)
WEIEME ()= 5 14 HINE (9)— &5 | HIKE (g)
LW M ]
INEIEINE (g)= ik 20 HINE (9)—4FEIR 0 HIKE (g)
I 5 H4
REHNE (g)=MH 4 HIAE (g "HiH 0 HIKE (9
31023 FEEENE
B s A
HIT H CREBAE 6 2 W, 72 & NSNS L O RARSLBIOF I A %
R, WEREIEORIER LR, 72721, #FR20 Rl LOWE 4 A
VIR RO A, IR0 BB L OWTE 0 HITAEE S 2.

RISk D HEEN) L U
3.102.4 Ik
5% ;A5
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3.1025 #FEEE
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BIEFH 1k
FxEE RO T

arH %

Bil%k

A7 ik
e - AR

B & [FRRIC

SR13057

B 4 A

o2 L, ZRAKAILGNI AR IS T2 24 B (551 HOEH) 2
TEOR 25 H S THRDSFRD HALIR W AT T AENR 26 A2 3500 L 7=,
Tk L, UTOHE - Mikz 10% P HEgEsr <Y
WCEE - RfF LT BEADHLIWMECHOWTE, FRIE LTELRE b
[ E « PRAF L7, RS AR J OVE R A A 7.

CONE, R, R, LRI L OWIRA RGN (QEW AR & OB A

aie).

R 2 R < 2xfF

ks

: HEEM) LR T
DB ERC

Hx e (mg)
X HRE (mg/100 g)= x 100
HiR BT (g)

D BREL (mg)

3.10.2.6  JEAHAL AR A

D KERMD &R U7 & QNI R M
 HEE SR T

CONEL, EBIONER SN

R CERE NI ST cHREE 1451
(No.50157) ®FLIRE. 60 mg/kg DAULEH] (No. 50253) OUPE, T'=F
K OMBIZ DN THEER LT,

3.103 MEEEW OAFER L O EIRORA I OWT

3.103.1 PR kR A
£
JH ]

ik

HiE

A LY

: PERE & B (GET R

o AR X7
C BGBAGHE B A RAGIA T,

RRAIENFNZ DD TIEREH T H £ T,

LD PEYRIRERIEAR 2R L, e P RAREE N CrE)m i Bept
ZHIE L7

T, ENEH, FEIEH IS L OFRIEIRILE) %
4 AP35 6 ADRIMETHEY KT HLOETH & Li-. REMH V%
TERIEHIAY 7 B UL B L CA B D & O 2l 38 1h F 7o ik
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3.10.3.2 AFHEEMA
1%

AR RN DO TEN 1

SR13057

HiEE L, By HELE.
BH1EMLEE 14 BETO 14 BREICOWT, M, JB5850
BB L OWEE MR o8k A2 FIH Uiz,

: MERED 2244

FEFMBRXVRR 14 8H GRRBEOERZRN 1 B E L.
: RI—RBEOIWE S RKED W — D08 &2 —xf & L.

s RIRRBRFEN OMERE 1 %2 2B PG A DAY XN LV REN R END E

THEF R S E T

RN ECEZIEICE T LR, 5D WITEBE A A TR O

HERAAIT ol WTNDDRD Lz &2 L (0 1) &
L7.

il B AR 7 & 22 R RN S CORTE U e 5 L7z,

KA DRI RREEE M L.

YA RV IL//EX
AZJBZ (Copulation index, %)= x100
[F B 44

IR ORER A 53 0 A7 s X OSSR RAZ B N OB/ IR DFHRIT
Tole. WA OHRICZBELFHHE L.

ZrEh R
Z B 3 (Fertility index, %)= x100
ARSI I

3.10.3.3 Al &k ONE BN BEE g%

14
AR Uit IR S
IIRHE T O RERR.

=R LT D2
D SERRASHERS S T MEEN 3 ] B AR B S BT

IYBRRRE AR 21 HH 25 HE T, mHD < & 34 (9 : 00,
13:00BL0017:00) B LT

2900 FTIZOMMKT LEEBEICFOREZWEOHR (B O0R) &L

7.
RPN OHRICHEREE R L.
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T HEEMEER
HipE=E (Gestation index, %)= x100
ALHRMESL

SRR O A BT 0 A TOMRIO A A4 L7~

BRI S ME DO IR L OIT IR RS A S L 72, A S B IC B R R
AEHL.
AEIREL

EARZ# (Implantation index, %)= ————— %100
HIRK

%O HOTNTOMERIZOWTAIBB IOV 2R L, L%

B U, WECAFRE L RO HEE 23 L, 25002
PEVRR L Uiz, D BIEmIC AR, AFRONLRE RHBLRE
FOMmoOrZRH L.

%0 B DA AFIREL

H/E# (Birth index, %)= x100
HIRE

HEAE AR £
HiEAEE OPELE (Sex ratio, %)= x100
AT R AR AR R 5

AR LT IR B AR (%) = O R T IR E /7 RS X100
HNERFFE R 2R OO = SARRF 2RO / LEDYEK

3.103.4 F/LRO—RRIRERE 2

Bl :
BREE ;1 [E/H
I HEROBAMNBAERIBETE LT
BlEL AR O HEB X ON4 HIZAE & S L pOfREEIL A 1 [EIIEE LT,
7p¥3, FECHIEIZER BIZWHEZRER D HifE L7z,
FAERATROEL A% 0 HB X UER 4 HOFERATTRE R SR LT,
A% 0 HOAETER
At 0 HOAETESR (Viability index, %)= x100
HHE AR
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k4 A OETEREK
£tk 4 BOLAFE (Viability index, %)= x100
1% 0 B OAEFIRE

3.10.3.5 FrAEROKREHE

1% e CAETFRAGNCONWT, AK 0B LV4 BICFEL 7=

HEF 1k B TR LMK (GX-2000, A2t =— -7 K 74) #fNT
EBNCHE L, 0.1g ETalgk L7z, MEEENIZIESD 7= 0 oV HKES
BHL7.

3.10.3.6 AR

ISR GREIEG A 4 BRI W T LT
R ik IR (RERNEET) #8IZEL, XU RLE X =L R T AD

MR EIZ LD RIS, D OwE Mk E R Bl L.

301 BRI IE

D 2= F VAT A (MITOX, ZHER S A7 L8k f) ZHWTHER L

KT, (RHHINE, fEEIE, ST oiiERR DU R, G, EERER 2R
AT A3, BRI, B JOERS, MR, HEROAEFER S LU E R,
/R3S L ORI IR BB O B I DUV CHEFE 36 L OMEHEfR =42 F i L, Bartlett DT
EEITV, S0BEL T Lo, %00 (p>0.05) OATT—CBLE D HTE THT L, 7%
S (p<0.05) DA 1L Kruskal-Wallis OREL CRPT Lo, —BELESEOIT ORE, AEL
WA HITHE (p<0.1) 13 Dunnett O EE 2 U THIIREE L O A 17 - 7=, Kruskal-Wallis
ORI ORER, BEZENBLNTZHE (p<0.1) 1T Steel DIRTILEE FHOSHREE L OLEE{T-
7o ek, HLURMARE, £ 0 A3 LU 4 H OEFRITNRTHIT 27 L (A 2T Lk
Azft) 20T R & R OME 2 Fhi L 7-.

YLD B OFHER, ZRE, ZhER, HpER, Riworiitil LU RME IR LR
DIFEHE R & UM BRAR L AUMIAT I2DUN T Y, Fisher OEHFERRE R Z W72

SPBE & DB DWW T, AEAREL 5% & L.

3.2 3 B a—H AT AMITOX ¥ AT 2)DOF]H
T — ZIRITPU T O A THER L7
A TGAT—H ; MEREB B O —MIRTE, (KH, (REHEN B L ONEER B (2 ploar il
PR 20 HET), sREER (), HERAEE AR
*TIA4T—H PRI A, AREEMRAL, AR, MBS, BEAIRE, HAERK,
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AN, ECIE, MR, B HIF R OB R, A
it oK, HEEF LU, BrERo—ike, Kl ks X
CERBE L (1)
A 2—FTu ba—)WE, FZIUEDOIHE, AREERELL. kB, AT v
X OAET =2 ENET L, RNOFEEREE LGOI, A7 74 0 TEEELFER L=

[V

4 JE
4.1 BHEWZonT
4.1.1 —felRae

—MIREE DA & Table 1-1 ~ 1-8, Appendix 1-1 ~ 1-36 {2777,

KT, BEHIMPICAEEREIEE BICKFITRO N -7,

MECIE, ARRCRT, ARLHIM A @ L CHR MM K OVWEHE 4 B E T, #RYEESICERT S
AT T ILOHDOEMIZ HRD bR o 7e.

2%, 250 mg/kg I GHED 1 4 THRE 1 HOFRICIRERTZD b0, AEBEEEO 20
{LTHY . FRMEERGORETIIRWEZX bV, ZOfM, SHR#EO 1 F CHIRICK TIE
FADMENR 20 A LARRIZGRD BTz,

412 KHE

R EHER % Figure 1-1 33 50V 1-2, Table 2-1 ~2-4, Appendix 2-1 ~2-20 (27”77,

BRI GHRE & BT, BEOR G-I 7 & ONTHED AR IR, IR, E I
DWTFIUC Y, RERTEE i U CH AR ETRO LR T,

413 fHeHR

A5 % Figure 2-1 33 L T8 2-2, Table 3-1 ~3-4, Appendix 3-1 ~3-20 {2777

RETIL, 1000 mgkg BEDOF G 1~3 H OFAE IR & g L CTARRIRMEAR O b7z,
F ORI IREE & e U T B D)o 72, 60 F5 KO8 250 mg/kg BRI HREE & ik
L THEETRRD DRI > T,

METIE, 1000 mg/kg #ED G 1~3 A OB E#E & Lk L CAE R IEENTRD Sz,
Z M LARE OFEIR IR 26 SO T IR Clase HRlE & it L TR EEITEO v o7, 60 B &
0250 mg/kg #EIEVFHLO RN T4 o BAE & bl U CHEZRETRRD bR o7,

4.14 HiR

T i % Table 4-1 35 KUV 4-2, Appendix 4-1 ~ 4-8 {277,

HETIE, BB ER THROBIC SR E R 5 IRRE LB Tt b7, 72k,
60 mg/kg THEDOHE | F CERILIE, o 1 FTRE HMERREICEBGR, 1000 mgke O 1 4z
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WORIEENERD SN, DL RO L TH Y . R E RS - oME IRV E O
EEZ LT,

METIE, WE 4 ABIOF CIIR#ED 1 flanE, BEPTILITGRD bhroTz. ks,
— R TEBLES CRRENC R TR 2338 80 BV T RHREED 1§ TlI s (A TR S3R8O 6
iz,

SIRREO R LB OF IR TIL R IO S e o7z,

LB T, 1000mg/kg B TR HAL72 141 (No. 50453) (ZIEOHEHE L OB SN B ks
TR DR DALz, RFHEEES KOV 60 mg/kg BEDO R 1 FUZITEE AT WIIRRS L e o 7.

415 WP HEH=

FREEEOMRE % Table 5-1 35 XUV 5-2, Appendix 5-1 ~ 59 2R,

RETIE, KL, R AR, Az OO EES JURFREREICB N T, S5y
R LM ORICA B 2R AITRD O a7,

METIE, IR O EERS KU EEICB VT, SR E R G & REOMICT R

IR LR,
4.1.6  JEMAERR AR A

J75 FRALRR 2P [ 4 Table 6-1 ~ 6-3, Appendix6-1 ~ 6-8 (/373

HETIHE, S E# G0 R U722 Tl b o7, 8BS S 7o pt AR IR O =M
TRRIEISKIHETED 5 4511, 1000 mg/kg B T 2 #1138 L TF 60 mg/kg FEDIHFMERS AT o 72 1 Bili
WO LN, R TERWAT R OB 517z 60 mgkg B 1 6] (B ki) CTHEBMU7RE ik
MWD BN, 77, 60 3 LT 1000 mgke FEORHE AR RO AN BRRIERE 13380 b
% 1 BT S 2 W IR 20 RSO B iz, FOfth, xFAREEE LU 1000 mg/kg A
DARIERZEH| TIHEF TR D bR o T,

MECIX, WE 4 HHIC, BRmEREICERN LB RO biveo 7. 728, 1000 mg/kg
FEo> 1 B THEICE IR 22 N0 38 LT3 1 BIOADEL Th o722 Lo OB R &
DOBFEPEIL Wb O EFZ . £z, MO 1 HUZFED BT E O R RIS
BRI CH -7z,

AEEHCIE 1000 mg/kg B0 1 41 (No. 50453) THEPHSHSE O HL, FEEORE X OHRENHA
BBV AT T E IR NIBEILR & 2 HTe. Z Okt BRI KO0 60 mg/kg #ED
% 1| I CIEEFEITHD SNenoTz.

ERAANLA] 1 TR IIRR D b o 7.

-26 -



SR13057

42  HEHEBY O A TR KOS L R EIZ DN T
42.1 MEEH

PEFR A A5 % Table 7, Appendix 7-1 ~7-8 (27”7,

AZRCAT 14 AMOMEASIBEIC W T, WTFROREOEMIZ S IHEEHIIC BE T <, BIFH[
fds L ORI RIS E, SRR SR & XHREE L OTNCAE R 2TRD Lo Tz,

60 mg/kg #x FHED 1 5] (No. 50253) TAZALHIAIHIZ 11 H W OuifseHETRIG 237 ST %1282
O LTe. oM ERE I mENEMES 22V 2 & s, HRBRMER S & OB O
CHW S, F 7o, KRB 1B (No. 50162) T b 2B sk SR 1E A 3lkE L TRED B i
7.

422 AGHREMA

LTERERRAE D FRAE & Table 8-1 35 L (Y 8-2, Appendix 8-1 ~ 8-8 |23,

RRFL LOZHEL HIZ, BREFENTIVE AL R L CTHRERAITRD Lo
7z

728, sRARANT DI RERED 1 %t (No. 10112, No. 50162), REEAHIREED 1 % (No. 10103,
No. 50153), 60 mg/kg £ 5#£T 1 % (No. 10203, No.50253), 1000 mg/kg #£M 1 %F(No. 10403,
No0.50453) 1Z38® L7z, 1000 mg/kg #ED 1 KO AFEDORN & LT, MEIZIEAEIFIfF L O
FREER A TR b Z &0 s, RGO E RN ZFIZERNT b D EEZ L
7o

423 Syifds X OHTEIKIERLZR

I L O B IR BRI 22 O kS & Table 9-1 ~9-3, Appendix 9-1 ~9-12 (27~

ICHRZEME, BIRE, AR, AR, e, HERE, HERoAF R LU L
s A, HEAROMRIZIE, Wi b TR L ti L CHEREITRD bhviiho 7o,
£, TRTOAFER REGITERD DR Do T2,

424 FAEWRD iR

/LD —FINRE D RAR % Table 10 35 X OV 11, Appendix 10-1~10-8, 11-1~11-4 {257

BRI E e RN D — IR EBIERR D H e o 72 Zeds, 250 35 X TN 1000 mg/kg #EOE
1B CAR 0 BICHAERIZCI AL Z 3 R RO TR, ZO%RIBERFIETAGNT,
Y ORIEIZRFITRD LR o722 e, WREML LD EB 2 L. WE MO
T (RER) A3RPHRREOMERES 2 151, 60 mg/kg FEDHE 1 5], 250 mg/kg HEOHELES 1 451, 1000 mg/kg
BEOHE 1 HIE 2 BLIZERD B Tzny, A1 0 BB LOER 4 B OEFRICWT N OWRYER
XTHRAE & Ll U TR E R SIT@D b v o 7.
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425 FAEWOKE
AR OE T O[S % Figure 3, Table 12, Appendix 12-1 ~ 124 {257,
BRI EAE & B ITHERE T G IR RE & BRI U T E AR AR b o 71
42.6 FEROH R
BrAEWROTM O EAE% Table 13, Appendix 13-1 ~ 13-4 (2787,
A% 4 HOEFEROFR TIIWTHOREOEMICEE IO b o7,
1% 0 H O TIRIZEBWT, 250 mgkg BED 1§l CEHBITHER S L OVEEOARE RO 6
Nz, ZOARBEFEINI I HIOROFEETHY, HEBEESLRWZ L0, gmERS L
DRI <, BARALLEZZ bz, FOMOIET IR TITRFIIRD bz o7z

R T by 0GR L 1%MC), 60, 250 £ 1 T8 1000 mg/kg/day % 1 BEMEHES 12 PEOD
Crl:CD(SD) T » R, HEZ v MIxt U CIEARHAN, ZRALHIM 3 L OSSR & = dest 42 L,
MEZ o MO L Cidseherl, ARtk JOMERIR, 72 HONT oM 3 HE TOMRM 40~52 A
M) MAKG L, £OMIRMEE, ZRITHE), S LD BEOAEIC T T HEE 2 RET L.

51 BHEZHOWT
WS B 5 I RIN U724k & LT, 1000 mg/kg FE DO MERE GG H) I IEAH O WD 23380
BTN, FORITAREE S A7 <, REBIOBERMEIZLEENRD bR
EMDEARE L L B A BT, IR, IR, S ER, WAAFERRAICZIS VLT, 1000
mg/kg B E CIIMERE & b ICHBRIE G- (TR L 72 21338 v o7z,

5.2 MEHEEM) OGS XL OB AR ORAEIZ DN T
HEYOEFHREI OV TIE, YRR, 23R, SRS, URIAE, ARE, AR, HIR
BN, HEESR, HEEER, HMPEEROAGFIMES L0, AR, HE 0 RBLUWHE 4
H AT, WEAROMEEIZIE, 1000 mg/kg T F THEME I 512 BE L7 Zid@ o 5 i
o7
WHARDFEAE R FIZONTH, 1000 mgkg FEE TOHAERO—HERIE, RER L OHIRITR
ISR BR AR S B U= LIRS S e o 1.

LDz End, KRBT FcBIT 507 » ha OB % M52 B & (NOEL)
B L OEEEMER (NOAEL) 1%, #iBRiE & GBI L 7=k & LT 1000 mg/kg £FOMERMET#eH-
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BN R ORI 238D i = L ind, Ml L & 250 me/kg/day & HIWF L7z,

—J7, BEWOETRER L O OIEA - FE T ICxhT 5 MR B (NOEL) 36 L OB &
(NOAEL) ¥, WS E e (CBE U721 E28 1000 mg/kg £ CTRRO LR Z L5, W
b 1000 mg/kg/day & HIKr L7-.

6 FRBRAROEMMIT B L LIF LTz & Bbh 2 B A
RBRAGE DSV B A RIX LT & b D ERIT R h o7z,

7 BEORTFE

7.1 FEOTEH

LLFO&EEE, A (LA R SISO ERHAEEICRTET 5.

1o R ks Jo OV i 8 B

2. HTF—FFOMOTEH

3. RAEHREE

4. A

5. HEBmEY T
7.2 PRAFHITH]

RERIE T 10 FEERTEL, FOBROETFECHOWTCITRBREIEE L OWEBIC LV kET 5.

8 BZEEE
1) [RBIERTEH For. R IRESER Y 2 — fHRASHED.
2) BENZANTHRONE — National Library of Medicine HSDB Database.
3) sERRREE. BURUbA LRt
4) EPELE: YT hrrOT y MBI D 28 HBIRER O &5 3R, fUatt b
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Figure 1-1

Body weight (g}

Study No. : SR13057
Body weight, Male Period : Day 1-42 Species : Rat
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Figure 1-2

Boedy weight (g)
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Period : FO before mating Day 1-14, FO gestation Day 0-20, FO lactation Day 0-4
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—e— 250 mg/kg
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Study No. : SR13057

Figure 2-1
Food consumption, Male Period : Day 1-42 Species : Rat
40 T+
30 T —
3 DT**
c
S
3 20 +
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g
o
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o
g
10 4 ---0-- 0 mg/kg
—— 60 mg/kg
—e— 250 mg/kg
—a— 1000 mg/kg
0 | | 1 Il
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Administration period (day)

Significantly different from Benzanthrone 0 mg/kg: ** P<0.01
DT : Dunnett test
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Figure 2-2

Food consumption (g}

Study No. : SR13057

Food consumption, Female Period : FO before mating Day 1-14, FO gestation Day 0-20, FO lactation Day 0-4 Species : Rat
40 T+ A
.
[ ]
o
30 T
20 T
10 4 ---0-- 0 mg/kg
—a— 60 mg/kg
—e— 250 mg/kg
—a— 1000 mg/kg
0 t t t t t t t
3 7 14 7 14 20 4
Before mating period (day) Gestation period (day) Lactation
period
(day)

Significantly different from Benzanthrone 0 mg/kg: * P<0.05
DT : Dunnett test
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Figure 3

Boedy weight (g)
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Body weight of offspring
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Period : Lactation Day 0-4

Lactation period (day)
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Study No. : SR13057

Species : Rat

---0-- 0 mg/kg

—a— 60 mg/kg
—e— 250 mg/kg
—a— 1000 mg/kg

Lactation period (day)
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Table 1 -1

Study No. : SR13057

Clinical sign Period : Day 1-43

Sex : Male Species : Rat
Test article Day 1 3 4 5
Dose Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1
Benzanthrone n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Benzanthrone n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
60 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Benzanthrone n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
250 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Benzanthrone n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Test article Day 6 7 8 9 10 11
Dose Clinical signs Time 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2
Benzanthrone n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Benzanthrone n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
60 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Benzanthrone n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
250 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Benzanthrone n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Test article Day 11 12 13 14 15 16
Dose Clinical signs Time 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Benzanthrone n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Benzanthrone n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
60 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Benzanthrone n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
250 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Benzanthrone n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Test article Day 17 18 19 20 21 22
Dose Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1
Benzanthrone n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Benzanthrone n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
60 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Benzanthrone n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
250 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Benzanthrone n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

1 : Pre-dosing, 2 : Post-dosing, 3 : PM
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Table 1 -2 Study No. : SR13057

Clinical sign Period : Day 1-43

Sex : Male Species : Rat
Test article Day 22 23 24 25 26 27
Dose Clinical signs Time 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2
Benzanthrone n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Benzanthrone n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
60 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Benzanthrone n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
250 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Benzanthrone n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Test article Day 27 28 29 30 31 32
Dose Clinical signs Time 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Benzanthrone n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Benzanthrone n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
60 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Benzanthrone n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
250 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Benzanthrone n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Test article Day 33 34 35 36 37 38
Dose Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1
Benzanthrone n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Benzanthrone n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
60 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Benzanthrone n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
250 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Benzanthrone n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Test article Day 38 39 40 41 42 43
Dose Clinical signs Time 2 3 1 2 3 1 2 3 1 2 3 1 2 3 4
Benzanthrone n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Benzanthrone n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
60 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Benzanthrone n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
250 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Benzanthrone n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

1: Pre-dosing, 2 : Post-dosing, 3 : PM, 4 : Necropsy day
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Table 1-3 Study No. : SR13057
Clinical sign Period : FO Day 1-52
Sex : Female Species : Rat
Test article Day 1 2 3 4 5 6
Dose Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1
Benzanthrone n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Benzanthrone n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
60 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Benzanthrone n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
250 mg/kg No abnormality 12 12 M 12 12 12 12 12 12 12 12 12 12 12 12 12
Soft feces 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0
Benzanthrone n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Test article Day 6 7 8 9 10 1
Dose Clinical signs Time 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2
Benzanthrone n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Benzanthrone n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
60 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Benzanthrone n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
250 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Soft feces 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Benzanthrone n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Test article Day 11 12 13 14 15 16
Dose Clinical signs Time 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Benzanthrone n 12 12 12 12 12 12 12 12 12 12 12 12 12 6 6 6
0 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 6 6 6
Benzanthrone n 12 12 12 12 12 12 12 12 12 12 11 11 11 6 6 6
60 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 11 11 11 6 6 6
Benzanthrone n 12 12 12 12 12 12 12 12 12 12 7 7 7 7 7 7
250 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 7 7 7 7 7 7
Soft feces 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Benzanthrone n 12 12 12 12 12 12 12 12 12 12 8 8 8 8 8 8
1000 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 8 8 8 8 8 8
Test article Day 17 18 19 20 21 22
Dose Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1
Benzanthrone n 5 5 5 1 1 1 1 1 1 1 1 1 1 1 1 1
0 mg/kg No abnormality 5 5 5 1 1 1 1 1 1 1 1 1 1 1 1 1
Benzanthrone n 6 6 6 1 1 1 1 1 1 1 1 1 1 1 1 1
60 mg/kg No abnormality 6 6 6 1 1 1 1 1 1 1 1 1 1 1 1 1
Benzanthrone n 4 4 4 0 0 0 0 0 0 0 0 0 0 0 0 0
250 mg/kg No abnormality 4 4 4 0 0 0 0 0 0 0 0 0 0 0 0 0
Soft feces 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Benzanthrone n 4 4 4 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 mg/kg No abnormality 4 4 4 0 0 0 0 0 0 0 0 0 0 0 0 0

1: Pre-dosing, 2 : Post-dosing, 3 : PM
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Table 1 -4

Study No. : SR13057

Clinical sign Period : FO Day 1-52

Sex : Female Species : Rat
Test article Day 22 23 24 25 26 27
Dose Clinical signs Time 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2
Benzanthrone n 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
0 mg/kg No abnormality 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Benzanthrone n 1 1 1 1 1 1 1 1 1 1 1 1 1 1 0 0
60 mg/kg No abnormality 1 1 1 1 1 1 1 1 1 1 1 1 1 1 0 0
Benzanthrone n 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
250 mg/kg No abnormality 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

Soft feces 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Benzanthrone n 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 mg/kg No abnormality 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Test article Day 27 28 29 30 31 32
Dose Clinical signs Time 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Benzanthrone n 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
0 mg/kg No abnormality 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Benzanthrone n 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
60 mg/kg No abnormality 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Benzanthrone n 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
250 mg/kg No abnormality 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

Soft feces 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Benzanthrone n 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 mg/kg No abnormality 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Test article Day 33 34 35 36 37 38
Dose Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1
Benzanthrone n 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
0 mg/kg No abnormality 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Benzanthrone n 0 0 0 0 o] 0 0 0 0 0 Q 0 0 0 0 0
60 mg/kg No abnormality 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Benzanthrone n 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
250 mg/kg No abnormality 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

Soft feces 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Benzanthrone n 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 mg/kg No abnormality 0 0 0 0 o] 0 0 0 0 0 Q 0 0 Q 0 0
Test article Day 38 39 40 4 42 43
Dose Clinical signs Time 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2
Benzanthrone n 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
0 mg/kg No abnormality 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Benzanthrone n 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
60 mg/kg No abnormality 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Benzanthrone n 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
250 mg/kg No abnormality 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

Soft feces 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Benzanthrone n 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 mg/kg No abnormality 0 0 0 0 0 0 Q 0 0 0 0 0 0 0 0 0

1: Pre-dosing, 2 : Post-dosing, 3 : PM
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Table 1-5

Study No. : SR13057

Clinical sign Period : FO Day 1-52
Sex : Female Species : Rat
Test article Day 43 44 45 46 47 48
Dose Clinical signs Time 3 1 3 1 3 1 3 1 1 2
Benzanthrone n 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
0 mg/kg No abnormality 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Benzanthrone n 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
60 mg/kg No abnormality 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Benzanthrone n 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
250 mg/kg No abnormality 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Soft feces 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Benzanthrone n 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 mg/kg No abnormality 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Test article Day 49 50 51 52
Dose Clinical signs Time 1 2 1 2 1 2 4
Benzanthrone n 1 1 1 1 1 1 1 1 1 1
0 mg/kg No abnormality 1 1 1 1 1 1 1 1 1 1
Benzanthrone n 0 0 0 0 0 0 0 0 0 0
60 mg/kg No abnormality 0 0 0 0 0 0 0 0 0 0
Benzanthrone n 0 0 0 0 0 0 0 0 0 0
250 mg/kg No abnormality 0 0 0 0 0 0 0 0 0 0
Soft feces 0 0 0 0 0 0 0 0 0 0
Benzanthrone n 0 0 0 0 0 0 0 0 0 0
1000 mg/kg No abnormality 0 0 0 0 0 0 0 0 0 0

1: Pre-dosing, 2 : Post-dosing, 3 : PM, 4 : Necropsy day
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Table 1-6 Study No. : SR13057
Clinical sign Period : FO gestation Day 0-22
Sex : Female Species : Rat
Test article Day 0 1 2 3 4
Dose Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1
Benzanthrone n % 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
0 mg/kg No abnormality i0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Mass of subcutaneous 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(G3)
Benzanthrone n 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11
60 mg/kg No abnormality 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11
Benzanthrone n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
250 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Benzanthrone n 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11
1000 mg/kg No abnormality 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11
Test article Day 5 8 9 10
Dose Clinical signs Time 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2
Benzanthrone n 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
0 mg/kg No abnormality i0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Mass of subcutaneous 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(G3)
Benzanthrone n 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11
60 mg/kg No abnormality 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11
Benzanthrone n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
250 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Benzanthrone n 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11
1000 mg/kg No abnormality 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11
Test article Day 10 11 12 13 14 15
Dose Clinical signs Time 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Benzanthrone n i0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
0 mg/kg No abnormality 0% 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Mass of subcutaneous 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(G3)
Benzanthrone n 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11
60 mg/kg No abnormality 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11
Benzanthrone n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
250 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Benzanthrone n 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11
1000 mg/kg No abnormality 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11

1 : Pre-dosing, 2 : Post-dosing, 3 : PM

G3:Right cervical
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Table 1-7 Study No. : SR13057
Clinical sign Period : FO gestation Day 0-22
Sex : Female Species : Rat
Test article Day 16 17 18 19 20 21
Dose Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1
Benzanthrone n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
0 mg/kg No abnormality i0 10 10 10 10 10 10 10 10 10 10 10 9 9 9 9
Mass of subcutaneous 0 0 0 0 0 0 0 0 0 0 0 0 1 1 1 1
(G3)
Benzanthrone n 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11
60 mg/kg No abnormality 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11
Benzanthrone n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
250 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Benzanthrone n 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11
1000 mg/kg No abnormality 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11
Test article Day 21 22
Dose Clinical signs Time 2 3 1 2 3
Benzanthrone n 10 10 2 2 2
0 mg/kg No abnormality 9 9 2 2 2
Mass of subcutaneous 1 1 0 0 0
(G3)
Benzanthrone n 11 11 4 4 4
60 mg/kg No abnormality 11 11 4 4 4
Benzanthrone n 12 12 6 6 6
250 mg/kg No abnormality 12 12 6 6 6
Benzanthrone n 11 11 5 5 5
1000 mg/kg No abnormality 11 11 5 5 5

1: Pre-dosing, 2 : Post-dosing, 3 : PM

G3:Right cervical



Table 1-8 Study No. : SR13057
Clinical sign Period : FO lactation Day 0-4
Sex : Female Species : Rat
Test article Day 0 1 2 3 4
Dose Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 4
Benzanthrone n 10 10 10 10 10 10 10 10 10 10 10 10 10
0 mg/kg No abnormality 9 9 9 9 9 9 9 9 9 9 9 9 9
Mass of subcutaneous 1 1 1 1 1 1 1 1 1 1 1 1 1
(G3)
Benzanthrone n 11 11 11 11 11 11 11 11 11 11 11 11 11
60 mg/kg No abnormality 11 11 11 11 11 11 11 11 11 11 11 11 11
Benzanthrone n 12 12 12 12 12 12 12 12 12 12 12 12 12
250 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12
Benzanthrone n 11 11 11 11 11 11 11 11 11 11 11 11 11
1000 mg/kg No abnormality 11 11 11 11 11 11 11 11 11 11 11 11 11

1 : Pre-dosing, 2 : Post-dosing, 3 : PM, 4 : Necropsy day
G3:Right cervical

_ZV_
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Table 2 - 1

Study No. : SR13057

Body weight Period :Day 1-42
Sex : Male Unit: g Species : Rat
Test article /Day Body weight
Dose 1 3 7 14 21 28 35 42 gain
Benzanthrone n 12 12 12 12 12 12 12 12 12
0 mg/kg Mean 398.8 409.5 429.8 458.8 481.5 505.1 531.8 550.1 151.3
S.D. 19.5 21.0 247 28.1 30.8 34.8 371 34.7 20.6
Benzanthrone n 12 12 12 12 12 12 12 12 12
60 mg/kg Mean 399.9 410.3 428.8 454.4 475.4 498.4 522.3 539.2 139.3
S.D. 15.7 16.5 18.3 20.2 204 23.8 27.3 30.1 28.5
Benzanthrone n 12 12 12 12 12 12 12 12 12
250 mg/kg Mean 400.9 410.8 429.7 461.3 485.3 512.9 538.6 554.2 153.3
S.D. 16.1 16.7 18.1 21.2 27.5 28.6 32.0 31.7 21.3
Benzanthrone n 12 12 12 12 12 12 12 12 12
1000 mg/kg Mean 401.4 408.7 427.0 456.8 481.0 506.1 533.5 551.7 150.3
S.D. 18.3 18.3 21.9 25.0 30.3 36.6 39.8 427 27.5

Not significantly different from Benzanthrone 0 mg/kg



Table 2 - 2 Study No. : SR13057

-VV-

Body weight Period : FO before mating Day 1-14
Sex : Female Unit : g Species : Rat
Test article /Day Body weight
Dose 1 3 7 14 gain
Benzanthrone n 11 11 11 11 11
0 mg/kg Mean 2452 250.4 259.2 270.5 253
S.D. 13.4 15.2 15.8 17.0 6.7
Benzanthrone n 12 12 12 12 12
60 mg/kg Mean 249.2 253.0 261.6 274.3 251
S.D. 13.0 13.7 14.5 18.0 8.3
Benzanthrone n 12 12 12 12 12
250 mg/kg Mean 247.0 250.5 260.7 2751 28.1
S.D. 9.0 10.9 13.0 12.9 7.2
Benzanthrone n 12 12 12 12 12
1000 mg/kg Mean 2427 246.2 254.5 264.7 220
S.D. 10.0 13.5 154 14.5 7.8

Not significantly different from Benzanthrone 0 mg/kg
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Table 2 -3 Study No. : SR13057

Body weight Period : FO gestation Day 0-20
Sex : Female Unit : g Species : Rat
Test article /Day Body weight
Dose 0 7 14 20 gain
Benzanthrone n 10 10 10 10 10
0 mg/kg Mean 282.9 3258 364.7 447.5 164.6
S.D. 18.0 18.0 19.3 19.7 12.2
Benzanthrone n 11 11 11 11 11
60 mg/kg Mean 286.6 3284 364.5 4445 157.9
S.D. 17.4 19.4 22.0 27.5 19.8
Benzanthrone n 12 12 12 12 12
250 mg/kg Mean 283.5 322.6 362.6 442 1 158.6
S.D. 19.3 252 29.3 33.2 16.3
Benzanthrone n 11 11 11 11 11
1000 mg/kg Mean 275.0 315.4 355.9 436.1 161.1
S.D. 18.9 211 23.7 258 19.3

Not significantly different from Benzanthrone 0 mg/kg
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Table2 - 4 Study No. : SR13057
Body weight Period : FO lactation Day 0-4
Sex : Female Unit: g Species : Rat
Test article /Day Body weight
Dose 0 4 gain
Benzanthrone n 10 10 10
0 mg/kg Mean 341.3 364.3 23.0
S.D. 22.3 215 11.9
Benzanthrone n 11 11 11
60 mg/kg Mean 334.9 366.6 31.7
S.D. 19.8 20.5 14.7
Benzanthrone n 12 12 12
250 mg/kg Mean 337.2 365.3 28.1
S.D. 324 282 12.0
Benzanthrone n 11 11 1
1000 mg/kg Mean 328.2 356.3 28.1
S.D. 25.1 236 15.4

Not significantly different from Benzanthrone 0 mg/kg
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Table 3 - 1 Study No. : SR13057
Food consumption Period : Day 1-42
Sex : Male Unit: g Species : Rat
Test article /Day
Dose 3 7 14 35 42
Benzanthrone n 12 12 12 12 12
0 mg/kg Mean 28.63 28.98 28.73 29.53 29.90
S.D. 2.63 2.67 2.66 2.54 2.18
Benzanthrone n 12 12 12 12 12
60 mg/kg Mean 27.88 28.1 28.09 28.83 29.12
S.D. 1.61 1.89 2.26 213 1.95
Benzanthrone n 12 12 12 12 12
250 mg/kg Mean 27.00 28.06 28.93 29.68 29.85
S.D. 1.75 1.47 1.34 1.98 1.89
Benzanthrone n 12 12 12 12 12
1000 mg/kg Mean 24.78 26.83 27.45 29.32 29.86
S.D. 2.44 2.29 2.37 3.15 2.95

DT #+

Significantly different from Benzanthrone 0 mg/kg: ** P<0.01

DT : Dunnett test (two-side)
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Table 3 - 2

Foaod consumption

Period : FO before mating Day 1-14

Study No. : SR13057

Sex : Female Unit : g Species : Rat
Test article /Day
Dose 3 7 14
Benzanthrone n 11 11 11
0 mg/kg Mean 19.26 19.97 20.49
S.D. 1.91 1.70 1.91
Benzanthrone n 12 12 12
60 mg/kg Mean 19.41 20.60 21.73
S.D. 2.08 1.68 2.02
Benzanthrone n 12 12 12
250 mg/kg Mean 18.69 20.68 21.78
S.D. 2.83 1.76 2.28
Benzanthrone n 12 12 12
1000 mg/kg Mean 16.50 19.23 20.38
S.D. 2.72 1.83 1.98

DT

Significantly different from Benzanthrone 0 mg/kg: * P<0.05

DT : Dunnett test (two-side)
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Table 3-3 Study No. : SR13057
Food consumption Period : FO gestation Day 0-20
Sex : Female Unit : g Species : Rat
Test article /Day
Dose 7 14 20
Benzanthrone n 10 10 10
0 mg/kg Mean 25.75 27.70 27.01
S.D. 1.91 2.22 1.19
Benzanthrone n 11 11 11
60 mg/kg Mean 25.76 27.80 27.00
S.D. 1.88 2.15 1.80
Benzanthrone n 12 12 12
250 mg/kg Mean 25.45 28.25 27.18
S.D. 3.23 3.72 2.71
Benzanthrone n 11 11 11
1000 mg/kg Mean 24.52 27.45 27.55
S.D. 2.38 2,75 247

Not significantly different from Benzanthrone 0 mg/kg



Table 3 -4 Study No. : SR13057

Food consumption Period : FO lactation Day 0-4
Sex : Female Unit: g Species : Rat
Test article /Day
Dose 4
Benzanthrone n 10
0 mg/kg Mean 35.38
S.D. 5.79
Benzanthrone n 11
60 mg/kg Mean 40.42
S.D. 4.66
Benzanthrone n 12
250 mg/kg Mean 39.32
S.D. 6.49
Benzanthrone n 1
1000 mg/kg Mean 37.24
S.D. 3.35

_OS_

Not significantly different from Benzanthrone 0 mg/kg
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Table 4 - 1

Study No. : SR13057
Necropsy findings
Sex : Male Stage : Day 43 Species : Rat
Test article Benzanthrone Benzanthrone Benzanthrone Benzanthrone
Dose 0 60 250 1000
Organ mg/kg mg/kg mg/kg mg/kg
Findings Number of Animals 12 12 12 12
Kidney <12/12> <11/12> <12/12> <12/12>
Dilatation, renal pelvis, 0 1 0 0
unilateral
Epididymis <12/12> <11/12> <12/12> <11/12>
Yellowish white focus, cauda, 0 1 0 0
unilateral
Mass, yellowish white, cauda, 0 0 0 1
unilateral
Other organs & tissues <12/12> <12/12> <12/12> <12/12>
<> : Not remarkable/Number of animals examined

P : Non-graded change
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Table 4 - 2 Study No. : SR13057
Necropsy findings
Sex : Female Stage : Lactation day 4 Species : Rat
Test article Benzanthrone Benzanthrone Benzanthrone Benzanthrone
Dose 0 60 250 1000
Organ mg/kg mg/kg mg/kg mg/kg
Findings Number of Animals 10 11 12 11
Uterine cervix <10/10> <11/11> <12/12> <11/11>
Vagina <10/10> <11/11> <12112> <11/11>
Skin <9/10> <11/11> <12/12> <11/11>
Subcutaneous mass, yellowish white 1 0 0 0
Other organs & tissues <10/10> <11/11> <12112> <1111>
Stage : Unsuccessful mating
Test article Benzanthrone Benzanthrone Benzanthrone Benzanthrone
Dose 0 60 250 1000
Organ mg/kg mg/kg mg/kg mgrkg
Findings Number of Animals 1 0 0 0
Uterine cervix <1/1>
Vagina <1/1>
Skin <1/1>
Other organs & tissues <1/1>
Stage : Non-pregnancy
Test article Benzanthrone Benzanthrone Benzanthrone Benzanthrone
Dose 0 60 250 1000
Organ mg/kg mg/kg mg/kg mg/kg
Findings Number of Animals 1 1 0 1
Uterine cervix <1/1> <1/1> <0/1>
Retention, white mucus 0 0 1
Vagina <1/1> <1/1> <0/1>
Atresia 0 0 1
Skin <1/1> <1/1> <1/1>
Other organs & tissues <1/1> <1/1> <1/1>

<> : Not remarkable/Number of animals examined

P : Non-graded change
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Table 5 - 1

Organ weight

Stage : Day 43

Sex : Male Species : Rat
Body Testis Epididymis Prostate Seminal
weight vesicle
Test article AB RE AB RE AB RE AB RE
Dose g g g/100g g g/100g mg mg/100g g g/100g
Benzanthrone n 12 12 12 12 12 12 12 12 12
0 mg/kg Mean 554.5 3.439 0.626 1.412 0.258 750.4 136.418 2.198 0.398
S.D. 33.8 0.211 0.071 0.073 0.025 1216 28.233 0.141 0.033
Benzanthrone n 12 12 12 12 12 12 12 12 12
60 mg/kg Mean 542.7 3.338 0.617 1.348 0.251 750.3 138.158 2141 0.397
S.D. 29.2 0.249 0.057 0.093 0.028 145.7 24.614 0.224 0.048
Benzanthrone n 12 12 12 12 12 12 12 12 12
250 mg/kg Mean 558.3 3.448 0.619 1.411 0.254 7271 130.255 2.153 0.387
S.D. 31.5 0.237 0.047 0.089 0.022 82.1 12.763 0.195 0.040
Benzanthrone n 12 12 12 12 12 12 12 12 12
1000 mg/kg Mean 555.6 3.362 0.608 1.399 0.253 729.8 132.339 2.056 0.372
S.D. 41.4 0.229 0.055 0.138 0.031 119.5 26.534 0.217 0.050

AB : Absolute weight, RE : Relative weight by body weight
Not significantly different from Benzanthrone 0 mg/kg

Study No. : SR13057



Table 5 -2 Study No. : SR13057

_vs_

Organ weight Stage : Lactation day 4
Sex : Female Species : Rat
Body Ovary
weight
Test article AB RE
Dose g mg mg/100g
Benzanthrone n 10 10 10
0 mg/kg Mean 364.3 110.2 30.197
S.D. 21.5 18.2 4.038
Benzanthrone n 11 11 11
60 mg/kg Mean 366.6 110.0 30.065
S.D. 20.5 15.3 4.341
Benzanthrone n 12 12 12
250 mg/kg Mean 365.3 126.4 34.588
S.D. 28.2 18.6 4.146
Benzanthrone n 11 11 1M
1000 mg/kg Mean 356.3 114.6 32.231
S.D. 236 16.5 4767

AB : Absolute weight, RE : Relative weight by body weight
Not significantly different from Benzanthrone 0 mg/kg
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Study No. : SR13057

Table 6 - 1
Histopathological findings
Sex : Male Stage : Day 43 Species : Rat
Test article Benzanthrone Benzanthrone Benzanthrone
Dose 0 60 1000
mg/kg mg/kg mg/kg
Organ Number of Animals 12 3 12
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Kidney <0> <1> <0>
Dilatation, renal pelvis 0 0 0 0 O o1 0 0 O 0 0 0 0 O
Testis <12> <1> <12>
12 1 12
Epididymis <12> <2> <12>
Granuloma, spermatic 12 0 0 0 O 171 0 0 O M1 0 1 0 O
Prostate <12> <1> <12>
Inflammation 7 5 0 0 O 01 0 0 O 10 2 0 0 O
Seminal vesicle <12> <1> <12>
12 1 12
Coagulating gland <12> <1> <12>
12 1 12

<> : Number of animals examined
- : Not remarkable
1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe
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Study No. : SR13057

Table 6 - 2
Histopathological findings
Sex : Female Stage : Lactation day 4 Species : Rat
Test article Benzanthrone Benzanthrone Benzanthrone
Dose 0 60 1000
mg/kg mg/kg mg/kg
Organ Number of Animals 10 0 11
Findings Grade - 1+ 2+ 3+ 4+ P - 1+ 2+ 3+ 4+ P
Qvary <10> <11>
10 1"
Uterine horn <10> <11>
10 11
Uterine cervix <10> <11>
10 11
Vagina <10> <11>
Cyst 10 0 0 0 O 0 1 0 0 O
Mammary gland <1> <0>
Adenocarcinoma 0 0 0
Stage : Unsuccessful mating
Test article Benzanthrone Benzanthrone Benzanthrone
Dose 0 60 1000
mg/kg mg/kg mg/kg
Organ Number of Animals 1 0 0
Findings Grade -
Ovary <1>
1
Uterine horn <1>
1
Uterine cervix <1>
1
Vagina <1>
1
<0>

Mammary gland

<> : Number of animals examined
- : Not remarkable

1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe, P : Non-graded finding
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Study No. : SR13057

Table 6 - 3
Histopathological findings
Sex : Female Stage : Non-pregnancy Species : Rat
Test article Benzanthrone Benzanthrone Benzanthrone
Dose 0 60 1000
mg/kg mg/kg mg/kg
Organ Number of Animals 1 1 1
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Ovaw <1> <1> <1>
1 1
Uterine horn <1> <1> <1>
1 1 1
Uterine cervix <1> <1> <1>
Dilatation, lumen 1.0 0 0 O 10 0 0 O 0 1 0 0 O
Vagina <1> <1> <1>
Septum 170 0 0 O 1 0 0 0 O 0 0 0 1 0
Mammary gland <0> <0> <0>
0 0 0
<> : Number of animals examined

- : Not remarkable
1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe
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Table 7 Study No. : SR13057
Estrus cycles
Generation : FO Species : Rat
/Before mating
Mean length of Number of Number of animals with acyclic or
Test article estrous cycle estrus irregular cycle
Dose (Days)
Benzanthrone n 12 12 12
0 mg/kg (0)
Mean 4.00 3.5
S.D. 0.00 0.5
Benzanthrone n 12 12 12
60 mg/kg (0)
Mean 4.13 33
S.D. 0.31 0.7
EF
Benzanthrone n 12 12 12
250 mg/kg (0)
Mean 4.04 3.6
S.D. 0.14 0.5
EF
Benzanthrone n 12 12 12
1000 mg/kg (0)
Mean 4.00 3.8
S.D. 0.00 0.5
EF

() : Values in brackets represent number of animals with acyclic or irregular cycle.
Not significantly different from Benzanthrone 0 mg/kg
EF : The averages of all groups are same and all data is 0 in frequency. (all data of all groups is identical.)



Table 8 - 1 Study No. : SR13057

Reproductive performance

Generation : FO Sex : Male Species : Rat
1st mating 2nd mating Total
Test article Number of Day of Copulation Fertility Copulation Fertility Copulation Fertility
Dose pairs conceiving index (%) index (») index (%) index (%) index () index (%)
Benzanthrone n 12 11 (11/12) (10/11) (11/12) (10/11)
0 mg/kg Mean 28 91.7 90.9 91.7 90.9
S.D. 1.0
Benzanthrone n 12 12 (12/112) (11/12) (12/12) (11/12)
60 mg/kg Mean 3.7 100.0 91.7 100.0 91.7
S.D. 3.1
Benzanthrone n 12 12 (12/12) (12/12) (12/12) (12/12)
250 mgrkg Mean 25 100.0 100.0 100.0 100.0
S.D. 14
Benzanthrone n 12 12 (12/12) (11/12) (12/12) (11/12)
1000 mg/kg Mean 27 100.0 91.7 100.0 91.7
S.D. 13

_6S_

Not significantly different from Benzanthrone 0 mg/kg



Table 8 - 2 Study No. : SR13057

Reproductive performance

Generation : FO Sex : Female Species : Rat
1st mating 2nd mating Total
Test article Number of Day of Copulation Fertility Copulation Fertility Copulation Fertility
Dose pairs conceiving index (%) index (») index (%) index (%) index () index (%)
Benzanthrone n 12 11 (11/12) (10/11) (11/12) (10/11)
0 mg/kg Mean 28 91.7 90.9 91.7 90.9
S.D. 1.0
Benzanthrone n 12 12 (12/112) (11/12) (12/12) (11/12)
60 mg/kg Mean 3.7 100.0 91.7 100.0 91.7
S.D. 3.1
Benzanthrone n 12 12 (12/12) (12/12) (12/12) (12/12)
250 mgrkg Mean 25 100.0 100.0 100.0 100.0
S.D. 14
Benzanthrone n 12 12 (12/12) (11/12) (12/12) (11/12)
1000 mg/kg Mean 27 100.0 91.7 100.0 91.7
S.D. 13

_09_

Not significantly different from Benzanthrone 0 mg/kg
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Table 9 - 1 Study No. : SR13057
Delivery data
Generation : FO Species : Rat
Gestation ~ Number of Birth Number of Number of Sex rate Number of Gestation
Test article period implantation index offspring live newborns (offspring) dead newborns index
Dose (day) (%) M F Total (%) Dead Cannibalism Total (%)
Benzanthrone n 10 10 10 10 10 10 10 68/143 10 10 10 10/10
0 mg/kg Mean 22.20 15.8 91.08 14.4 6.8 7.5 14.3 47.6 0.1 0.0 0.1 100.0
S.D. 0.42 1.9 9.92 1.8 2.1 21 1.6 0.3 0.0 0.3 0.00
Benzanthrone n 11 11 11 11 11 11 11 84/163 11 11 11 11/11
60 mg/kg Mean 22.36 16.7 88.45 15.0 7.6 7.2 14.8 51.5 0.2 0.0 0.2 100.0
S.D. 0.50 1.3 7.85 2.1 1.7 2.0 2.0 0.4 0.0 0.4 0.00
EF EF
Benzanthrone n 12 12 12 12 12 12 12 94/174 12 12 12 12/12
250 mgrkg Mean 22.50 15.8 91.43 14.7 7.8 6.7 14.5 54.0 0.2 0.0 0.2 100.0
S.D. 0.52 1.8 5.98 2.1 1.8 1.6 2.0 0.6 0.0 0.6 0.00
EF EF
Benzanthrone n 11 11 11 11 11 11 11 72/160 11 11 11 11/11
1000 mg/kg Mean 22.45 15.5 93.37 14.8 6.5 8.0 14.5 45.0 0.3 0.0 0.3 100.0
S.D. 0.52 2.4 7.56 2.8 31 3.1 2.7 0.9 0.0 0.9 0.00
EF EF

M : Male, F : Female

Not significantly different from Benzanthrone 0 mg/kg

EF : The averages of all groups are same and all data is 0 in frequency. (all data of all groups is identical.)
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Table 9 - 2

Delivery data

Study No. : SR13057

Generation : FO Species : Rat
Number of Number of Implantation
Test article corpora implan- index
Dose lutea tation (%)
Benzanthrone n 10 10 10
0 mg/kg Mean 15.9 15.8 99.38
S.D. 1.9 1.9 1.96
Benzanthrone n 11 11 11
60 mg/kg Mean 17.0 16.7 98.36
S.D. 1.2 13 2.80
Benzanthrone n 12 12 12
250 mg/kg Mean 16.4 15.8 96.83
S.D. 2.3 1.8 4.20
Benzanthrone n 1 1 il
1000 mg/kg Mean 15.7 15.5 98.82
S.D. 2.4 2.4 2.64

Not significantly different from Benzanthrone 0 mg/kg

EF : The averages of all groups are same and all data is 0 in frequency. (all data of all groups is identical.)
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Table 9-3 Study No. : SR13057
Delivery data
External examination of offspring Days after birth : 0
Generation : FO Species : Rat
Benzanthrone Benzanthrone  Benzanthrone  Benzanthrone
Test article
Dose 0 60 250 1000
Dose unit mg/kg mg/kg mg/kg mg/kg
Number of dams 10 11 12 11
Number of offspring 143 163 174 160
Number of dams with anomalous offspring (incidence =) 0(0.00) 0(0.00) 0(0.00) 0(0.00)
EF EF EF
Number of offspring with any anomaly (incidence =) 0(0.00) 0(0.00) 0(0.00) 0(0.00)
EF EF EF

Not significantly different from Benzanthrone 0 mg/kg

EF : The averages of all groups are same and all data is 0 in frequency. (all data of all groups is identical.)
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Table 10 Study No. : SR13057
Clinical sign of offspring
Generation : FO Species : Rat
Test article Day after birth 1 2 3 4
Dose Clinical signhs Time 1 1 1 1 1
Benzanthrone Number of dams examined 10 10 10 10 10
0 mg/kg Number of offspring 143 143 143 143 139
Number of dams with anomalous offspring 0 0 0 0 0
Benzanthrone Number of dams examined 11 11 11 11 11
60 mg/kg Number of offspring 163 163 163 163 162
Number of dams with anomalous offspring 0 0 0 0 0
Benzanthrone Number of dams examined 12 12 12 12 12
250 mg/kg Number of offspring 174 174 174 174 172
Number of dams with anomalous offspring 1 0 0 0 0
Milk-band negative 1 0 0 0 0
Benzanthrone Number of dams examined 11 11 11 11 11
1000 mg/kg Number of offspring 160 160 160 160 157
Number of dams with anomalous offspring 1 0 0 0 0
Milk-band negative 1 0 0 0 0]
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Table 11

Litter size and viability index of offspring

Study No. : SR13057

Generation : FO Species : Rat
/Days after birth
0 0 4
Test article Viability Viability
Dose index (%) index (%)
Benzanthrone Total 143 139
0 mg/kg n 10 10 10 10
Mean 99.44 97.24
S.D. 1.77 5.82
Benzanthrone Total 163 162
60 mg/kg n 11 11 11 11
Mean 98.88 99.49
S.D. 2.50 1.69
Benzanthrone Total 174 172
250 mg/kg n 12 12 12 12
Mean 98.96 98.89
S.D. 3.61 3.84
Benzanthrone Total 160 157
1000 mg/kg n 11 11 11 11
Mean 98.40 98.14
S.D. 5.31 3.19
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Table 12 Study No. : SR13057
Body weight of offspring
Generation : FO Unit: g Species : Rat
Test article /Days after birth
Dose 0 4
Benzanthrone Male n 10 10
0 mg/kg Mean 6.754 10.764
S.D. 0.527 1.015
Female n 10 10
Mean 6.260 10.013
S.D. 0.622 1.018
Benzanthrone Male n 11 1M
60 mg/kg Mean 6.779 11.273
S.D. 0.731 1.423
Female n 11 1
Mean 6.386 10.456
S.D. 0.765 1.480
Benzanthrone Male n 12 12
250 mg/kg Mean 6.687 10.912
S.D. 0.887 1.598
Female n 12 12
Mean 6.259 10.261
S.D. 0.846 1.499
Benzanthrone Male n 10 10
1000 mg/kg Mean 6.530 10.496
S.D. 0.496 1.045
Female n 11 1
Mean 6.198 10.115
S.D. 0.563 1.465

Not significantly different from Benzanthrone 0 mg/kg
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Study No. : SR13057

Table 13
Necropsy findings of offspring
Generation : FO Species : Rat
Benzanthrone Benzanthrone  Benzanthrone  Benzanthrone
Test article
Dose 0 60 250 1000
Dose unit mg/kg mg/kg mg/kg mg/kg
Number of dams 10 11 12 1
Number of live offspring examined on Day 4 of birth 139 162 172 157
Finding absent 139 162 172 157
Number of dead offspring examined on Day 0-4 of birth 1 2 2 3
Finding absent 1 2 1 3
0 0 1 0

External anomaly: Craniorachischisis, short snout
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Clinical sign Period : Day 1-43
Sex : Male Dose : Benzanthrone 0 mg/kg Species : Rat
Day 1 2 3 4 5 6
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
10101 No abnormality - - - - - - - - - - R R N R R N _
10102 No abnormality - - - - - - - - - - - - - _ _ N N z
10103 No abnormality - - - - - - - - - - - - - - - B B -
10104 No abnormality - - - - - - - - - - - - - - - - R z
10105 No abnormality - - - - - - - - - - - - R R R R _ N
10106 No abnormality - - - - - - - - - - - N N N N N B N
10107 No abnormality - - - - - - - - - - - R N R R N _ R
10108 No abnormality - - - - - - - - - - - - N N N N . R
10109 No abnormality - - - - - - - - - - - - - B B B N -
10110 No abnormality - - - - - - - - - - - - - - - - R _
10111 No abnormality - - - - - - - - - - - - - _ _ _ R B
10112 No abnormality - - - - - - - - - - - - - R N N B N
Day 7 8 9 10 11 12
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
10101 No abnormality - - - - - - - - - - - - - - - - B
10102 No abnormality - - - - - - - - - - - - - - - - R _
10103 No abnormality - - - - - - - - - - - - - R R R B N
10104 No abnormality - - - - - - - - - - - - - - - - B R
10105 No abnormality - - - - - - - - - - - R N N R N _ R
10106 No abnormality - - - - - - - - - - - - N N _ N R z
10107 No abnormality - - - - - - - - - - - - - - - - - N
10108 No abnormality - - - - - - - - - - - - - - - - N z
10109 No abnormality - - - - - - - - - - - - R R R R _ N
10110 No abnormality - - - - - - - - - - - N N N N N B N
10111 No abnormality - - - - - - - - - - - - - - - - R _
10112 No abnormality - - - - - - - - - - - - - N N N _ R
Day 13 14 15 16 17 18
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
10101 No abnormality - - - - - - - - - - R - - N N N B
10102 No abnormality - - - - - - - - - - - - - - - - R _
10103 No abnormality - - - - - - - - - - - - - N N N _ R
10104 No abnormality - - - - - - - - - - - - - - B B N -
10105 No abnormality - - - - - - - - - - - - - - - - R _
10106 No abnormality - - - - - - - - - - - - - - - - R _
10107 No abnormality - - - - - - - - - - - - - R R R B N
10108 No abnormality - - - - - - - - - - - - - - - - - R
10109 No abnormality - - - - - - - - - - - R N N R N _ N
10110 No abnormality - - - - - - - - - - - - - N _ N R Z
10111 No abnormality - - - - - - - - - - - - - - R R _ N
10112 No abnormality - - - - - - - - - - - - - - - - N z

1 : Pre-dosing, 2 : Post-dosing, 3 : PM
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Clinical sign Period : Day 1-43
Sex : Male Dose : Benzanthrone 0 mg/kg Species : Rat
Day 19 20 21 22 23 24
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
10101 No abnormality - - - - - - - - - - R R N R R N _
10102 No abnormality - - - - - - - - - - - - - _ _ N N z
10103 No abnormality - - - - - - - - - - - - - - - B B -
10104 No abnormality - - - - - - - - - - - - - - - - R z
10105 No abnormality - - - - - - - - - - - - R R R R _ N
10106 No abnormality - - - - - - - - - - - N N N N N B N
10107 No abnormality - - - - - - - - - - - R N R R N _ R
10108 No abnormality - - - - - - - - - - - - N N N N . R
10109 No abnormality - - - - - - - - - - - - - B B B N -
10110 No abnormality - - - - - - - - - - - - - - - - R _
10111 No abnormality - - - - - - - - - - - - - _ _ _ R B
10112 No abnormality - - - - - - - - - - - - - R N N B N
Day 25 26 27 28 29 30
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
10101 No abnormality - - - - - - - - - - - - - - - - B
10102 No abnormality - - - - - - - - - - - - - - - - R _
10103 No abnormality - - - - - - - - - - - - - R R R B N
10104 No abnormality - - - - - - - - - - - - - - - - B R
10105 No abnormality - - - - - - - - - - - R N N R N _ R
10106 No abnormality - - - - - - - - - - - - N N _ N R z
10107 No abnormality - - - - - - - - - - - - - - - - - N
10108 No abnormality - - - - - - - - - - - - - - - - N z
10109 No abnormality - - - - - - - - - - - - R R R R _ N
10110 No abnormality - - - - - - - - - - - N N N N N B N
10111 No abnormality - - - - - - - - - - - - - - - - R _
10112 No abnormality - - - - - - - - - - - - - N N N _ R
Day 31 32 33 34 35 36
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
10101 No abnormality - - - - - - - - - - R - - N N N B
10102 No abnormality - - - - - - - - - - - - - - - - R _
10103 No abnormality - - - - - - - - - - - - - N N N _ R
10104 No abnormality - - - - - - - - - - - - - - B B N -
10105 No abnormality - - - - - - - - - - - - - - - - R _
10106 No abnormality - - - - - - - - - - - - - - - - R _
10107 No abnormality - - - - - - - - - - - - - R R R B N
10108 No abnormality - - - - - - - - - - - - - - - - - R
10109 No abnormality - - - - - - - - - - - R N N R N _ N
10110 No abnormality - - - - - - - - - - - - - N _ N R Z
10111 No abnormality - - - - - - - - - - - - - - R R _ N
10112 No abnormality - - - - - - - - - - - - - - - - N z

1 : Pre-dosing, 2 : Post-dosing, 3 : PM
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Clinical sign Period : Day 1-43
Sex : Male Dose : Benzanthrone 0 mg/kg Species : Rat
Day 37 38 39 40 41 42

Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
10101 No abnormality - - - - - - - - - - R R N R R N _
10102 No abnormality - - - - - - - - - - - - - _ _ N N z
10103 No abnormality - - - - - - - - - - - - - - - B B -
10104 No abnormality - - - - - - - - - - - - - - - - R z
10105 No abnormality - - - - - - - - - - - - R R R R _ N
10106 No abnormality - - - - - - - - - - - N N N N N B N
10107 No abnormality - - - - - - - - - - - R N R R N _ R
10108 No abnormality - - - - - - - - - - - - N N N N . R
10109 No abnormality - - - - - - - - - - - - - B B B N -
10110 No abnormality - - - - - - - - - - - - - - - - R _
10111 No abnormality - - - - - - - - - - - - - _ _ _ R B
10112 No abnormality - - - - - - - - - - - - - R N N B N

Day 43

Animal No. Clinical signs Time 4
10101 No abnormality -
10102 No abnormality -
10103 No abnormality -
10104 No abnormality -
10105 No abnormality -
10106 No abnormality -
10107 No abnormality -
10108 No abnormality -
10109 No abnormality -
10110 No abnormality -
10111 No abnormality -
10112 No abnormality -

1: Pre-dosing, 2 : Post-dosing, 3 : PM, 4 : Necropsy day
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Clinical sign Period : Day 1-43
Sex : Male Dose : Benzanthrone 60 mg/kg Species : Rat
Day 1 2 3 4 5 6
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
10201 No abnormality - - - - - - - - - - R R N R R N _
10202 No abnormality - - - - - - - - - - - - - _ _ N N z
10203 No abnormality - - - - - - - - - - - - - - - B B -
10204 No abnormality - - - - - - - - - - - - - - - - R z
10205 No abnormality - - - - - - - - - - - - R R R R _ N
10206 No abnormality - - - - - - - - - - - N N N N N B N
10207 No abnormality - - - - - - - - - - - R N R R N _ R
10208 No abnormality - - - - - - - - - - - - N N N N . R
10209 No abnormality - - - - - - - - - - - - - B B B N -
10210 No abnormality - - - - - - - - - - - - - - - - R _
10211 No abnormality - - - - - - - - - - - - - _ _ _ R B
10212 No abnormality - - - - - - - - - - - - - R N N B N
Day 7 8 9 10 11 12
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
10201 No abnormality - - - - - - - - - - - - - - - - B
10202 No abnormality - - - - - - - - - - - - - - - - R _
10203 No abnormality - - - - - - - - - - - - - R R R B N
10204 No abnormality - - - - - - - - - - - - - - - - B R
10205 No abnormality - - - - - - - - - - - R N N R N _ R
10206 No abnormality - - - - - - - - - - - - N N _ N R z
10207 No abnormality - - - - - - - - - - - - - - - - - N
10208 No abnormality - - - - - - - - - - - - - - - - N z
10209 No abnormality - - - - - - - - - - - - R R R R _ N
10210 No abnormality - - - - - - - - - - - N N N N N B N
10211 No abnormality - - - - - - - - - - - - - - - - R _
10212 No abnormality - - - - - - - - - - - - - N N N _ R
Day 13 14 15 16 17 18
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
10201 No abnormality - - - - - - - - - - R - - N N N B
10202 No abnormality - - - - - - - - - - - - - - - - R _
10203 No abnormality - - - - - - - - - - - - - N N N _ R
10204 No abnormality - - - - - - - - - - - - - - B B N -
10205 No abnormality - - - - - - - - - - - - - - - - R _
10206 No abnormality - - - - - - - - - - - - - - - - R _
10207 No abnormality - - - - - - - - - - - - - R R R B N
10208 No abnormality - - - - - - - - - - - - - - - - - R
10209 No abnormality - - - - - - - - - - - R N N R N _ N
10210 No abnormality - - - - - - - - - - - - - N _ N R Z
10211 No abnormality - - - - - - - - - - - - - - - - R -
10212 No abnormality - - - - - - - - - - - - - - - - N z

1 : Pre-dosing, 2 : Post-dosing, 3 : PM



Appendix 1-5 Study No. : SR13057

_ZL_

Clinical sign Period : Day 1-43
Sex : Male Dose : Benzanthrone 60 mg/kg Species : Rat
Day 19 20 21 22 23 24
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
10201 No abnormality - - - - - - - - - - R R N R R N _
10202 No abnormality - - - - - - - - - - - - - _ _ N N z
10203 No abnormality - - - - - - - - - - - - - - - B B -
10204 No abnormality - - - - - - - - - - - - - - - - R z
10205 No abnormality - - - - - - - - - - - - R R R R _ N
10206 No abnormality - - - - - - - - - - - N N N N N B N
10207 No abnormality - - - - - - - - - - - R N R R N _ R
10208 No abnormality - - - - - - - - - - - - N N N N . R
10209 No abnormality - - - - - - - - - - - - - B B B N -
10210 No abnormality - - - - - - - - - - - - - - - - R _
10211 No abnormality - - - - - - - - - - - - - _ _ _ R B
10212 No abnormality - - - - - - - - - - - - - R N N B N
Day 25 26 27 28 29 30
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
10201 No abnormality - - - - - - - - - - - - - - - - B
10202 No abnormality - - - - - - - - - - - - - - - - R _
10203 No abnormality - - - - - - - - - - - - - R R R B N
10204 No abnormality - - - - - - - - - - - - - - - - B R
10205 No abnormality - - - - - - - - - - - R N N R N _ R
10206 No abnormality - - - - - - - - - - - - N N _ N R z
10207 No abnormality - - - - - - - - - - - - - - - - - N
10208 No abnormality - - - - - - - - - - - - - - - - N z
10209 No abnormality - - - - - - - - - - - - R R R R _ N
10210 No abnormality - - - - - - - - - - - N N N N N B N
10211 No abnormality - - - - - - - - - - - - - - - - R _
10212 No abnormality - - - - - - - - - - - - - N N N _ R
Day 31 32 33 34 35 36
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
10201 No abnormality - - - - - - - - - - R - - N N N B
10202 No abnormality - - - - - - - - - - - - - - - - R _
10203 No abnormality - - - - - - - - - - - - - N N N _ R
10204 No abnormality - - - - - - - - - - - - - - B B N -
10205 No abnormality - - - - - - - - - - - - - - - - R _
10206 No abnormality - - - - - - - - - - - - - - - - R _
10207 No abnormality - - - - - - - - - - - - - R R R B N
10208 No abnormality - - - - - - - - - - - - - - - - - R
10209 No abnormality - - - - - - - - - - - R N N R N _ N
10210 No abnormality - - - - - - - - - - - - - N _ N R Z
10211 No abnormality - - - - - - - - - - - - - - - - R -
10212 No abnormality - - - - - - - - - - - - - - - - N z

1 : Pre-dosing, 2 : Post-dosing, 3 : PM



Appendix 1-6 Study No. : SR13057

_SL_

Clinical sign Period : Day 1-43
Sex : Male Dose : Benzanthrone 60 mg/kg Species : Rat
Day 37 38 39 40 41 42

Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
10201 No abnormality - - - - - - - - - - R R N R R N _
10202 No abnormality - - - - - - - - - - - - - _ _ N N z
10203 No abnormality - - - - - - - - - - - - - - - B B -
10204 No abnormality - - - - - - - - - - - - - - - - R z
10205 No abnormality - - - - - - - - - - - - R R R R _ N
10206 No abnormality - - - - - - - - - - - N N N N N B N
10207 No abnormality - - - - - - - - - - - R N R R N _ R
10208 No abnormality - - - - - - - - - - - - N N N N . R
10209 No abnormality - - - - - - - - - - - - - B B B N -
10210 No abnormality - - - - - - - - - - - - - - - - R _
10211 No abnormality - - - - - - - - - - - - - _ _ _ R B
10212 No abnormality - - - - - - - - - - - - - R N N B N

Day 43

Animal No. Clinical signs Time 4
10201 No abnormality -
10202 No abnormality -
10203 No abnormality -
10204 No abnormality -
10205 No abnormality -
10206 No abnormality -
10207 No abnormality -
10208 No abnormality -
10209 No abnormality -
10210 No abnormality -
10211 No abnormality -
10212 No abnormality -

1: Pre-dosing, 2 : Post-dosing, 3 : PM, 4 : Necropsy day



Appendix 1-7 Study No. : SR13057

_vL_

Clinical sign Period : Day 1-43
Sex : Male Dose : Benzanthrone 250 mg/kg Species : Rat
Day 1 2 3 4 5 6
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
10301 No abnormality - - - - - - - - - - R R N R R N _
10302 No abnormality - - - - - - - - - - - - - _ _ N N z
10303 No abnormality - - - - - - - - - - - - - - - B B -
10304 No abnormality - - - - - - - - - - - - - - - - R z
10305 No abnormality - - - - - - - - - - - - R R R R _ N
10306 No abnormality - - - - - - - - - - - - - N N N B N
10307 No abnormality - - - - - - - - - - - R N R R N _ R
10308 No abnormality - - - - - - - - - - - - N N N N . R
10309 No abnormality - - - - - - - - - - - - - B B B N -
10310 No abnormality - - - - - - - - - - - - - - - - R _
10311 No abnormality - - - - - - - - - - - - - _ _ _ R B
10312 No abnormality - - - - - - - - - - - - - R N N B N
Day 7 8 9 10 11 12
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
10301 No abnormality - - - - - - - - - - - - - - - - B
10302 No abnormality - - - - - - - - - - - - - - - - R _
10303 No abnormality - - - - - - - - - - - - - R R R B N
10304 No abnormality - - - - - - - - - - - - - - - - B R
10305 No abnormality - - - - - - - - - - - R N N R N _ R
10306 No abnormality - - - - - - - - - - - - N N _ N R z
10307 No abnormality - - - - - - - - - - - - - - - - - N
10308 No abnormality - - - - - - - - - - - - - - - - N z
10309 No abnormality - - - - - - - - - - - - R R R R _ N
10310 No abnormality - - - - - - - - - - - N N N N N B N
10311 No abnormality - - - - - - - - - - - - - - - - R _
10312 No abnormality - - - - - - - - - - - - - N N N _ R
Day 13 14 15 16 17 18
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
10301 No abnormality - - - - - - - - - - R - - N N N B
10302 No abnormality - - - - - - - - - - - - - - - - R _
10303 No abnormality - - - - - - - - - - - - - N N N _ R
10304 No abnormality - - - - - - - - - - - - - - B B N -
10305 No abnormality - - - - - - - - - - - - - - - - R _
10306 No abnormality - - - - - - - - - - - - - - - - R _
10307 No abnormality - - - - - - - - - - - - - R R R B N
10308 No abnormality - - - - - - - - - - - - - - - - - R
10309 No abnormality - - - - - - - - - - - R N N R N _ N
10310 No abnormality - - - - - - - - - - - - - N _ N R Z
10311 No abnormality - - - - - - - - - - N - - N - _ R B
10312 No abnormality - - - - - - - - - - - - - - - - N z

1 : Pre-dosing, 2 : Post-dosing, 3 : PM



Appendix 1-8 Study No. : SR13057

_SL_

Clinical sign Period : Day 1-43
Sex : Male Dose : Benzanthrone 250 mg/kg Species : Rat
Day 19 20 21 22 23 24
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
10301 No abnormality - - - - - - - - - - R R N R R N _
10302 No abnormality - - - - - - - - - - - - - _ _ N N z
10303 No abnormality - - - - - - - - - - - - - - - B B -
10304 No abnormality - - - - - - - - - - - - - - - - R z
10305 No abnormality - - - - - - - - - - - - R R R R _ N
10306 No abnormality - - - - - - - - - - - - - N N N B N
10307 No abnormality - - - - - - - - - - - R N R R N _ R
10308 No abnormality - - - - - - - - - - - - N N N N . R
10309 No abnormality - - - - - - - - - - - - - B B B N -
10310 No abnormality - - - - - - - - - - - - - - - - R _
10311 No abnormality - - - - - - - - - - - - - _ _ _ R B
10312 No abnormality - - - - - - - - - - - - - R N N B N
Day 25 26 27 28 29 30
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
10301 No abnormality - - - - - - - - - - - - - - - - B
10302 No abnormality - - - - - - - - - - - - - - - - R _
10303 No abnormality - - - - - - - - - - - - - R R R B N
10304 No abnormality - - - - - - - - - - - - - - - - B R
10305 No abnormality - - - - - - - - - - - R N N R N _ R
10306 No abnormality - - - - - - - - - - - - N N _ N R z
10307 No abnormality - - - - - - - - - - - - - - - - - N
10308 No abnormality - - - - - - - - - - - - - - - - N z
10309 No abnormality - - - - - - - - - - - - R R R R _ N
10310 No abnormality - - - - - - - - - - - N N N N N B N
10311 No abnormality - - - - - - - - - - - - - - - - R _
10312 No abnormality - - - - - - - - - - - - - N N N _ R
Day 31 32 33 34 35 36
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
10301 No abnormality - - - - - - - - - - R - - N N N B
10302 No abnormality - - - - - - - - - - - - - - - - R _
10303 No abnormality - - - - - - - - - - - - - N N N _ R
10304 No abnormality - - - - - - - - - - - - - - B B N -
10305 No abnormality - - - - - - - - - - - - - - - - R _
10306 No abnormality - - - - - - - - - - - - - - - - R _
10307 No abnormality - - - - - - - - - - - - - R R R B N
10308 No abnormality - - - - - - - - - - - - - - - - - R
10309 No abnormality - - - - - - - - - - - R N N R N _ N
10310 No abnormality - - - - - - - - - - - - - N _ N R Z
10311 No abnormality - - - - - - - - - - N - - N - _ R B
10312 No abnormality - - - - - - - - - - - - - - - - N z

1 : Pre-dosing, 2 : Post-dosing, 3 : PM



Appendix 1-9 Study No. : SR13057

_9L_

Clinical sign Period : Day 1-43
Sex : Male Dose : Benzanthrone 250 mg/kg Species : Rat
Day 37 38 39 40 41 42

Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
10301 No abnormality - - - - - - - - - - R R N R R N _
10302 No abnormality - - - - - - - - - - - - - _ _ N N z
10303 No abnormality - - - - - - - - - - - - - - - B B -
10304 No abnormality - - - - - - - - - - - - - - - - R z
10305 No abnormality - - - - - - - - - - - - R R R R _ N
10306 No abnormality - - - - - - - - - - - - - N N N B N
10307 No abnormality - - - - - - - - - - - R N R R N _ R
10308 No abnormality - - - - - - - - - - - - N N N N . R
10309 No abnormality - - - - - - - - - - - - - B B B N -
10310 No abnormality - - - - - - - - - - - - - - - - R _
10311 No abnormality - - - - - - - - - - - - - _ _ _ R B
10312 No abnormality - - - - - - - - - - - - - R N N B N

Day 43

Animal No. Clinical signs Time 4
10301 No abnormality -
10302 No abnormality -
10303 No abnormality -
10304 No abnormality -
10305 No abnormality -
10306 No abnormality -
10307 No abnormality -
10308 No abnormality -
10309 No abnormality -
10310 No abnormality -
10311 No abnormality -
10312 No abnormality -

1: Pre-dosing, 2 : Post-dosing, 3 : PM, 4 : Necropsy day



Appendix 1-10 Study No. : SR13057

_LL_

Clinical sign Period : Day 1-43
Sex : Male Dose : Benzanthrone 1000 mg/kg Species : Rat
Day 1 2 3 4 5 6
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
10401 No abnormality - - - - - - - - - - R R N R R N _
10402 No abnormality - - - - - - - - - - - - - _ _ N N z
10403 No abnormality - - - - - - - - - - - - - - - _ R B
10404 No abnormality - - - - - - - - - - - - - - - - R z
10405 No abnormality - - - - - - - - - - - - R R R R _ N
10406 No abnormality - - - - - - - - - - - - - N N N B N
10407 No abnormality - - - - - - - - - - - R N R R N _ R
10408 No abnormality - - - - - - - - - - - - N N N N . R
10409 No abnormality - - - - - - - - - - - - - - B B N -
10410 No abnormality - - - - - - - - - - - - - - - - R _
10411 No abnormality - - - - - - - - - - - - - _ _ _ R B
10412 No abnormality - - - - - - - - - - - - - R N N B N
Day 7 8 9 10 11 12
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
10401 No abnormality - - - - - - - - - - - - - - - - B
10402 No abnormality - - - - - - - - - - - - - - - - R _
10403 No abnormality - - - - - - - - - - - - R R R R _ N
10404 No abnormality - - - - - - - - - - - - - - - - B R
10405 No abnormality - - - - - - - - - - - R N N R N _ R
10406 No abnormality - - - - - - - - - - - - N N _ N R z
10407 No abnormality - - - - - - - - - - - - - - - - - N
10408 No abnormality - - - - - - - - - - - - - - - - N z
10409 No abnormality - - - - - - - - - - - - - R R R B N
10410 No abnormality - - - - - - - - - - - N N N N N B N
10411 No abnormality - - - - - - - - - - - - - - - - R _
10412 No abnormality - - - - - - - - - - - - - N N N _ R
Day 13 14 15 16 17 18
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
10401 No abnormality - - - - - - - - - - R - - N N N _
10402 No abnormality - - - - - - - - - - - - - - - - R _
10403 No abnormality - - - - - - - - - - - - - N N N _ R
10404 No abnormality - - - - - - - - - - - - - - B B N -
10405 No abnormality - - - - - - - - - - - - - - - - R _
10406 No abnormality - - - - - - - - - - - - - - - - R _
10407 No abnormality - - - - - - - - - - - - - R R R B N
10408 No abnormality - - - - - - - - - - - - - - - - - R
10409 No abnormality - - - - - - - - - - - R N N R N _ N
10410 No abnormality - - - - - - - - - - - - - N _ N R Z
10411 No abnormality - - - - - - - - - - - - - - R R _ N
10412 No abnormality - - - - - - - - - - - - - - - - N z

1 : Pre-dosing, 2 : Post-dosing, 3 : PM



Appendix 1 - 11 Study No. : SR13057

_8L_

Clinical sign Period : Day 1-43
Sex : Male Dose : Benzanthrone 1000 mg/kg Species : Rat
Day 19 20 21 22 23 24
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
10401 No abnormality - - - - - - - - - - R R N R R N _
10402 No abnormality - - - - - - - - - - - - - _ _ N N z
10403 No abnormality - - - - - - - - - - - - - - - _ R B
10404 No abnormality - - - - - - - - - - - - - - - - R z
10405 No abnormality - - - - - - - - - - - - R R R R _ N
10406 No abnormality - - - - - - - - - - - - - N N N B N
10407 No abnormality - - - - - - - - - - - R N R R N _ R
10408 No abnormality - - - - - - - - - - - - N N N N . R
10409 No abnormality - - - - - - - - - - - - - - B B N -
10410 No abnormality - - - - - - - - - - - - - - - - R _
10411 No abnormality - - - - - - - - - - - - - _ _ _ R B
10412 No abnormality - - - - - - - - - - - - - R N N B N
Day 25 26 27 28 29 30
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
10401 No abnormality - - - - - - - - - - - - - - - - B
10402 No abnormality - - - - - - - - - - - - - - - - R _
10403 No abnormality - - - - - - - - - - - - R R R R _ N
10404 No abnormality - - - - - - - - - - - - - - - - B R
10405 No abnormality - - - - - - - - - - - R N N R N _ R
10406 No abnormality - - - - - - - - - - - - N N _ N R z
10407 No abnormality - - - - - - - - - - - - - - - - - N
10408 No abnormality - - - - - - - - - - - - - - - - N z
10409 No abnormality - - - - - - - - - - - - - R R R B N
10410 No abnormality - - - - - - - - - - - N N N N N B N
10411 No abnormality - - - - - - - - - - - - - - - - R _
10412 No abnormality - - - - - - - - - - - - - N N N _ R
Day 31 32 33 34 35 36
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
10401 No abnormality - - - - - - - - - - R - - N N N _
10402 No abnormality - - - - - - - - - - - - - - - - R _
10403 No abnormality - - - - - - - - - - - - - N N N _ R
10404 No abnormality - - - - - - - - - - - - - - B B N -
10405 No abnormality - - - - - - - - - - - - - - - - R _
10406 No abnormality - - - - - - - - - - - - - - - - R _
10407 No abnormality - - - - - - - - - - - - - R R R B N
10408 No abnormality - - - - - - - - - - - - - - - - - R
10409 No abnormality - - - - - - - - - - - R N N R N _ N
10410 No abnormality - - - - - - - - - - - - - N _ N R Z
10411 No abnormality - - - - - - - - - - - - - - R R _ N
10412 No abnormality - - - - - - - - - - - - - - - - N z

1 : Pre-dosing, 2 : Post-dosing, 3 : PM



Appendix 1 -12 Study No. : SR13057

_6L_

Clinical sign Period : Day 1-43
Sex : Male Dose : Benzanthrone 1000 mg/kg Species : Rat
Day 37 38 39 40 41 42

Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
10401 No abnormality - - - - - - - - - - R R N R R N _
10402 No abnormality - - - - - - - - - - - - - _ _ N N z
10403 No abnormality - - - - - - - - - - - - - - - _ R B
10404 No abnormality - - - - - - - - - - - - - - - - R z
10405 No abnormality - - - - - - - - - - - - R R R R _ N
10406 No abnormality - - - - - - - - - - - - - N N N B N
10407 No abnormality - - - - - - - - - - - R N R R N _ R
10408 No abnormality - - - - - - - - - - - - N N N N . R
10409 No abnormality - - - - - - - - - - - - - - B B N -
10410 No abnormality - - - - - - - - - - - - - - - - R _
10411 No abnormality - - - - - - - - - - - - - _ _ _ R B
10412 No abnormality - - - - - - - - - - - - - R N N B N

Day 43

Animal No. Clinical signs Time 4
10401 No abnormality -
10402 No abnormality -
10403 No abnormality -
10404 No abnormality -
10405 No abnormality -
10406 No abnormality -
10407 No abnormality -
10408 No abnormality -
10409 No abnormality -
10410 No abnormality -
10411 No abnormality -
10412 No abnormality -

1: Pre-dosing, 2 : Post-dosing, 3 : PM, 4 : Necropsy day



Appendix 1-13 Study No. : SR13057

_08_

Clinical sign Period : Day 1-52
Sex : Female Dose : Benzanthrone 0 mg/kg Species : Rat
Day 1 2 3 4 5 6
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
50151 No abnormality - - - - - - - - - - R R N R R N _
50152 No abnormality - - - - - - - - - - - - - _ _ N N z
50153 No abnormality - - - - - - - - - - - - - _ - _ R B
50154 No abnormality - - - - - - - - - - - - - - - - R z
50155 No abnormality - - - - - - - - - - - - - R R R B N
50156 No abnormality - - - - - - - - - - - N N N N N B N
50157 No abnormality - - - - - - - - - - - R N R R N _ R
50158 No abnormality - - - - - - - - - - - - N N N N . R
50159 No abnormality - - - - - - - - - - - - - B B B N -
50160 No abnormality - - - - - - - - - - - - _ - _ _ R B
50161 No abnormality - - - - - - - - - - - - - - - - R _
50162 No abnormality - - - - - - - - - - - - - R N N B N
Day 7 8 9 10 11 12
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
50151 No abnormality - - - - - - - - - - - - - - - - B
50152 No abnormality - - - - - - - - - - - - - - - - R _
50153 No abnormality - - - - - - - - - - - - - R R R B N
50154 No abnormality - - - - - - - - - - - - - - - - B R
50155 No abnormality - - - - - - - - - - - R N N R N _ R
50156 No abnormality - - - - - - - - - - - - N N _ N R z
50157 No abnormality - - - - - - - - - - - - R R R R _ N
50158 No abnormality - - - - - - - - - - - - - - - - N z
50159 No abnormality - - - - - - - - - - - - - R R R B N
50160 No abnormality - - - - - - - - - - - N N N N N B N
50161 No abnormality - - - - - - - - - - - - - - - - R _
50162 No abnormality - - - - - - - - - - - - - N N N _ R
Day 13 14 15 16 17 18
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
50151 No abnormality - - - - - - - -
50152 No abnormality - - - - - - - - -
50153 No abnormality - - - - - - - - - - - - - N N
50154 No abnormality - - - - - - - - -
50155 No abnormality - - - - - - - B -
50156 No abnormality - - - - - - - - - - - - - - -
50157 No abnormality - - - - - - - - R
50158 No abnormality - - - - - - - - -
50159 No abnormality - - - - - - - - - - - R N N R
50160 No abnormality - - - - - - - - - - - - N N _
50161 No abnormality - - - - - - - - - - - N
50162 No abnormality - - - - - - - - - - - - - - - - N z

1 : Pre-dosing, 2 : Post-dosing, 3 : PM



Appendix 1 - 14 Study No. : SR13057

_‘[8_

Clinical sign Period : Day 1-52
Sex : Female Dose : Benzanthrone 0 mg/kg Species : Rat
Day 19 20 21 22 23 24
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
50151 No abnormality
50152 No abnormality
50153 No abnormality
50154 No abnormality
50155 No abnormality
50156 No abnormality
50157 No abnormality
50158 No abnormality
50159 No abnormality
50160 No abnormality
50161 No abnormality
50162 No abnormality - - - - - - - - - - - - - - - - - -
Day 25 26 27 28 29 30
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
50151 No abnormality
50152 No abnormality
50153 No abnormality
50154 No abnormality
50155 No abnormality
50156 No abnormality
50157 No abnormality
50158 No abnormality
50159 No abnormality
50160 No abnormality
50161 No abnormality
50162 No abnormality - - - - - - - - - - - - - - - - - -
Day 31 32 33 34 35 36
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
50151 No abnormality
50152 No abnormality
50153 No abnormality
50154 No abnormality
50155 No abnormality
50156 No abnormality
50157 No abnormality
50158 No abnormality
50159 No abnormality
50160 No abnormality
50161 No abnormality
50162 No abnormality - - - - - - - - - - - - - - - - - -

1 : Pre-dosing, 2 : Post-dosing, 3 : PM



_ZS_

Appendix 1 - 15

Study No. : SR13057

Clinical sign Period : Day 1-52
Sex : Female Dose : Benzanthrone 0 mg/kg Species : Rat
Day 37 38 39 40 4 42
Animal No. Clinical signs Time 1 1 1 1 1 3 1 2 3
50151 No abnormality
50152 No abnormality
50153 No abnormality
50154 No abnormality
50155 No abnormality
50156 No abnormality
50157 No abnormality
50158 No abnormality
50159 No abnormality
50160 No abnormality
50161 No abnormality
50162 No abnormality - - - - - - - - -
Day 43 44 45 46 47 48
Animal No. Clinical signs Time 1 1 1 1 1 3 1 2 3
50151 No abnormality
50152 No abnormality
50153 No abnormality
50154 No abnormality
50155 No abnormality
50156 No abnormality
50157 No abnormality
50158 No abnormality
50159 No abnormality
50160 No abnormality
50161 No abnormality
50162 No abnormality - - - - - - - - -
Day 49 50 51 52
Animal No. Clinical signs Time 1 1 1 4
50151 No abnormality
50152 No abnormality
50153 No abnormality
50154 No abnormality
50155 No abnormality
50156 No abnormality
50157 No abnormality
50158 No abnormality
50159 No abnormality
50160 No abnormality
50161 No abnormality
50162 No abnormality - - - -

1: Pre-dosing, 2 : Post-dosing, 3 : PM, 4 : Necropsy day



Appendix 1 - 16 Study No. : SR13057

_98_

Clinical sign Period : Gestation Day 0-22
Sex : Female Dose : Benzanthrone 0 mg/kg Species : Rat
Day © 1 2 3 4 5
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
50151 No abnormality - - - - - - - - - - R R N R R N _
50152 No abnormality - - - - - - - - - - - - - _ _ N N z
50153 No abnormality - § - 8% - % - 8% - 8% - 8% - 8% -85 - 3% - 8% - 8% -8 -8% -8%-8% - 8% - 8% -8
50154 No abnormality - - - - - - - - - - - - - - - - R z
50155 No abnormality - - - - - - - - - - - - - R R R B N
50156 No abnormality - - - - - - - - - - - N N N N N B N
50157 Mass of subcutaneous of right cervical - - - - - - - - - - - - - - - - N _
50158 No abnormality - - - - - - - - - - - - N N N N . R
50159 No abnormality - - - - - - - - - - - - - B B B N -
50160 No abnormality - - - - - - - - - - - - _ - _ _ R B
50161 No abnormality - - - - - - - - - - - - - - - - R _
Day 6 7 8 9 10 11
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
50151 No abnormality - - - - - - - - - - - - - R - R B
50152 No abnormality - - - - - - - - - - - - R R R R _ N
50153 No abnormality - $ - S - % - % - 8% - % - % - S - 8% - % - 8% - % - % - 8% - 8% - % -8 - §
50154 No abnormality - - - - - - - - - - - - - R R R B N
50155 No abnormality - - - - - - - - - - - - - - - - B R
50156 No abnormality - - - - - - - - - - - R N N R N _ R
50157 Mass of subcutaneous of right cervical - - - - - - - - - - N R N N R N . R
50158 No abnormality - - - - - - - - - - - - R R R R _ N
50159 No abnormality - - - - - - - - - - - - - - - - N z
50160 No abnormality - - - - - - - - - - - - - R R R B N
50161 No abnormality - - - - - - - - - - - N N N N N B N
Day 12 13 14 15 16 17
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
50151 No abnormality - - - - - - - - - - - - - - - - R
50152 No abnormality - - - - - - - - - - - - - R R R B N
50153 No abnormality - $ -85 - % -%-8%-%-8%-85-9%-8%-9%-8%-8%-9%-9%-8% -3 -8
50154 No abnormality - - - - - - - - - - - - - - - - R _
50155 No abnormality - - - - - - - - - - - - - N N N _ R
50156 No abnormality - - - - - - - - - - - - - - - B B B
50157 Mass of subcutaneous of right cervical - - - - - - - - - - - N R N N N _ N
50158 No abnormality - - - - - - - - - - - - - - - - R _
50159 No abnormality - - - - - - - - - - - - - - R R - N
50160 No abnormality - - - - - - - - - - - - - - - - - R
50161 No abnormality - - - - - - - - - - - R N N R N _ N

1 : Pre-dosing, 2 : Post-dosing, 3 : PM
$ : Excepted data from calculation



_vg_

Appendix 1 -17

Clinical sign
Sex : Female

Period : Gestation Day 0-22

Study No. : SR13057

Animal No.

Clinical signs

50151

No abnormality

50152

No abnormality

50153

No abnormality

50154

No abnormality

50155

No abnormality

50156

No abnormality

50157

Mass of subcutaneous of right cervical

Dose : Benzanthrone 0 mg/kg Species : Rat
Day 18 19 20 21 22
Time 1 2 3 1 1 1 1 3

- - - - - - - $ - $

- - - - + +

50158

No abnormality

50159

No abnormality

50160

No abnormality

50161

No abnormality

1 : Pre-dosing, 2 : Post-dosing, 3 : PM
$ : Excepted data from calculation



Appendix 1-18 Study No. : SR13057

_SS_

Clinical sign Period : Day 1-52
Sex : Female Dose : Benzanthrone 60 mg/kg Species : Rat
Day 1 2 3 4 5 6
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
50251 No abnormality - - - - - - - - - - R R N R R N _
50252 No abnormality - - - - - - - - - - - - - _ _ N N z
50253 No abnormality - - - - - - - - - - - - - _ - _ R B
50254 No abnormality - - - - - - - - - - - - - - - - R z
50255 No abnormality - - - - - - - - - - - - - R R R B N
50256 No abnormality - - - - - - - - - - - N N N N N B N
50257 No abnormality - - - - - - - - - - - R N R R N _ R
50258 No abnormality - - - - - - - - - - - - N N N N . R
50259 No abnormality - - - - - - - - - - - - - B B B N -
50260 No abnormality - - - - - - - - - - - - _ - _ _ R B
50261 No abnormality - - - - - - - - - - - - - - - - R _
50262 No abnormality - - - - - - - - - - - - - R N N B N
Day 7 8 9 10 11 12
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
50251 No abnormality - - - - - - - - - - - - - - - - B
50252 No abnormality - - - - - - - - - - - - - - - - R _
50253 No abnormality - - - - - - - - - - - - - R R R B N
50254 No abnormality - - - - - - - - - - - - - - - - B R
50255 No abnormality - - - - - - - - - - - R N N R N _ R
50256 No abnormality - - - - - - - - - - - - N N _ N R z
50257 No abnormality - - - - - - - - - - - - R R R R _ N
50258 No abnormality - - - - - - - - - - - - - - - - N z
50259 No abnormality - - - - - - - - - - - - - R R R B N
50260 No abnormality - - - - - - - - - - - N N N N N B N
50261 No abnormality - - - - - - - - - - - - - - - - R _
50262 No abnormality - - - - - - - - - - - - - N N N _ R
Day 13 14 15 16 17 18
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
50251 No abnormality - - - - - - - - - - R - N
50252 No abnormality - - - - - - - - - - - - - - -
50253 No abnormality - - - - - - - - - - - - - N N N _ R
50254 No abnormality - - - - - - - - - - - - R R -
50255 No abnormality - - - - - - - - - - - - - _ _
50256 No abnormality - - - - - - - - - - - - - - -
50257 No abnormality - - - - - - - - R
50258 No abnormality - - - - - -
50259 No abnormality - - - - - - - - _
50260 No abnormality - - - - - - - - _
50261 No abnormality - - - - - - - - -
50262 No abnormality - - - - - - - - -

1 : Pre-dosing, 2 : Post-dosing, 3 : PM
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Appendix 1-19

Study No. : SR13057

Clinical sign Period : Day 1-52
Sex : Female Dose : Benzanthrone 60 mg/kg Species : Rat
Day 19 20 21 22 23 24
Animal No. Clinical signs Time 1 2 3 1 2 1 1 1 3 1
50251 No abnormality
50252 No abnormality
50253 No abnormality - - - - - - - - - -
50254 No abnormality
50255 No abnormality
50256 No abnormality
50257 No abnormality
50258 No abnormality
50259 No abnormality
50260 No abnormality
50261 No abnormality
50262 No abnormality
Day 25 26 27 28 29 30
Animal No. Clinical signs Time 1 2 3 1 2 1 1 1 3 1
50251 No abnormality
50252 No abnormality
50253 No abnormality - - - - -
50254 No abnormality
50255 No abnormality
50256 No abnormality
50257 No abnormality
50258 No abnormality
50259 No abnormality
50260 No abnormality
50261 No abnormality
50262 No abnormality
Day 31 32 33 34 35 36
Animal No. Clinical signs Time 1 2 3 1 2 1 1 1 3 1
50251 No abnormality
50252 No abnormality
50253 No abnormality
50254 No abnormality
50255 No abnormality
50256 No abnormality
50257 No abnormality
50258 No abnormality
50259 No abnormality
50260 No abnormality
50261 No abnormality
50262 No abnormality

1 : Pre-dosing, 2 : Post-dosing, 3 : PM



_LS_

Appendix 1 - 20

Study No. : SR13057

Clinical sign Period : Day 1-52
Sex : Female Dose : Benzanthrone 60 mg/kg Species : Rat
Day 37 38 39 40 4 42
Animal No. Clinical signs Time 1 2 1 1 1 1 3 1 2 3
50251 No abnormality
50252 No abnormality
50253 No abnormality
50254 No abnormality
50255 No abnormality
50256 No abnormality
50257 No abnormality
50258 No abnormality
50259 No abnormality
50260 No abnormality
50261 No abnormality
50262 No abnormality
Day 43 44 45 46 47 48
Animal No. Clinical signs Time 1 2 1 1 1 1 3 1 2 3
50251 No abnormality
50252 No abnormality
50253 No abnormality
50254 No abnormality
50255 No abnormality
50256 No abnormality
50257 No abnormality
50258 No abnormality
50259 No abnormality
50260 No abnormality
50261 No abnormality
50262 No abnormality
Day 49 50 51 52
Animal No. Clinical signs Time 1 2 1 1 4
50251 No abnormality
50252 No abnormality
50253 No abnormality
50254 No abnormality
50255 No abnormality
50256 No abnormality
50257 No abnormality
50258 No abnormality
50259 No abnormality
50260 No abnormality
50261 No abnormality
50262 No abnormality

1: Pre-dosing, 2 : Post-dosing, 3 : PM, 4 : Necropsy day



Appendix 1 - 21 Study No. : SR13057

_88_

Clinical sign Period : Gestation Day 0-22
Sex : Female Dose : Benzanthrone 60 mg/kg Species : Rat
Day © 1 2 3 4 5
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
50251 No abnormality - - - - - - - - - - R R N R R N _
50252 No abnormality - - - - - - - - - - - - - _ _ N N z
50253 No abnormality - § - 8% - % - 8% - 8% - 8% - 8% -85 - 3% - 8% - 8% -8 -8% -8%-8% - 8% - 8% -8
50254 No abnormality - - - - - - - - - - - - - - - - R z
50255 No abnormality - - - - - - - - - - - - - R R R B N
50256 No abnormality - - - - - - - - - - - N N N N N B N
50257 No abnormality - - - - - - - - - - - R N R R N _ R
50258 No abnormality - - - - - - - - - - - - N N N N . R
50259 No abnormality - - - - - - - - - - - - - B B B N -
50260 No abnormality - - - - - - - - - - - - _ - _ _ R B
50261 No abnormality - - - - - - - - - - - - - - - - R _
50262 No abnormality - - - - - - - - - - - - - R N N B N
Day 6 7 8 9 10 11
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
50251 No abnormality - - - - - - - - - - - - - - - - B
50252 No abnormality - - - - - - - - - - - - - - - - R _
50253 No abnormality - $§ - -8% -%-8% -%-8% -85 -8%-8% - 8% -8%-8% -8%-8% - 8% -3 - §
50254 No abnormality - - - - - - - - - - - - - - - - B R
50255 No abnormality - - - - - - - - - - - R N N R N _ R
50256 No abnormality - - - - - - - - - - - - N N _ N R z
50257 No abnormality - - - - - - - - - - - - R R R R _ N
50258 No abnormality - - - - - - - - - - - - - - - - N z
50259 No abnormality - - - - - - - - - - - - - R R R B N
50260 No abnormality - - - - - - - - - - - N N N N N B N
50261 No abnormality - - - - - - - - - - - - - - - - R _
50262 No abnormality - - - - - - - - - - - - - N N N _ R
Day 12 13 14 15 16 17
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
50251 No abnormality - - - - - - - - - - R - - N N N _
50252 No abnormality - - - - - - - - - - - - - - - - R _
50253 No abnormality - $ -8 - % - % - 8% - 8% - % -8 - 8% - 8% - 8% - 8% - ¢ -8%-8%-3% - 8% -3
50254 No abnormality - - - - - - - - - - - - - - - B B B
50255 No abnormality - - - - - - - - - - - - - _ _ _ R B
50256 No abnormality - - - - - - - - - - - - - - - - R _
50257 No abnormality - - - - - - - - - - - - - R R R B N
50258 No abnormality - - - - - - - - - - - - - - - - - R
50259 No abnormality - - - - - - - - - - - R N N R N _ N
50260 No abnormality - - - - - - - - - - - - - N _ N R Z
50261 No abnormality - - - - - - - - - - - - - - - - R -
50262 No abnormality - - - - - - - - - - - - - - - - N z

1 : Pre-dosing, 2 : Post-dosing, 3 : PM
$ : Excepted data from calculation



Appendix 1 - 22 Study No. : SR13057

_68_

Clinical sign Period : Gestation Day 0-22
Sex : Female Dose : Benzanthrone 60 mg/kg Species : Rat
Day 18 19 20 21 22
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3

50251 No abnormality - - - - - - - R - N
50252 No abnormality - - - - - - - - - - - R
50253 No abnormality - § - 8% - % - 8% - % - 8% - % -8 - 8% - 8% - 8% - 8% -8 -8 -8
50254 No abnormality - - - - - - - - - - - -
50255 No abnormality - - - - - - - - - - - - - R R
50256 No abnormality - - - - - - - - - - - N N N N
50257 No abnormality - - - - - - - - - N R R
50258 No abnormality - - - - - - - - - - - - - N N
50259 No abnormality - - - - - - - - - - - - - - -
50260 No abnormality - - - - - - - - - - - -
50261 No abnormality - - - - - - - - - - - -
50262 No abnormality - - - - - - - - - - R -

1 : Pre-dosing, 2 : Post-dosing, 3 : PM
$ : Excepted data from calculation



Appendix 1 - 23 Study No. : SR13057

_06_

Clinical sign Period : Day 1-52
Sex : Female Dose : Benzanthrone 250 mg/kg Species : Rat
Day 1 2 3 4 5 6
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
50351 No abnormality - - - - - - - - - - R R N R R N _
50352 No abnormality - - - - - - - - - - - - - _ _ N N z
50353 Soft feces - - + - - - - - - - - - B B - B N -
50354 No abnormality - - - - - - - - - - - - - - - - R z
50355 No abnormality - - - - - - - - - - - - - R R R B N
50356 No abnormality - - - - - - - - - - - - - N N N B N
50357 No abnormality - - - - - - - - - - - R N R R N _ R
50358 No abnormality - - - - - - - - - - - - N N N N . R
50359 No abnormality - - - - - - - - - - - - - B B B N -
50360 No abnormality - - - - - - - - - - - - _ - _ _ R B
50361 No abnormality - - - - - - - - - - - - - - - - R _
50362 No abnormality - - - - - - - - - - - - - R N N B N
Day 7 8 9 10 11 12
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
50351 No abnormality - - - - - - - - - - - - - - - - B
50352 No abnormality - - - - - - - - - - - - - - - - R _
50353 Soft feces - - - - - - - - - - - - N N N R B N
50354 No abnormality - - - - - - - - - - - - - - - - B R
50355 No abnormality - - - - - - - - - - - R N N R N _ R
50356 No abnormality - - - - - - - - - - - - N N _ N R z
50357 No abnormality - - - - - - - - - - - - R R R R _ N
50358 No abnormality - - - - - - - - - - - - - - - - N z
50359 No abnormality - - - - - - - - - - - - - R R R B N
50360 No abnormality - - - - - - - - - - - N N N N N B N
50361 No abnormality - - - - - - - - - - - - - - - - R _
50362 No abnormality - - - - - - - - - - - - - N N N _ R
Day 13 14 15 16 17 18
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
50351 No abnormality - - - -
50352 No abnormality - - - - - -
50353 Soft feces - - - - N _
50354 No abnormality - - - - - -
50355 No abnormality - - - - - - - - - - - -
50356 No abnormality - - - - - - - - - - - - - - -
50357 No abnormality - - - - - - - - - - - - - R R
50358 No abnormality - - - - - - - - - - - -
50359 No abnormality - - - - - - - - - N N R
50360 No abnormality - - - - - -
50361 No abnormality - - - - - - - - - - - - - - R
50362 No abnormality - - - - - - - - - - - - - - -

1 : Pre-dosing, 2 : Post-dosing, 3 : PM



Appendix 1 - 24 Study No. : SR13057

_‘[6_

Clinical sign Period : Day 1-52
Sex : Female Dose : Benzanthrone 250 mg/kg Species : Rat
Day 19 20 21 22 23 24
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
50351 No abnormality
50352 No abnormality
50353 Soft feces
50354 No abnormality
50355 No abnormality
50356 No abnormality
50357 No abnormality
50358 No abnormality
50359 No abnormality
50360 No abnormality
50361 No abnormality
50362 No abnormality
Day 25 26 27 28 29 30
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
50351 No abnormality
50352 No abnormality
50353 Soft feces
50354 No abnormality
50355 No abnormality
50356 No abnormality
50357 No abnormality
50358 No abnormality
50359 No abnormality
50360 No abnormality
50361 No abnormality
50362 No abnormality
Day 31 32 33 34 35 36
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
50351 No abnormality
50352 No abnormality
50353 Soft feces
50354 No abnormality
50355 No abnormality
50356 No abnormality
50357 No abnormality
50358 No abnormality
50359 No abnormality
50360 No abnormality
50361 No abnormality
50362 No abnormality

1 : Pre-dosing, 2 : Post-dosing, 3 : PM
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Appendix 1 - 25

Study No. : SR13057

Clinical sign Period : Day 1-52
Sex : Female Dose : Benzanthrone 250 mg/kg Species : Rat
Day 37 38 39 40 4 42
Animal No. Clinical signs Time 1 2 1 1 1 1 3 1 2 3
50351 No abnormality
50352 No abnormality
50353 Soft feces
50354 No abnormality
50355 No abnormality
50356 No abnormality
50357 No abnormality
50358 No abnormality
50359 No abnormality
50360 No abnormality
50361 No abnormality
50362 No abnormality
Day 43 44 45 46 47 48
Animal No. Clinical signs Time 1 2 1 1 1 1 3 1 2 3
50351 No abnormality
50352 No abnormality
50353 Soft feces
50354 No abnormality
50355 No abnormality
50356 No abnormality
50357 No abnormality
50358 No abnormality
50359 No abnormality
50360 No abnormality
50361 No abnormality
50362 No abnormality
Day 49 50 51 52
Animal No. Clinical signs Time 1 2 1 1 4
50351 No abnormality
50352 No abnormality
50353 Soft feces
50354 No abnormality
50355 No abnormality
50356 No abnormality
50357 No abnormality
50358 No abnormality
50359 No abnormality
50360 No abnormality
50361 No abnormality
50362 No abnormality

1: Pre-dosing, 2 : Post-dosing, 3 : PM, 4 : Necropsy day
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Appendix 1 - 26

Clinical sign
Sex : Female

Period : Gestation Day 0-22
Benzanthrone 250 mg/kg

Dose :

Study No. : SR13057

Animal No.

Clinical signs

Day

Time

3

2

50351

No abnormality

2

50352

No abnormality

50353

No abnormality

50354

No abnormality

50355

No abnormality

50356

No abnormality

50357

No abnormality

50358

No abnormality

50359

No abnormality

50360

No abnormality

50361

No abnormality

50362

No abnormality

Animal No.

Clinical signs

Day

Time

50351

No abnormality

50352

No abnormality

50353

No abnormality

50354

No abnormality

50355

No abnormality

50356

No abnormality

50357

No abnormality

50358

No abnormality

50359

No abnormality

50360

No abnormality

50361

No abnormality

50362

No abnormality

Animal No.

Clinical signs

Day

Species : Rat
5
3 1
11
3 1
17

Time

50351

No abnormality

50352

No abnormality

50353

No abnormality

50354

No abnormality

50355

No abnormality

50356

No abnormality

50357

No abnormality

50358

No abnormality

50359

No abnormality

50360

No abnormality

50361

No abnormality

50362

No abnormality

1 : Pre-dosing, 2 : Post-dosing, 3 : PM



Appendix 1 - 27 Study No. : SR13057

_v6_

Clinical sign Period : Gestation Day 0-22
Sex : Female Dose : Benzanthrone 250 mg/kg Species : Rat
Day 18 19 20 21 22
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3

50351 No abnormality - - - - - - - R - N
50352 No abnormality - - - - - - - - - - - R
50353 No abnormality - - - - - - - - - - - - R R R
50354 No abnormality - - - - - - - - - - - -
50355 No abnormality - - - - - - - - - - - R R R N
50356 No abnormality - - - - - - - - - - - N N N N
50357 No abnormality - - - - - - - - - N R R
50358 No abnormality - - - - - - - - - - - -
50359 No abnormality - - - - - - - - - - - N
50360 No abnormality - - - - - - - - - - - _ _ - B
50361 No abnormality - - - - - - - - - - - - - - R
50362 No abnormality - - - - - - - - - - - - - R N

1 : Pre-dosing, 2 : Post-dosing, 3 : PM



Appendix 1 - 28 Study No. : SR13057

_g6_

Clinical sign Period : Day 1-52
Sex : Female Dose : Benzanthrone 1000 mg/kg Species : Rat
Day 1 2 3 4 5 6
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
50451 No abnormality - - - - - - - - - - R R N R R N _
50452 No abnormality - - - - - - - - - - - - - _ _ N N z
50453 No abnormality - - - - - - - - - - - - - - - B B -
50454 No abnormality - - - - - - - - - - - - - - - - R z
50455 No abnormality - - - - - - - - - - - - R R R R _ N
50456 No abnormality - - - - - - - - - - - - - N N N B N
50457 No abnormality - - - - - - - - - - - R N R R N _ R
50458 No abnormality - - - - - - - - - - - - N N N N . R
50459 No abnormality - - - - - - - - - - - - - B B B N -
50460 No abnormality - - - - - - - - - - - - - - - - R _
50461 No abnormality - - - - - - - - - - - - - - - - R _
50462 No abnormality - - - - - - - - - - - - - R N N B N
Day 7 8 9 10 11 12
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
50451 No abnormality - - - - - - - - - - - - - - - - B
50452 No abnormality - - - - - - - - - - - - - - - - R _
50453 No abnormality - - - - - - - - - - - - R R R R _ N
50454 No abnormality - - - - - - - - - - - - - - - - B R
50455 No abnormality - - - - - - - - - - - R N N R N _ R
50456 No abnormality - - - - - - - - - - - - N N _ N R z
50457 No abnormality - - - - - - - - - - - - - - - - - N
50458 No abnormality - - - - - - - - - - - - - - - - N z
50459 No abnormality - - - - - - - - - - - - R R R R _ N
50460 No abnormality - - - - - - - - - - - N N N N N B N
50461 No abnormality - - - - - - - - - - - - - - - - R _
50462 No abnormality - - - - - - - - - - - - - N N N _ R
Day 13 14 15 16 17 18
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
50451 No abnormality - - - B
50452 No abnormality - - - - - - - - - - - - - - -
50453 No abnormality - - - - - _
50454 No abnormality - - - - - - - - - - - N
50455 No abnormality - - - - - - - - - - - - - _ _
50456 No abnormality - - - - - - - - - - - - - - -
50457 No abnormality - - - - - - - - - - N N
50458 No abnormality - - - - - - - - - - - -
50459 No abnormality - - - - - - - - - N N R
50460 No abnormality - - - - N -
50461 No abnormality - - - - - - - - - - - - R R R
50462 No abnormality - - - - - B

1 : Pre-dosing, 2 : Post-dosing, 3 : PM



_96_

Appendix 1 -29

Study No. : SR13057

Clinical sign Period : Day 1-52
Sex : Female Dose : Benzanthrone 1000 mg/kg Species : Rat
Day 19 20 21 22 23 24
Animal No. Clinical signs Time 1 2 3 1 2 1 1 1 3 1 2 3
50451 No abnormality
50452 No abnormality
50453 No abnormality
50454 No abnormality
50455 No abnormality
50456 No abnormality
50457 No abnormality
50458 No abnormality
50459 No abnormality
50460 No abnormality
50461 No abnormality
50462 No abnormality
Day 25 26 27 28 29 30
Animal No. Clinical signs Time 1 2 3 1 2 1 1 1 3 1 2 3
50451 No abnormality
50452 No abnormality
50453 No abnormality
50454 No abnormality
50455 No abnormality
50456 No abnormality
50457 No abnormality
50458 No abnormality
50459 No abnormality
50460 No abnormality
50461 No abnormality
50462 No abnormality
Day 31 32 33 34 35 36
Animal No. Clinical signs Time 1 2 3 1 2 1 1 1 3 1 2 3
50451 No abnormality
50452 No abnormality
50453 No abnormality
50454 No abnormality
50455 No abnormality
50456 No abnormality
50457 No abnormality
50458 No abnormality
50459 No abnormality
50460 No abnormality
50461 No abnormality
50462 No abnormality

1 : Pre-dosing, 2 : Post-dosing, 3 : PM
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Appendix 1 - 30

Study No. : SR13057

Clinical sign Period : Day 1-52
Sex : Female Dose : Benzanthrone 1000 mg/kg Species : Rat
Day 37 38 39 40 4 42
Animal No. Clinical signs Time 1 2 3 1 2 1 1 1 3 1 2 3
50451 No abnormality
50452 No abnormality
50453 No abnormality
50454 No abnormality
50455 No abnormality
50456 No abnormality
50457 No abnormality
50458 No abnormality
50459 No abnormality
50460 No abnormality
50461 No abnormality
50462 No abnormality
Day 43 44 45 46 47 48
Animal No. Clinical signs Time 1 2 3 1 2 1 1 1 3 1 2 3
50451 No abnormality
50452 No abnormality
50453 No abnormality
50454 No abnormality
50455 No abnormality
50456 No abnormality
50457 No abnormality
50458 No abnormality
50459 No abnormality
50460 No abnormality
50461 No abnormality
50462 No abnormality
Day 49 50 51 52
Animal No. Clinical signs Time 1 2 3 1 2 1 4
50451 No abnormality
50452 No abnormality
50453 No abnormality
50454 No abnormality
50455 No abnormality
50456 No abnormality
50457 No abnormality
50458 No abnormality
50459 No abnormality
50460 No abnormality
50461 No abnormality
50462 No abnormality

1: Pre-dosing, 2 : Post-dosing, 3 : PM, 4 : Necropsy day



Appendix 1 - 31 Study No. : SR13057
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Clinical sign Period : Gestation Day 0-22
Sex : Female Dose : Benzanthrone 1000 mg/kg Species : Rat
Day © 1 2 3 4 5
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
50451 No abnormality - - - - - - - - - - R R N R R N _
50452 No abnormality - - - - - - - - - - - - - _ _ N N z
50453 No abnormality - § - 8% - % - 8% - 8% - 8% - 8% -85 - 3% - 8% - 8% -8 -8% -8%-8% - 8% - 8% -8
50454 No abnormality - - - - - - - - - - - - - - - - R z
50455 No abnormality - - - - - - - - - - - - R R R R _ N
50456 No abnormality - - - - - - - - - - - - - N N N B N
50457 No abnormality - - - - - - - - - - - R N R R N _ R
50458 No abnormality - - - - - - - - - - - - N N N N . R
50459 No abnormality - - - - - - - - - - - - - B B B N -
50460 No abnormality - - - - - - - - - - - - - - - - R _
50461 No abnormality - - - - - - - - - - - - - - - - R _
50462 No abnormality - - - - - - - - - - - - - R N N B N
Day 6 7 8 9 10 11
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
50451 No abnormality - - - - - - - - - - - - - - - - B
50452 No abnormality - - - - - - - - - - - - - - - - R _
50453 No abnormality - $§ - -8% -%-8% -%-8% -85 -8%-8% - 8% -8%-8% -8%-8% - 8% -3 - §
50454 No abnormality - - - - - - - - - - - - - - - - B R
50455 No abnormality - - - - - - - - - - - R N N R N _ R
50456 No abnormality - - - - - - - - - - - - N N _ N R z
50457 No abnormality - - - - - - - - - - - - - - - - - N
50458 No abnormality - - - - - - - - - - - - - - - - N z
50459 No abnormality - - - - - - - - - - - - R R R R _ N
50460 No abnormality - - - - - - - - - - - N N N N N B N
50461 No abnormality - - - - - - - - - - - - - - - - R _
50462 No abnormality - - - - - - - - - - - - - N N N _ R
Day 12 13 14 15 16 17
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
50451 No abnormality - - - - - - - - - - R - - N N N B
50452 No abnormality - - - - - - - - - - - - - - - - R _
50453 No abnormality - $ -8 - % - % - 8% - 8% - % -8 - 8% - 8% - 8% - 8% - ¢ -8%-8%-3% - 8% -3
50454 No abnormality - - - - - - - - - - - - - - B B N -
50455 No abnormality - - - - - - - - - - - - - - - - R _
50456 No abnormality - - - - - - - - - - - - - - - - R _
50457 No abnormality - - - - - - - - - - - - - R R R B N
50458 No abnormality - - - - - - - - - - - - - - - - - R
50459 No abnormality - - - - - - - - - - - R N N R N _ N
50460 No abnormality - - - - - - - - - - - - - N _ N R Z
50461 No abnormality - - - - - - - - - - N - - N - _ R B
50462 No abnormality - - - - - - - - - - - - - - - - N z

1 : Pre-dosing, 2 : Post-dosing, 3 : PM
$ : Excepted data from calculation
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Clinical sign Period : Gestation Day 0-22
Sex : Female Dose : Benzanthrone 1000 mg/kg Species : Rat
Day 18 19 20 21 22
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3

50451 No abnormality - - - - - - - R - N
50452 No abnormality - - - - - - - - - - - R
50453 No abnormality - § - 8% - % - 8% - % - 8% - % -8 - 8% - 8% - 8% - 8% -8 -8 -8
50454 No abnormality - - - - - - - - - - - -
50455 No abnormality - - - - - - - - - - - R
50456 No abnormality - - - - - - - - - N N N N N N
50457 No abnormality - - - - - - - . R N R R
50458 No abnormality - - - - - - - - - - - - - - N
50459 No abnormality - - - - - - - - - - - - R R -
50460 No abnormality - - - - - - - - - - - _ _ - B
50461 No abnormality - - - - - - - - - - - -
50462 No abnormality - - - - - - - - - - R - N N N

1 : Pre-dosing, 2 : Post-dosing, 3 : PM
$ : Excepted data from calculation
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Appendix 1 - 33

Clinical sign
Sex : Female

Period : FO lactation Day 0-4
Benzanthrone 0 mg/kg

Dose :

Study No. : SR13057

Species : Rat

Animal No.

Clinical signs

Day

Time

3

50151

No abnormality

50152

No abnormality

50154

No abnormality

50155

No abnormality

50156

No abnormality

50157

Mass of subcutaneous

0
1 2
+ +

50158

No abnormality

50159

No abnormality

50160

No abnormality

50161

No abnormality

1 : Pre-dosing, 2 : Post-dosing, 3 : PM, 4 : Necropsy day



Appendix 1 - 34 Study No. : SR13057

Clinical sign Period : FO lactation Day 0-4
Sex : Female Dose : Benzanthrone 60 mg/kg Species : Rat
Day 0 1 2 3 4
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 4
50251 No abnormality - - - - - - - R - N
50252 No abnormality - - - - - - - - - - - R N
50254 No abnormality - - - - - - - - - - - - R
50255 No abnormality - - - - - - - - - - - - -
50256 No abnormality - - - - - - - - - - - N N
50257 No abnormality - - - - - - - - - N N N N
50258 No abnormality - - - - - - - - - N R R N
50259 No abnormality - - - - - - - - - - - - -
50260 No abnormality - - - - - - - - - - - - R
50261 No abnormality - - - - - - - - - - - _ _
50262 No abnormality - - - - - - - - - - - - -

- 101 -

1 : Pre-dosing, 2 : Post-dosing, 3 : PM, 4 : Necropsy day
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Clinical sign Period : FO lactation Day 0-4
Sex : Female Dose : Benzanthrone 250 mg/kg Species : Rat
Day 0 1 2 3 4
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 4
50351 No abnormality - - - - - - - R - N
50352 No abnormality - - - - - - - - - - - R N
50353 No abnormality - - - - - - - - - - - - R
50354 No abnormality - - - - - - - - - - - - -
50355 No abnormality - - - - - - - - - - - N N
50356 No abnormality - - - - - - - - - N N N N
50357 No abnormality - - - - - - - - - N R R N
50358 No abnormality - - - - - - - - - - - - -
50359 No abnormality - - - - - - - - - - - - R
50360 No abnormality - - - - - - - - - - - _ _
50361 No abnormality - - - - - - - - - - - - -
50362 No abnormality - - - - - - - - - - R - N

1 : Pre-dosing, 2 : Post-dosing, 3 : PM, 4 : Necropsy day



Appendix 1 - 36 Study No. : SR13057

Clinical sign Period : FO lactation Day 0-4
Sex : Female Dose : Benzanthrone 1000 mg/kg Species : Rat
Day © 1 2 3 4
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 4
50451 No abnormality - - - - - - - R - N
50452 No abnormality - - - - - - - - - - - R N
50454 No abnormality - - - - - - - R - - _ _ _
50455 No abnormality - - - - - - - - - - - - -
50456 No abnormality - - - - - - - - - - - N N
50457 No abnormality - - - - - - - - N N N N N
50458 No abnormality - - - - - - - - - - - - -
50459 No abnormality - - - - - - - - - - - - -
50460 No abnormality - - - - - - - - - - - - R
50461 No abnormality - - - - - - - - - - - - _
50462 No abnormality - - - - - - - - - - - - -

- €01 -

1 : Pre-dosing, 2 : Post-dosing, 3 : PM, 4 : Necropsy day



Appendix 2 - 1 Study No. : SR13057

Body weight Period : Day 1-42
Sex : Male Dose : Benzanthrone 0 mg/kg Unit: g Species : Rat
/Day Body weight
Animal No. 1 3 7 14 21 28 35 42 gain
10101 404 417 429 455 472 493 521 539 135
10102 426 443 474 513 543 575 609 610 184
10103 410 421 442 465 481 501 531 562 152
10104 421 432 453 492 520 553 588 609 188
10105 362 370 383 404 423 443 466 483 121
10106 376 383 401 434 461 483 512 536 160
10107 387 400 414 443 454 474 502 518 131
10108 400 407 428 459 489 506 535 550 150
10109 378 389 410 438 466 489 518 539 161
10110 416 424 446 474 488 505 527 548 132
10111 405 416 441 464 492 519 540 549 144
10112 400 412 436 464 489 520 532 558 158
n 12 12 12 12 12 12 12 12 12
Mean 398.8 409.5 429.8 458.8 481.5 505.1 531.8 550.1 151.3
S.D. 19.5 21.0 24.7 28.1 30.8 34.8 37.1 34.7 20.6

-¥01 -



Appendix 2 - 2 Study No. : SR13057

Body weight Period : Day 1-42
Sex : Male Dose : Benzanthrone 60 mg/kg Unit: g Species : Rat
/Day Body weight
Animal No. 1 3 7 14 21 28 35 42 gain
10201 403 416 434 454 470 483 506 514 111
10202 421 427 455 481 495 520 543 564 143
10203 413 425 435 444 469 480 492 503 90
10204 373 383 401 429 453 486 514 532 159
10205 403 411 434 461 481 511 538 555 152
10206 397 410 433 462 481 508 535 560 163
10207 419 436 453 479 504 527 553 577 158
10208 393 403 429 476 502 531 558 577 184
10209 385 396 416 455 474 504 529 545 160
10210 413 421 441 449 478 501 530 540 127
10211 377 384 395 412 431 447 463 480 103
10212 402 411 420 451 467 483 506 523 121
n 12 12 12 12 12 12 12 12 12
Mean 399.9 410.3 428.8 454 .4 475.4 498.4 522.3 539.2 139.3
S.D. 15.7 16.5 18.3 20.2 20.4 23.8 27.3 30.1 28.5

- 601 -



Appendix 2 -3 Study No. : SR13057

Body weight Period : Day 1-42
Sex : Male Dose : Benzanthrone 250 mg/kg Unit: g Species : Rat
/Day Body weight
Animal No. 1 3 7 14 21 28 35 42 gain
10301 401 413 438 470 504 537 565 575 174
10302 398 403 429 461 479 502 526 551 153
10303 423 437 458 491 526 561 597 610 187
10304 410 416 430 459 479 509 540 554 144
10305 374 384 395 424 448 476 507 525 151
10306 419 435 455 496 523 549 571 592 173
10307 388 405 424 458 483 519 542 567 179
10308 402 409 430 461 477 498 527 541 139
10309 418 427 442 472 506 526 555 565 147
10310 412 416 433 469 499 525 549 557 145
10311 383 392 412 438 458 483 498 516 133
10312 383 393 410 436 441 470 486 497 114
n 12 12 12 12 12 12 12 12 12
Mean 400.9 410.8 429.7 461.3 485.3 5129 538.6 554.2 153.3
S.D. 16.1 16.7 18.1 21.2 275 28.6 32.0 31.7 21.3

- 901 -



Appendix 2 - 4 Study No. : SR13057

Body weight Period : Day 1-42
Sex : Male Dose : Benzanthrone 1000 mg/kg Unit: g Species : Rat
/Day Body weight
Animal No. 1 3 7 14 21 28 35 42 gain
10401 437 442 464 504 540 571 601 612 175
10402 399 406 423 455 488 515 544 575 176
10403 395 401 416 445 464 488 520 539 144
10404 408 412 430 463 494 531 564 582 174
10405 381 392 409 437 452 469 493 511 130
10406 391 403 418 440 454 460 484 487 96
10407 381 387 402 424 445 464 486 497 116
10408 374 379 391 422 444 468 491 509 135
10409 404 406 428 457 476 500 519 543 139
10410 420 428 457 488 512 544 568 588 168
10411 413 423 443 473 505 535 568 587 174
10412 414 425 443 474 498 528 564 590 176
n 12 12 12 12 12 12 12 12 12
Mean 401.4 408.7 427.0 456.8 481.0 506.1 533.5 551.7 150.3
S.D. 18.3 18.3 21.9 25.0 30.3 36.6 39.8 42.7 27.5

- LOT -



Appendix2 -5 Study No. : SR13057

Body weight Period : FO before mating Day 1-14
Sex : Female Dose : Benzanthrone 0 mg/kg Unit: g Species : Rat
/Day Body weight
Animal No. 1 3 7 14 gain
50151 216 219 223 235 19
50152 240 243 251 262 22
50153 243 249 253 261 18
50154 285 275 280 292 27
50155 247 252 259 270 23
50156 238 239 250 260 22
50157 257 259 273 286 29
50158 260 265 271 292 32
50159 239 239 254 262 23
50160 252 261 273 274 22
50161 240 253 264 281 41
50162 272 276 287 297 25
n 12 12 12 12 12
Mean 2474 252.5 2615 272.7 25.3
S.D. 15.0 16.3 17.1 17.9 6.4

- 801 -
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Appendix 2 - 6

Body weight
Sex : Female

Period : FO Day 15-52
Dose : Benzanthrone 0 mg/kg

Unit: g

Study No. : SR13057

Species : Rat

Animal No.

/Day

28

35

42

49 52

50151
50152
50153
50154
50155
50156
50157
50158
50159
50160
50161
50162

384

373

398

415 411

n
Mean
S.D.

384.0

373.0

398.0

415.0 411.0




Appendix 3 - 13 Study No. : SR13057

Food consumption Period : FO gestation Day 0-20
Sex : Female Dose : Benzanthrone 250 mg/kg Unit: g Species : Rat
/Day
Animal No. 7 14 20

50351 232 251 253

50352 25.4 27.2 28.4

50353 24.3 27.9 256

50354 25.2 26.0 23.0

50355 23.8 26.9 28.3

50356 26.7 30.1 291

50357 336 38.0 33.1

50358 20.7 23.5 23.8

50359 25.1 27.6 26.1

50360 254 30.3 28.2

50361 23.3 26.1 26.6

50362 28.7 30.3 28.6

n 12 12 12
Mean 25.45 28.25 27.18
S.D. 3.23 3.72 2.71

-0I1 -



Appendix 2 -7 Study No. : SR13057

Body weight Period : FO gestation Day 0-20
Sex : Female Dose : Benzanthrone 0 mg/kg Unit: g Species : Rat
/Day Body weight
Animal No. 0 7 14 20 gain

50151 243 282 321 406 163

50152 269 313 353 432 163

50153 283 % 336 $ 372 % 363 $ 80 %

50154 297 339 371 454 157

50155 279 319 356 443 164

50156 271 332 370 464 193

50157 297 336 391 461 164

50158 296 340 384 465 169

50159 283 323 360 430 147

50160 299 336 367 454 155

50161 295 338 374 466 171

n 10 10 10 10 10
Mean 282.9 325.8 364.7 447.5 164.6
S.D. 18.0 18.0 19.3 19.7 12.2

111 -

$ : Excepted data from calculation



Appendix2 -8 Study No. : SR13057

Body weight Period : FO before mating Day 1-14
Sex : Female Dose : Benzanthrone 60 mg/kg Unit: g Species : Rat
/Day Body weight
Animal No. 1 3 7 14 gain
50251 281 280 293 305 24
50252 248 252 260 265 17
50253 227 228 234 239 12
50254 251 258 260 268 17
50255 251 257 266 275 24
50256 244 240 255 267 23
50257 244 259 261 275 31
50258 245 244 252 276 31
50259 254 260 271 293 39
50260 239 240 251 260 21
50261 245 252 260 269 24
50262 261 266 276 299 38
n 12 12 12 12 12
Mean 2492 253.0 261.6 274.3 251

S.D. 13.0 13.7 14.5 18.0 8.3

-CIl-



Appendix 2 -9 Study No. : SR13057

Body weight Period : FO Day 15-52
Sex : Female Dose : Benzanthrone 60 mg/kg Unit: g Species : Rat

/Day
Animal No. 28 35 42 49 52

50251
50252
50253
50254
50255
50256
50257
50258
50259
50260
50261
50262

n 0 0 0 0 0
Mean
S.D.

-eIll-



Appendix 2 - 10 Study No. : SR13057

Body weight Period : FO gestation Day 0-20
Sex : Female Dose : Benzanthrone 60 mg/kg Unit: g Species : Rat
/Day Body weight
Animal No. 0 7 14 20 gain

50251 330 376 413 484 154

50252 289 334 362 465 176

50253 296 $ 309 $ 299 $ 297 $ 1%

50254 281 323 363 437 156

50255 289 323 356 448 159

50256 271 321 367 451 180

50257 287 322 363 426 139

50258 282 328 372 475 193

50259 297 343 383 457 160

50260 274 304 333 400 126

50261 263 306 333 399 136

50262 290 332 365 448 158

n 11 11 11 11 11
Mean 286.6 328.4 364.5 4445 157.9
S.D. 17.4 19.4 22.0 27.5 19.8

“PIl-

$ : Excepted data from calculation



Appendix 2 - 11 Study No. : SR13057

Body weight Period : FO before mating Day 1-14
Sex : Female Dose : Benzanthrone 250 mg/kg Unit: g Species : Rat
/Day Body weight
Animal No. 1 3 7 14 gain
50351 230 227 232 247 17
50352 244 242 253 275 31
50353 244 235 243 264 20
50354 257 251 262 280 23
50355 237 251 263 275 38
50356 257 259 273 283 26
50357 259 263 279 302 43
50358 242 254 260 268 26
50359 244 259 266 274 30
50360 250 255 264 277 27
50361 256 261 272 282 26
50362 244 249 261 274 30
n 12 12 12 12 12
Mean 247.0 250.5 260.7 2751 28.1

S.D. 9.0 10.9 13.0 12.9 7.2

-Gl -
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Appendix 2 - 12

Body weight
Sex : Female

Period : FO Day 15-52
Dose : Benzanthrone 250 mg/kg

Unit: g

Study No. : SR13057

Species : Rat

Animal No.

/Day

28 35 42

49

52

50351
50352
50353
50354
50355
50356
50357
50358
50359
50360
50361
50362

n
Mean
S.D.




Appendix 2 - 13 Study No. : SR13057

Body weight Period : FO gestation Day 0-20
Sex : Female Dose : Benzanthrone 250 mg/kg Unit: g Species : Rat
/Day Body weight
Animal No. 0 7 14 20 gain
50351 250 283 314 401 151
50352 286 319 360 449 163
50353 264 310 354 416 152
50354 284 313 347 425 141
50355 287 320 373 459 172
50356 297 349 393 480 183
50357 325 375 424 508 183
50358 261 291 323 391 130
50359 286 323 360 437 151
50360 280 310 355 426 146
50361 294 335 368 458 164
50362 288 343 380 455 167
n 12 12 12 12 12
Mean 2835 322.6 362.6 4421 158.6
S.D. 19.3 25.2 29.3 33.2 16.3

SLTT -



Appendix 2 - 14 Study No. : SR13057

Body weight Period : FO before mating Day 1-14
Sex : Female Dose : Benzanthrone 1000 mg/kg Unit: g Species : Rat
/Day Body weight
Animal No. 1 3 7 14 gain
50451 237 228 232 248 11
50452 249 256 265 275 26
50453 242 245 255 263 21
50454 252 251 271 274 22
50455 243 249 258 265 22
50456 239 243 248 252 13
50457 236 247 259 268 32
50458 231 244 253 262 31
50459 243 258 264 272 29
50460 256 249 253 275 19
50461 259 268 275 288 29
50462 225 216 221 234 9
n 12 12 12 12 12
Mean 2427 246.2 2545 264.7 22.0

S.D. 10.0 13.5 154 14.5 7.8

- 811 -
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Appendix 2 - 15

Body weight
Sex : Female

Period : FO Day 15-52
Dose : Benzanthrone 1000 mg/kg

Unit: g

Study No. : SR13057

Species : Rat

Animal No.

/Day

28 35 42

49

52

50451
50452
50453
50454
50455
50456
50457
50458
50459
50460
50461
50462

n
Mean
S.D.
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Appendix 2 - 16 Study No. : SR13057

Body weight Period : FO gestation Day 0-20
Sex : Female Dose : Benzanthrone 1000 mg/kg Unit: g Species : Rat
/Day Body weight
Animal No. 0 7 14 20 gain

50451 252 290 330 416 164

50452 297 346 395 472 175

50453 255 % 299 § 336 $ 335 % 80 %

50454 272 309 346 437 165

50455 279 324 360 437 158

50456 274 339 385 471 197

50457 281 314 348 430 149

50458 268 300 341 426 158

50459 278 322 370 461 183

50460 276 324 363 429 153

50461 309 327 364 436 127

50462 239 274 313 382 143

n 11 11 11 11 11
Mean 275.0 315.4 355.9 436.1 161.1
S.D. 18.9 21.1 23.7 25.8 19.3

$ : Excepted data from calculation



Appendix 2 - 17 Study No. : SR13057

Body weight Period : FO lactation Day 0-4
Sex : Female Dose : Benzanthrone 0 mg/kg Unit: g Species : Rat
/Day Body weight
Animal No. 0 4 gain
50151 316 339 23
50152 310 338 28
50154 354 381 27
50155 313 356 43
50156 341 347 6
50157 377 396 19
50158 352 387 35
50159 352 356 4
50160 337 356 19
50161 361 387 26
n 10 10 10
Mean 341.3 364.3 23.0
S.D. 22.3 21.5 11.9

- 121 -



Appendix 2 - 18 Study No. : SR13057

Body weight Period : FO lactation Day 0-4
Sex : Female Dose : Benzanthrone 60 mg/kg Unit: g Species : Rat
/Day Body weight
Animal No. 0 4 gain
50251 373 389 16
50252 324 365 41
50254 317 361 44
50255 311 357 46
50256 343 371 28
50257 347 356 9
50258 345 395 50
50259 348 393 45
50260 313 326 13
50261 316 350 34
50262 347 370 23
n 11 11 11
Mean 334.9 366.6 31.7
S.D. 19.8 20.5 14.7

-¢al -



Appendix 2 - 19 Study No. : SR13057

Body weight Period : FO lactation Day 0-4
Sex : Female Dose : Benzanthrone 250 mg/kg Unit: g Species : Rat
/Day Body weight
Animal No. 0 4 gain
50351 280 335 55
50352 353 383 30
50353 320 343 23
50354 309 328 19
50355 340 375 35
50356 366 384 18
50357 411 430 19
50358 314 338 24
50359 344 355 11
50360 340 367 27
50361 331 367 36
50362 338 378 40
n 12 12 12
Mean 337.2 365.3 28.1
S.D. 32.4 28.2 12.0

- €Cl -
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Appendix 2 - 20 Study No. : SR13057

Body weight Period : FO lactation Day 0-4

Sex : Female Dose : Benzanthrone 1000 mg/kg Unit: g Species : Rat

/Day Body weight
Animal No. 0 4 gain

50451 300 331 31
50452 358 367 9
50454 331 335 4
50455 324 343 19
50456 349 403 54
50457 332 365 33
50458 291 328 37
50459 326 366 40
50460 357 374 17
50461 351 372 21
50462 291 335 44
n 11 11 11
Mean 328.2 356.3 28.1
S.D. 251 23.6 15.4




Appendix 3 - 1 Study No. : SR13057

Food consumption Period : Day 1-42
Sex : Male Dose : Benzanthrone 0 mg/kg Unit: g Species : Rat
/Day
Animal No. 3 7 14 35 42
10101 28.4 26.4 25.8 275 28.2
10102 33.0 34.0 33.9 33.3 31.8
10103 29.9 30.3 29.0 30.8 329
10104 325 33.2 33.2 33.6 336
10105 23.4 24.6 24.5 25.0 26.1
10106 26.6 26.5 27.3 29.6 294
10107 28.3 28.2 28.2 28.9 28.9
10108 28.4 29.4 29.6 304 30.1
10109 27.2 28.3 29.0 29.8 30.9
10110 26.8 28.5 28.0 26.6 28.6
10111 28.5 28.9 27.8 28.0 27.8
10112 30.5 29.5 28.5 30.8 30.5
n 12 12 12 12 12
Mean 28.63 28.98 28.73 29.53 29.90
S.D. 2.63 2.67 2.66 2.54 2.18

- 6Tl -



Appendix 3 - 2 Study No. : SR13057

Food consumption Period : Day 1-42
Sex : Male Dose : Benzanthrone 60 mg/kg Unit: g Species : Rat
/Day
Animal No. 3 7 14 35 42
10201 26.7 27.3 26.6 258 26.8
10202 28.1 30.9 29.8 29.5 30.1
10203 29.0 26.5 24.8 254 255
10204 25.2 254 26.9 28.4 28.9
10205 28.4 28.1 28.9 29.8 29.9
10206 27.5 29.9 29.6 29.9 30.4
10207 317 31.1 30.4 32.2 323
10208 27.0 29.2 32.2 31.5 31.8
10209 27.3 27.5 28.6 28.7 29.0
10210 29.0 28.8 259 30.2 28.3
10211 26.8 26.2 25.2 26.6 27.8
10212 27.9 26.4 28.2 27.9 28.6
n 12 12 12 12 12
Mean 27.88 28.1 28.09 28.83 29.12
S.D. 1.61 1.89 2.26 2.13 1.95

- 921 -



Appendix 3 -3 Study No. : SR13057

Food consumption Period : Day 1-42
Sex : Male Dose : Benzanthrone 250 mg/kg Unit: g Species : Rat
/Day
Animal No. 3 7 14 35 42
10301 26.5 28.3 28.3 30.9 291
10302 24.4 27.3 28.0 27.8 28.0
10303 29.3 29.4 30.2 324 323
10304 25.7 28.6 29.4 315 318
10305 25.3 24.6 26.4 28.7 28.8
10306 29.5 29.5 31.0 29.7 30.4
10307 28.8 29.5 30.3 31.0 31.9
10308 26.4 29.2 28.5 29.2 30.0
10309 291 28.5 29.7 29.9 29.7
10310 26.8 27.0 29.8 31.9 32.0
10311 26.7 28.2 27.9 26.5 27.4
10312 25.5 26.6 27.7 26.6 26.8
n 12 12 12 12 12
Mean 27.00 28.06 28.93 29.68 29.85
S.D. 1.75 1.47 1.34 1.98 1.89

- LTI -



Appendix 3 - 4 Study No. : SR13057

Food consumption Period : Day 1-42
Sex : Male Dose : Benzanthrone 1000 mg/kg Unit: g Species : Rat
/Day
Animal No. 3 7 14 35 42
10401 27.0 28.7 29.6 31.9 30.6
10402 24.7 28.1 27.2 28.4 30.2
10403 21.8 237 24.7 26.9 26.3
10404 26.0 27.8 29.9 32.8 34.8
10405 23.4 25.7 254 25.9 271
10406 23.9 253 253 258 27.5
10407 21.7 23.8 24.1 254 26.1
10408 21.2 237 26.0 28.8 28.3
10409 25.0 271 27.7 27.5 29.2
10410 27.7 29.9 311 32.7 322
10411 26.5 28.8 28.2 314 319
10412 28.5 29.3 30.2 34.3 34.1
n 12 12 12 12 12
Mean 24.78 26.83 27.45 29.32 29.86
S.D. 2.44 2.29 2.37 3.15 2.95

- 8CI -



-6Cl -

Appendix3 -5 Study No. : SR13057

Food consumption Period : FO before mating Day 1-14
Sex : Female Dose : Benzanthrone 0 mg/kg Unit: g Species : Rat
/Day
Animal No. 3 7 14
50151 17.0 16.1 16.4
50152 19.6 19.3 19.7
50153 17.7 19.8 20.9
50154 211 20.7 20.8
50155 18.6 18.3 18.3
50156 17.0 19.9 21.0
50157 224 22.4 22.6
50158 211 21.7 23.4
50159 17.1 20.4 20.2
50160 19.7 21.0 21.4
50161 20.6 20.1 20.7
50162 214 241 26.8
n 12 12 12
Mean 19.44 20.32 21.02
S.D. 1.92 2.01 2.58
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Appendix 3 - 6

Food consumption
Sex : Female

Period : FO Day 28-49
Dose : Benzanthrone 0 mg/kg

Unit: g

Study No. : SR13057

Species : Rat

Animal No.

/Day

35

42

49

50151
50152
50153
50154
50155
50156
50157
50158
50159
50160
50161
50162

26.4

27.5

26.9

n
Mean
S.D.

26.40

27.50

26.90




Appendix 3 -7 Study No. : SR13057

Food consumption Period : FO gestation Day 0-20
Sex : Female Dose : Benzanthrone 0 mg/kg Unit: g Species : Rat
/Day
Animal No. 7 14 20

50151 22.8 25.2 256

50152 25.6 271 25.9

50153 291 % 338% 240 %

50154 26.2 276 27.6

50155 23.0 24.3 255

50156 295 31.8 27.2

50157 26.4 30.4 28.3

50158 27.0 28.4 26.2

50159 25.5 28.1 26.8

50160 254 26.5 284

50161 26.1 276 28.6

n 10 10 10
Mean 25.75 27.70 27.01
S.D. 1.91 2.22 1.19

- 1€l -

$ : Excepted data from calculation
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Appendix 3-8 Study No. : SR13057

Food consumption Period : FO before mating Day 1-14
Sex : Female Dose : Benzanthrone 60 mg/kg Unit: g Species : Rat
/Day
Animal No. 3 7 14
50251 19.8 22.3 24.3
50252 17.7 19.6 20.5
50253 16.0 17.6 19.2
50254 18.7 19.8 20.9
50255 18.4 20.8 21.8
50256 17.9 214 20.8
50257 21.5 18.6 20.2
50258 18.9 21.3 23.2
50259 21.7 22.4 24.6
50260 18.1 19.4 19.6
50261 20.9 20.6 20.7
50262 23.3 23.4 25.0
n 12 12 12
Mean 19.41 20.60 21.73
S.D. 2.08 1.68 2.02




Appendix 3 -9 Study No. : SR13057

Food consumption Period : FO Day 28-49
Sex : Female Dose : Benzanthrone 60 mg/kg Unit: g Species : Rat

/Day
Animal No. 35 42 49

50251
50252
50253
50254
50255
50256
50257
50258
50259
50260
50261
50262

n 0 0 0
Mean
S.D.

- el -



Appendix 3 - 10 Study No. : SR13057

Food consumption Period : FO gestation Day 0-20
Sex : Female Dose : Benzanthrone 60 mg/kg Unit: g Species : Rat
/Day
Animal No. 7 14 20

50251 30.0 314 275

50252 25.9 26.9 27.2

50253 214 % 197 % 199 §

50254 25.7 276 25.0

50255 25.2 24.9 26.4

50256 252 284 28.4

50257 239 26.7 26.8

50258 26.7 30.1 31.0

50259 28.0 30.7 26.7

50260 244 252 256

50261 236 26.4 24.4

50262 24.8 27.5 28.0

n 11 11 11
Mean 25.76 27.80 27.00
S.D. 1.88 2.15 1.80

-pel -

$ : Excepted data from calculation
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Appendix 3 - 11 Study No. : SR13057

Food consumption Period : FO before mating Day 1-14
Sex : Female Dose : Benzanthrone 250 mg/kg Unit: g Species : Rat
/Day
Animal No. 3 7 14
50351 16.5 18.8 19.6
50352 15.8 19.6 221
50353 13.3 18.2 19.8
50354 17.0 223 227
50355 20.5 19.9 20.3
50356 18.2 21.8 22.6
50357 21.9 24.5 275
50358 19.9 19.8 20.0
50359 21.8 21.2 20.4
50360 22.8 21.4 23.0
50361 17.6 19.3 20.0
50362 19.0 21.4 23.3
n 12 12 12
Mean 18.69 20.68 21.78
S.D. 2.83 1.76 2.28




Appendix 3 - 12 Study No. : SR13057

Food consumption Period : FO Day 28-49
Sex : Female Dose : Benzanthrone 250 mg/kg Unit: g Species : Rat

/Day
Animal No. 35 42 49

50351
50352
50353
50354
50355
50356
50357
50358
50359
50360
50361
50362

n 0 0 0
Mean
S.D.

-9¢l -



Appendix 3 - 14 Study No. : SR13057

Food consumption Period : FO before mating Day 1-14
Sex : Female Dose : Benzanthrone 1000 mg/kg Unit: g Species : Rat
/Day
Animal No. 3 7 14

50451 14.3 18.2 18.9

50452 17.1 19.6 20.9

50453 16.8 19.2 19.7

50454 13.5 20.7 19.3

50455 17.3 20.9 21.4

50456 16.8 18.9 20.6

50457 17.1 18.8 20.2

50458 19.7 19.1 19.0

50459 19.2 17.6 18.4

50460 14.8 18.1 21.3

50461 20.4 234 25.8

50462 11.0 16.2 19.0

n 12 12 12
Mean 16.50 19.23 20.38
S.D. 2.72 1.83 1.98

- LET -



Appendix 3 - 15 Study No. : SR13057

Food consumption Period : FO Day 28-49
Sex : Female Dose : Benzanthrone 1000 mg/kg Unit: g Species : Rat

/Day
Animal No. 35 42 49

50451
50452
50453
50454
50455
50456
50457
50458
50459
50460
50461
50462

n 0 0 0
Mean
S.D.

- 8¢l -



Appendix 3 - 16 Study No. : SR13057

Food consumption Period : FO gestation Day 0-20
Sex : Female Dose : Benzanthrone 1000 mg/kg Unit: g Species : Rat
/Day
Animal No. 7 14 20

50451 235 26.5 26.4

50452 27.7 32.6 30.3

50453 227 % 247 $ 203 %

50454 234 24.8 254

50455 24.9 26.3 254

50456 29.7 324 32.8

50457 22.6 24.7 258

50458 21.9 25.1 26.1

50459 24.8 28.3 29.0

50460 25.5 27.6 28.5

50461 23.2 275 28.4

50462 22.5 26.2 25.0

n 11 11 11
Mean 24.52 27.45 27.55
S.D. 2.38 2.75 2.47

-6¢tl -

$ : Excepted data from calculation
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Appendix 3 - 17

Food consumption

Period : FO lactation Day 0-4

Study No. : SR13057

Sex : Female Dose : Benzanthrone 0 mg/kg Unit: g Species : Rat
/Day
Animal No. 4
50151 337
50152 321
50154 40.6
50155 34.0
50156 26.9
50157 404
50158 45.8
50159 29.5
50160 32.3
50161 38.5
n 10
Mean 35.38
S.D. 5.79
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Appendix 3 - 18

Food consumption

Period : FO lactation Day 0-4

Study No. : SR13057

Sex : Female Dose : Benzanthrone 60 mg/kg Unit: g Species : Rat
/Day
Animal No. 4
50251 34.2
50252 38.9
50254 40.3
50255 43.3
50256 41.2
50257 37.7
50258 50.9
50259 42.7
50260 341
50261 422
50262 39.1
n 11
Mean 40.42
S.D. 4.66
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Appendix 3 - 19

Food consumption

Period : FO lactation Day 0-4

Study No. : SR13057

Sex : Female Dose : Benzanthrone 250 mg/kg Unit: g Species : Rat
/Day
Animal No. 4
50351 42.8
50352 42.9
50353 32.3
50354 314
50355 46.6
50356 41.8
50357 36.9
50358 29.4
50359 35.9
50360 38.7
50361 41.7
50362 514
n 12
Mean 39.32
S.D. 6.49




-epl -

Appendix 3 - 20

Food consumption

Period : FO lactation Day 0-4

Study No. : SR13057

Sex : Female Dose : Benzanthrone 1000 mg/kg Unit: g Species : Rat
/Day
Animal No. 4

50451 36.8
50452 31.7
50454 34.8
50455 348
50456 44.0
50457 39.0
50458 34.0
50459 39.9
50460 37.9
50461 38.6
50462 38.1
n 11
Mean 37.24
S.D. 3.35
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Appendix 4 - 1

Necropsy findings

Sex : Male

Dose : 0 mg/kg

Animal No. : 10101

Stage : Day 43

Study No. : SR13057

Species : Rat

Test article : Benzanthrone
Kidney, Epididymis, Other organs & tissues

Finding absent :

Animal No. : 10102

Dose : 0 mg/kg

Test article : Benzanthrone
Kidney, Epididymis, Other organs & tissues

Infertility

Finding absent :

Animal No. : 10103

Dose : 0 mg/kg

Test article : Benzanthrone
Kidney, Epididymis, Other organs & tissues

Finding absent :

Animal No. : 10104

Dose : 0 mg/kg

Test article : Benzanthrone
Kidney, Epididymis, Other organs & tissues

Finding absent :

Animal No. : 10105

Dose : 0 mg/kg

Test article : Benzanthrone
Kidney, Epididymis, Other organs & tissues

Animal No. : 10106

Finding absent :

Dose : 0 mg/kg

Test article : Benzanthrone
Kidney, Epididymis, Other organs & tissues

Animal No. : 10107

Finding absent :

Dose : 0 mg/kg

Test article : Benzanthrone
Kidney, Epididymis, Other organs & tissues

Animal No. : 10108

Finding absent :

Dose : 0 mg/kg

Test article : Benzanthrone
Kidney, Epididymis, Other organs & tissues

Animal No. : 10109

Finding absent :

Dose : 0 mg/kg

Test article : Benzanthrone
Kidney, Epididymis, Other organs & tissues

Animal No. : 10110

Finding absent :

Dose : 0 mg/kg

Test article : Benzanthrone
Kidney, Epididymis, Other organs & tissues

Animal No. : 10111

Finding absent :

Dose : 0 mg/kg

Unsuccessful mating

Test article : Benzanthrone
Kidney, Epididymis, Other organs & tissues

Animal No. : 10112

Finding absent :

Dose : 0 mg/kg

Test article : Benzanthrone
Kidney, Epididymis, Other organs & tissues

Finding absent :
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Appendix 4 - 2

Sex : Male

Necropsy findings
Dose : 60 mg/kg Animal No. : 10201

Stage : Day 43

Study No. : SR13057

Species : Rat

Test article : Benzanthrone
Kidney, Epididymis, Other organs & tissues

Finding absent :

Animal No. : 10202

Dose : 60 mg/kg

Test article : Benzanthrone
Kidney, Epididymis, Other organs & tissues

Infertility

Finding absent :

Animal No. : 10203

Dose : 60 mg/kg

Test article : Benzanthrone
Kidney, Epididymis, Other organs & tissues

Finding absent :

Animal No. : 10204

Dose : 60 mg/kg

Test article : Benzanthrone
Kidney, Epididymis, Other organs & tissues

Finding absent :

Animal No. : 10205

Dose : 60 mg/kg

Test article : Benzanthrone

Epididymis
Findings : Finding present
Yellowish white focus, cauda, unilateral
Non-graded change
Finding Comment : left, 5 x 3, mm

Kidney,

Other organs & tissues
Animal No. : 10206

Finding absent :

Dose : 60 mg/kg

Test article : Benzanthrone
Kidney, Epididymis, Other organs & tissues

Animal No. : 10207

Finding absent :

Dose : 60 mg/kg

Test article : Benzanthrone
Kidney, Epididymis, Other organs & tissues

Animal No. : 10208

Finding absent :

Dose : 60 mg/kg

Test article : Benzanthrone
Kidney, Epididymis, Other organs & tissues

Animal No. : 10209

Finding absent :

Dose : 60 mg/kg

Test article : Benzanthrone
Kidney, Epididymis, Other organs & tissues

Animal No. : 10210

Finding absent :

Dose : 60 mg/kg

Test article : Benzanthrone
Kidney, Epididymis, Other organs & tissues

Animal No. : 10211

Finding absent :

Dose : 60 mg/kg

Test article : Benzanthrone

Kidney
Findings : Finding present
Dilatation, renal pelvis, unilateral
Non-graded change

Finding Comment : right

Epididymis, Other organs & tissues
Animal No. : 10212

Finding absent :

Dose : 60 mg/kg

Test article : Benzanthrone
Kidney, Epididymis, Other organs & tissues

Finding absent :
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Appendix 4 - 3

Sex : Male

Necropsy findings

Dose : 250 mg/kg

Animal No. : 10301

Stage : Day 43

Study No. : SR13057

Species : Rat

Test article : Benzanthrone
Kidney, Epididymis, Other organs & tissues

Finding absent :

Animal No. : 10302

Dose : 250 mg/kg

Test article : Benzanthrone
Kidney, Epididymis, Other organs & tissues

Animal No. : 10303

Finding absent :

Dose : 250 mg/kg

Test article : Benzanthrone
Kidney, Epididymis, Other organs & tissues

Animal No. : 10304

Finding absent :

Dose : 250 mg/kg

Test article : Benzanthrone
Kidney, Epididymis, Other organs & tissues

Animal No. : 10305

Finding absent :

Dose : 250 mg/kg

Test article : Benzanthrone
Kidney, Epididymis, Other organs & tissues

Animal No. : 10306

Finding absent :

Dose : 250 mg/kg

Test article : Benzanthrone
Kidney, Epididymis, Other organs & tissues

Animal No. : 10307

Finding absent :

Dose : 250 mg/kg

Test article : Benzanthrone
Kidney, Epididymis, Other organs & tissues

Finding absent :

Animal No. : 10308

Dose : 250 mg/kg

Test article : Benzanthrone
Kidney, Epididymis, Other organs & tissues

Finding absent :

Animal No. : 10309

Dose : 250 mg/kg

Finding absent :

Test article : Benzanthrone
Kidney, Epididymis, Other organs & tissues

Animal No. : 10310

Dose : 250 mg/kg

Finding absent :

Test article : Benzanthrone
Kidney, Epididymis, Other organs & tissues

Animal No. : 10311

Dose : 250 mg/kg

Test article : Benzanthrone
Kidney, Epididymis, Other organs & tissues

Animal No. : 10312

Finding absent :

Dose : 250 mg/kg

Test article : Benzanthrone
Kidney, Epididymis, Other organs & tissues

Finding absent :



- Ll -

Appendix 4 - 4

Sex : Male
Dose : 1000 mg/kg

Necropsy findings
Animal No. : 10401

Stage : Day 43

Study No. : SR13057

Species : Rat

Test article : Benzanthrone
Kidney, Epididymis, Other organs & tissues

Animal No. : 10402

Finding absent :
Dose : 1000 mg/kg

Test article : Benzanthrone
Kidney, Epididymis, Other organs & tissues

Infertility

Finding absent :

Animal No. : 10403

Dose : 1000 mg/kg

Test article : Benzanthrone
Kidney, Epididymis, Other organs & tissues

An

imal No. : 10404

Finding absent :
Dose : 1000 mg/kg

Test article : Benzanthrone
Kidney, Epididymis, Other organs & tissues

Animal No. : 10405

Finding absent :
Dose : 1000 mg/kg

Test article : Benzanthrone
Kidney, Epididymis, Other organs & tissues

Animal No. : 10406

Finding absent :
Test article : Benzanthrone Dose : 1000 mg/kg
Finding absent : Kidney, Epididymis, Other organs & tissues
Test article : Benzanthrone Dose : 1000 mg/kg Animal No. : 10407
Finding absent : Kidney, Epididymis, Other organs & tissues
Test article : Benzanthrone Dose : 1000 mg/kg Animal No. : 10408
Finding absent : Kidney, Epididymis, Other organs & tissues
Test article : Benzanthrone Dose : 1000 mg/kg Animal No. : 10409
Epididymis
Findings : Finding present
Mass, yellowish white, cauda, unilateral
Non-graded change
Finding Comment : left, 8 x 5 x 3, mm
Finding absent : Kidney, Other organs & tissues
Test article : Benzanthrone Dose : 1000 mg/kg Animal No. : 10410
Finding absent : Kidney, Epididymis, Other organs & tissues
Test article : Benzanthrone Dose : 1000 mg/kg Animal No. : 10411
Finding absent : Kidney, Epididymis, Other organs & tissues
Test article : Benzanthrone Dose : 1000 mg/kg Animal No. : 10412
Finding absent : Kidney, Epididymis, Other organs & tissues
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Study No. : SR13057

Appendix 4 - 5
Necropsy findings
Sex : Female Stage : Lactation day 4 Species : Rat
Test article : Benzanthrone Dose : 0 mg/kg Animal No. : 50151
Finding absent : Uterine cervix, Vagina, Skin, Other organs & tissues
Test article : Benzanthrone Dose : 0 mg/kg Animal No. : 50152
Finding absent : Uterine cervix, Vagina, Skin, Other organs & tissues
Test article : Benzanthrone Dose : 0 mg/kg Animal No. : 50153 Non-pregnancy
Uterine cervix, Vagina, Skin, Other organs & tissues
Animal No. : 50154

Finding absent :

Dose : 0 mg/kg

Uterine cervix, Vagina, Skin, Other organs & tissues

Test article : Benzanthrone
Finding absent :
Animal No. : 50155

Dose : 0 mg/kg

Uterine cervix, Vagina, Skin, Other organs & tissues

Test article : Benzanthrone
Finding absent :
Animal No. : 50156

Dose : 0 mg/kg

Uterine cervix, Vagina, Skin, Other organs & tissues

Test article : Benzanthrone
Finding absent :
Animal No. : 50157

Dose : 0 mg/kg

Test article : Benzanthrone

Skin
Findings : Finding present
Subcutaneous mass, yellowish white

Non-graded change
Finding Comment : right cervix, 20 x 20 x 10, mm

Uterine cervix, Vagina, Other organs & tissues
Animal No. : 50158

Finding absent :
Dose : 0 mg/kg

Test article : Benzanthrone
Uterine cervix, Vagina, Skin, Other organs & tissues

Animal No. : 50159

Finding absent :
Dose : 0 mg/kg

Uterine cervix, Vagina, Skin, Other organs & tissues

Test article : Benzanthrone

Animal No. : 50160

Finding absent :
Dose : 0 mg/kg

Uterine cervix, Vagina, Skin, Other organs & tissues

Test article : Benzanthrone

Animal No. : 50161

Finding absent :
Dose : 0 mg/kg

Unsuccessful mating

Uterine cervix, Vagina, Skin, Other organs & tissues

Test article : Benzanthrone

Animal No. : 50162

Finding absent :
Dose : 0 mg/kg

Test article : Benzanthrone

Uterine cervix, Vagina, Skin, Other organs & tissues

Finding absent :
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Study No. : SR13057

Appendix 4 - 6
Necropsy findings
Sex : Female Stage : Lactation day 4 Species : Rat
Test article : Benzanthrone Dose : 60 mg/kg Animal No. : 50251
Finding absent : Uterine cervix, Vagina, Skin, Other organs & tissues
Test article : Benzanthrone Dose : 60 mg/kg Animal No. : 50252
Finding absent : Uterine cervix, Vagina, Skin, Other organs & tissues
Test article : Benzanthrone Dose : 60 mg/kg Animal No. : 50253 Non-pregnancy
Uterine cervix, Vagina, Skin, Other organs & tissues
Animal No. : 50254

Finding absent :

Dose : 60 mg/kg

Uterine cervix, Vagina, Skin, Other organs & tissues

Test article : Benzanthrone
Finding absent :
Animal No. : 50255

Dose : 60 mg/kg

Uterine cervix, Vagina, Skin, Other organs & tissues

Test article : Benzanthrone
Finding absent :
Animal No. : 50256

Dose : 60 mg/kg

Uterine cervix, Vagina, Skin, Other organs & tissues

Test article : Benzanthrone
Animal No. : 50257

Finding absent :
Dose : 60 mg/kg

Uterine cervix, Vagina, Skin, Other organs & tissues

Test article : Benzanthrone
Animal No. : 50258

Finding absent :
Dose : 60 mg/kg

Uterine cervix, Vagina, Skin, Other organs & tissues

Test article : Benzanthrone
Animal No. : 50259

Finding absent :
Dose : 60 mg/kg

Uterine cervix, Vagina, Skin, Other organs & tissues

Test article : Benzanthrone
Animal No. : 50260

Finding absent :
Dose : 60 mg/kg

Uterine cervix, Vagina, Skin, Other organs & tissues

Test article : Benzanthrone
Animal No. : 50261

Finding absent :
Dose : 60 mg/kg

Uterine cervix, Vagina, Skin, Other organs & tissues

Test article : Benzanthrone
Animal No. : 50262

Finding absent :
Dose : 60 mg/kg

Uterine cervix, Vagina, Skin, Other organs & tissues

Test article : Benzanthrone

Finding absent :



Appendix 4 -7

Necropsy findings
Sex : Female
Dose : 250 mg/kg

Animal No. : 50351

Stage : Lactation day 4

Study No. : SR13057

Species : Rat

Test article : Benzanthrone
Uterine cervix, Vagina, Skin, Other organs & tissues

Animal No. : 50352

Finding absent :
Dose : 250 mg/kg

Test article : Benzanthrone
Uterine cervix, Vagina, Skin, Other organs & tissues

Animal No. : 50353

Finding absent :
Dose : 250 mg/kg

Test article : Benzanthrone
Uterine cervix, Vagina, Skin, Other organs & tissues

Animal No. : 50354

Finding absent :

Dose : 250 mg/kg

Test article : Benzanthrone
Uterine cervix, Vagina, Skin, Other organs & tissues

Animal No. : 50355

Finding absent :
Dose : 250 mg/kg

Test article : Benzanthrone
Uterine cervix, Vagina, Skin, Other organs & tissues

Animal No. : 50356

Finding absent :
Dose : 250 mg/kg

Test article : Benzanthrone
Uterine cervix, Vagina, Skin, Other organs & tissues

Animal No. : 50357

Finding absent :
Dose : 250 mg/kg

, Other organs & tissues

Test article : Benzanthrone
Uterine cervix, Vagina, Skin

Animal No. : 50358

Finding absent :

Dose : 250 mg/kg

Test article : Benzanthrone
Uterine cervix, Vagina, Skin, Other organs & tissues

Animal No. : 50359

Finding absent :

Dose : 250 mg/kg

Test article : Benzanthrone
Uterine cervix, Vagina, Skin, Other organs & tissues

Animal No. : 50360

- 051 -

Finding absent :
Dose : 250 mg/kg

Test article : Benzanthrone
Uterine cervix, Vagina, Skin, Other organs & tissues

Animal No. : 50361

Finding absent :
Dose : 250 mg/kg

Test article : Benzanthrone
Uterine cervix, Vagina, Skin, Other organs & tissues

Animal No. : 50362

Finding absent :

Dose : 250 mg/kg

Test article : Benzanthrone

Uterine cervix, Vagina, Skin, Other organs & tissues

Finding absent :
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Study No. : SR13057

Appendix 4 - 8
Necropsy findings
Sex : Female Stage : Lactation day 4 Species : Rat
Test article : Benzanthrone Dose : 1000 mg/kg Animal No. : 50451
Finding absent : Uterine cervix, Vagina, Skin, Other organs & tissues
Test article : Benzanthrone Dose : 1000 mg/kg Animal No. : 50452
Finding absent : Uterine cervix, Vagina, Skin, Other organs & tissues
Test article : Benzanthrone Dose : 1000 mg/kg Animal No. : 50453 Non-pregnancy
Uterine cervix
Findings : Finding present
Retention, white mucus
Non-graded change
Vagina
Findings : Finding present
Atresia
Non-graded change
Finding absent : Skin, Other organs & tissues
Test article : Benzanthrone Dose : 1000 mg/kg Animal No. : 50454
Finding absent : Uterine cervix, Vagina, Skin, Other organs & tissues
Test article : Benzanthrone Dose : 1000 mg/kg Animal No. : 50455
Finding absent : Uterine cervix, Vagina, Skin, Other organs & tissues
Test article : Benzanthrone Dose : 1000 mg/kg Animal No. : 50456
Finding absent : Uterine cervix, Vagina, Skin, Other organs & tissues
Test article : Benzanthrone Dose : 1000 mg/kg Animal No. : 50457
Finding absent : Uterine cervix, Vagina, Skin, Other organs & tissues
Test article : Benzanthrone Dose : 1000 mg/kg Animal No. : 50458
Finding absent : Uterine cervix, Vagina, Skin, Other organs & tissues
Test article : Benzanthrone Dose : 1000 mg/kg Animal No. : 50459
Finding absent : Uterine cervix, Vagina, Skin, Other organs & tissues
Test article : Benzanthrone Dose : 1000 mg/kg Animal No. : 50460
Finding absent : Uterine cervix, Vagina, Skin, Other organs & tissues
Test article : Benzanthrone Dose : 1000 mg/kg Animal No. : 50461
Finding absent : Uterine cervix, Vagina, Skin, Other organs & tissues
Test article : Benzanthrone Dose : 1000 mg/kg Animal No. : 50462
Uterine cervix, Vagina, Skin, Other organs & tissues

Finding absent :



Appendix 5 - 1 Study No. : SR13057

Organ weight Stage : Day 43
Sex : Male Dose : Benzanthrone 0 mg/kg Species : Rat
Body Testis Epididymis Prostate Seminal
weight vesicle
AB RE AB RE AB RE AB RE
Animal No. g g g/100g g g/100g mg mg/100g g g/100g

10101 543 3.34 0.62 1.44 0.27 790 145.49 2.07 0.38
10102 617 3.28 0.53 1.37 0.22 706 114.42 2.03 0.33
10103 558 3.21 0.58 1.33 0.24 595 106.63 217 0.39
10104 612 3.29 0.54 1.44 0.24 675 110.29 219 0.36
10105 494 3.88 0.79 1.49 0.30 1016 205.67 2.00 0.40
10106 538 3.71 0.69 1.43 0.27 659 122.49 2.50 0.46
10107 522 3.39 0.65 1.49 0.29 721 138.12 2.19 0.42
10108 555 3.21 0.58 1.53 0.28 643 115.86 2.3 0.42
10109 545 3.59 0.66 1.38 0.25 892 163.67 2.14 0.39
10110 555 3.58 0.65 1.42 0.26 681 122.70 2.32 0.42
10111 551 3.32 0.60 1.29 0.23 763 138.48 215 0.39
10112 564 3.47 0.62 1.33 0.24 864 153.19 2.30 0.41
n 12 12 12 12 12 12 12 12 12
Mean 554.5 3.439 0.626 1.412 0.258 750.4 136.418 2.198 0.398
S.D. 33.8 0.211 0.071 0.073 0.025 121.6 28.233 0.141 0.033

- ¢S -

AB : Absolute weight, RE : Relative weight by body weight



Appendix 5 - 2 Study No. : SR13057

Organ weight Stage : Day 43
Sex : Male Dose : Benzanthrone 60 mg/kg Species : Rat
Body Testis Epididymis Prostate Seminal
weight vesicle
AB RE AB RE AB RE AB RE
Animal No. g g g/100g g g/100g mg mg/100g g g/100g

10201 521 3.08 0.59 1.39 0.27 669 128.41 2.21 0.42
10202 561 3.21 0.57 1.24 0.22 721 128.52 1.92 0.34
10203 504 3.84 0.76 1.47 0.29 858 170.24 2.36 0.47
10204 537 3.50 0.65 1.20 0.22 762 141.90 1.92 0.36
10205 564 3.40 0.60 1.39 0.25 771 136.70 2.14 0.38
10206 559 3.68 0.66 1.32 0.24 857 153.31 2.06 0.37
10207 582 3.25 0.56 1.22 0.21 575 98.80 1.84 0.32
10208 582 3.30 0.57 1.29 0.22 1087 186.77 2.62 0.45
10209 549 3.47 0.63 1.47 0.27 779 141.89 1.95 0.36
10210 542 3.01 0.56 1.39 0.26 636 117.34 2.23 0.41
10211 491 3.16 0.64 1.42 0.29 539 109.78 212 0.43
10212 520 3.16 0.61 1.38 0.27 750 144.23 2.32 0.45
n 12 12 12 12 12 12 12 12 12
Mean 542.7 3.338 0.617 1.348 0.251 750.3 138.158 2141 0.397
S.D. 29.2 0.249 0.057 0.093 0.028 145.7 24.614 0.224 0.048

- €51 -

AB : Absolute weight, RE : Relative weight by body weight



Appendix 5 - 3 Study No. : SR13057

Organ weight Stage : Day 43
Sex : Male Dose : Benzanthrone 250 mg/kg Species : Rat
Body Testis Epididymis Prostate Seminal
weight vesicle
AB RE AB RE AB RE AB RE
Animal No. g g g/100g g g/100g mg mg/100g g g/100g

10301 577 3.35 0.58 1.30 0.23 878 152.17 2.00 0.35
10302 554 34 0.62 1.49 0.27 676 122.02 2.06 0.37
10303 612 3.61 0.59 1.49 0.24 871 142.32 2.50 0.41
10304 558 3.38 0.61 1.46 0.26 691 123.84 2.18 0.39
10305 528 3.43 0.65 1.52 0.29 742 140.53 2.18 0.41
10306 593 3.14 0.53 1.29 0.22 734 123.78 212 0.36
10307 570 3.48 0.61 1.37 0.24 702 123.16 1.79 0.31
10308 549 3.43 0.62 1.38 0.25 657 119.67 1.92 0.35
10309 571 3.43 0.60 1.40 0.25 710 124.34 2.34 0.41
10310 569 4.08 0.72 1.46 0.26 664 116.70 2.26 0.40
10311 518 3.46 0.67 1.50 0.29 787 151.93 2.33 0.45
10312 500 3.17 0.63 1.27 0.25 613 122.60 2.15 0.43
n 12 12 12 12 12 12 12 12 12
Mean 558.3 3.448 0.619 1.411 0.254 7271 130.255 2.153 0.387
S.D. 31.5 0.237 0.047 0.089 0.022 82.1 12.763 0.195 0.040

-PSI1 -

AB : Absolute weight, RE : Relative weight by body weight



Appendix 5 - 4 Study No. : SR13057

Organ weight Stage : Day 43
Sex : Male Dose : Benzanthrone 1000 mg/kg Species : Rat
Body Testis Epididymis Prostate Seminal
weight vesicle
AB RE AB RE AB RE AB RE
Animal No. g g g/100g g g/100g mg mg/100g g g/100g

10401 609 3.55 0.58 1.53 0.25 764 125.45 2.05 0.34
10402 577 3.65 0.63 1.59 0.28 827 143.33 2.16 0.37
10403 542 3.28 0.61 1.21 0.22 593 109.41 1.80 0.33
10404 586 3.09 0.53 1.33 0.23 804 137.20 2.35 0.40
10405 516 3.18 0.62 1.42 0.28 960 186.05 2.55 0.49
10406 487 3.42 0.70 1.48 0.30 866 177.82 212 0.44
10407 507 2.98 0.59 1.24 0.24 560 110.45 1.82 0.36
10408 515 3.57 0.69 1.34 0.26 705 136.89 1.97 0.38
10409 550 3.59 0.65 1.63 0.30 716 130.18 1.97 0.36
10410 590 3.40 0.58 1.41 0.24 677 114.75 1.90 0.32
10411 596 3.53 0.59 1.37 0.23 603 101.17 2.02 0.34
10412 592 3.10 0.52 1.24 0.21 683 115.37 1.96 0.33
n 12 12 12 12 12 12 12 12 12
Mean 555.6 3.362 0.608 1.399 0.253 729.8 132.339 2.056 0.372
S.D. 414 0.229 0.055 0.138 0.031 119.5 26.534 0.217 0.050

- 661 -

AB : Absolute weight, RE : Relative weight by body weight
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Study No. : SR13057

Appendix 5 -5
Organ weight Stage : Unsuccessful mating (Day 52)
Sex : Female Dose : Benzanthrone 0 mg/kg Species : Rat
Body Ovary
weight
AB RE
Animal No. g mg mg/100g
50162 411 114 27.74
n 1 1 1
Mean 411.0 114.0 27.740
S.D.

AB : Absolute weight, RE : Relative weight by body weight



Appendix 5 - 6 Study No. : SR13057

Organ weight Stage : Lactation day 4
Sex : Female Dose : Benzanthrone 0 mg/kg Species : Rat
Body Ovary
weight
AB RE
Animal No. g mg mg/100g

50151 339 114 33.63
50152 338 101 29.88
50153 346 99 § 28.61 %
50154 381 91 23.88
50155 356 110 30.90
50156 347 99 28.53
50157 396 151 38.13
50158 387 114 29.46
50159 356 101 28.37
50160 356 93 26.12
50161 387 128 33.07

n 10 10 10
Mean 364.3 110.2 30.197
S.D. 21.5 18.2 4.038

- LST -

AB : Absolute weight, RE : Relative weight by body weight
$ : Excepted data from calculation



Appendix5 -7 Study No. : SR13057

Organ weight Stage : Lactation day 4
Sex : Female Dose : Benzanthrone 60 mg/kg Species : Rat
Body Ovary
weight
AB RE
Animal No. g mg mg/100g

50251 389 106 26.99
50252 365 139 38.08
50253 292 § 107 § 36.64 $
50254 361 94 26.04
50255 357 100 28.01
50256 371 125 33.69
50257 356 118 33.15
50258 395 96 24.30
50259 393 106 26.97
50260 326 89 27.30
50261 350 120 34.29
50262 370 118 31.89

n 11 11 11
Mean 366.6 110.0 30.065
S.D. 20.5 15.3 4.341

- 861 -

AB : Absolute weight, RE : Relative weight by body weight
$ : Excepted data from calculation
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Appendix 5 - 8 Study No. : SR13057

Organ weight Stage : Lactation day 4
Sex : Female Dose : Benzanthrone 250 mg/kg Species : Rat
Body Ovary
weight
AB RE
Animal No. g mg mg/100g

50351 335 126 37.61
50352 383 128 33.42
50353 343 110 32.07
50354 328 120 36.59
50355 375 128 34.13
50356 384 128 33.33
50357 430 149 34.65
50358 338 101 29.88
50359 355 115 32.39
50360 367 148 40.33
50361 367 103 28.07
50362 378 161 42.59
n 12 12 12
Mean 365.3 126.4 34.588
S.D. 28.2 18.6 4.146

AB : Absolute weight, RE : Relative weight by body weight



Appendix 5 -9 Study No. : SR13057

Organ weight Stage : Lactation day 4
Sex : Female Dose : Benzanthrone 1000 mg/kg Species : Rat
Body Ovary
weight
AB RE
Animal No. g mg mg/100g

50451 331 81 24 .47
50452 367 131 35.69
50453 3318 88 % 26.59 §
50454 335 104 31.04
50455 343 115 33.53
50456 403 108 26.80
50457 365 117 32.05
50458 328 139 42.38
50459 366 126 34.43
50460 374 128 34.22
50461 372 113 30.38
50462 335 99 29.55

n 11 11 11
Mean 356.3 114.6 32.231
S.D. 23.6 16.5 4.767

- 091 -

AB : Absolute weight, RE : Relative weight by body weight
$ : Excepted data from calculation



Appendix 6 - 1
Histopathological findings
Animal No. : 10101

Sex : Male
Dose : 0 mg/kg

Stage : Day 43

Study No. : SR13057

Species : Rat

Test article : Benzanthrone
Testis, Epididymis, Prostate, Seminal vesicle, Coagulating gland
Animal No. : 10102

Finding absent :
Dose : 0 mg/kg

Test article : Benzanthrone

Prostate
Findings : Finding present

Inflammation

Slight

Testis, Epididymis, Seminal vesicle, Coagulating gland
Infertility

Finding absent :
Dose : 0 mg/kg Animal No. : 10103

Test article : Benzanthrone
Finding absent : Testis, Epididymis, Prostate, Seminal vesicle, Coagulating gland
Dose : 0 mg/kg Animal No. : 10104

Test article : Benzanthrone

Prostate
Findings : Finding present

Inflammation

Slight

Testis, Epididymis, Seminal vesicle, Coagulating gland
Animal No. : 10105

Finding absent :
Dose : 0 mg/kg

Testis, Epididymis, Prostate, Seminal vesicle, Coagulating gland

Test article : Benzanthrone
Animal No. : 10106

Finding absent :
Dose : 0 mg/kg

- 191 -

Test article : Benzanthrone

Prostate
Findings : Finding present

Inflammation

Slight

Testis, Epididymis, Seminal vesicle, Coagulating gland
Animal No. : 10107

Finding absent :

Test article : Benzanthrone Dose : 0 mg/kg
Testis, Epididymis, Prostate, Seminal vesicle, Coagulating gland
Animal No. : 10108

Finding absent :
Dose : 0 mg/kg

Test article : Benzanthrone
Testis, Epididymis, Prostate, Seminal vesicle, Coagulating gland
Animal No. : 10109

Finding absent :
Dose : 0 mg/kg

Test article : Benzanthrone
Testis, Epididymis, Prostate, Seminal vesicle, Coagulating gland
Animal No. : 10110

Finding absent :
Dose : 0 mg/kg

Test article : Benzanthrone

Prostate
Findings : Finding present
Inflammation

Slight
Testis, Epididymis, Seminal vesicle, Coagulating gland

Finding absent :
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Study No. : SR13057

Appendix 6 - 2
Histopathological findings
Sex : Male Stage : Day 43 Species : Rat
Test article : Benzanthrone Dose : 0 mg/kg Animal No. : 10111
Finding absent : Testis, Epididymis, Prostate, Seminal vesicle, Coagulating gland
Test article : Benzanthrone Dose : 0 mg/kg Animal No. : 10112 Unsuccessful mating
Prostate
Findings : Finding present
Inflammation
Slight
Finding absent : Testis, Epididymis, Seminal vesicle, Coagulating gland
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Stage : Day 43

Study No. : SR13057

Species : Rat

Appendix 6 - 3
Histopathological findings
Sex : Male
Test article : Benzanthrone Dose : 60 mg/kg Animal No. : 10203 Infertility
Prostate
Findings : Finding present
Inflammation
Slight
Finding absent : Testis, Epididymis, Seminal vesicle, Coagulating gland
Test article : Benzanthrone Dose : 60 mg/kg Animal No. : 10205

Epididymis
Findings : Finding present
Granuloma, spermatic
Slight
Finding Comment : left

Animal No. : 10211

Dose : 60 mg/kg

Test article : Benzanthrone

Kidney
Findings : Finding present
Dilatation, renal pelvis
Slight
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Appendix 6 - 4
Histopathological findings
Animal No. : 10401

Sex : Male
Dose : 1000 mg/kg

Stage : Day 43

Study No. : SR13057

Species : Rat

Test article : Benzanthrone
Testis, Epididymis, Prostate, Seminal vesicle, Coagulating gland
Animal No. : 10402

Finding absent :
Dose : 1000 mg/kg

Test article : Benzanthrone

Prostate
Findings : Finding present
Inflammation

Slight
Testis, Epididymis, Seminal vesicle, Coagulating gland
Infertility

Finding absent :
Dose : 1000 mg/kg Animal No. : 10403

Test article : Benzanthrone
Finding absent : Testis, Epididymis, Prostate, Seminal vesicle, Coagulating gland
Dose : 1000 mg/kg Animal No. : 10404

Test article : Benzanthrone
Testis, Epididymis, Prostate, Seminal vesicle, Coagulating gland
Animal No. : 10405

Finding absent :
Dose : 1000 mg/kg

Test article : Benzanthrone
Testis, Epididymis, Prostate, Seminal vesicle, Coagulating gland
Animal No. : 10406

Finding absent :
Dose : 1000 mg/kg

Test article : Benzanthrone
Testis, Epididymis, Prostate, Seminal vesicle, Coagulating gland
Animal No. : 10407

Finding absent :
Dose : 1000 mg/kg

Test article : Benzanthrone
Testis, Epididymis, Prostate, Seminal vesicle, Coagulating gland
Animal No. : 10408

Finding absent :
Dose : 1000 mg/kg

Test article : Benzanthrone
Testis, Epididymis, Prostate, Seminal vesicle, Coagulating gland
Animal No. : 10409

Finding absent :
Dose : 1000 mg/kg

Test article : Benzanthrone

Epididymis
Findings : Finding present
Granuloma, spermatic
Mild
Finding Comment : left
Testis, Prostate, Seminal vesicle, Coagulating gland
Animal No. : 10410

Finding absent :
Dose : 1000 mg/kg

Test article : Benzanthrone

Prostate
Findings : Finding present

Inflammation
Slight
Testis, Epididymis, Seminal vesicle, Coagulating gland

Animal No. : 10411

Finding absent :
Dose : 1000 mg/kg

Testis, Epididymis, Prostate, Seminal vesicle, Coagulating gland

Test article : Benzanthrone

Finding absent :
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Study No. : SR13057

Species : Rat

Stage : Day 43

Appendix 6 - 5
Histopathological findings
Animal No. : 10412

Sex : Male
Test article : Benzanthrone Dose : 1000 mg/kg
Testis, Epididymis, Prostate, Seminal vesicle, Coagulating gland

Finding absent :




Study No. : SR13057

Species : Rat

Stage : Lactation day 4

Appendix 6 - 6

Histopathological findings

Sex : Female

Test article : Benzanthrone Dose : 0 mg/kg Animal No. : 50151
Ovary, Uterine horn, Uterine cervix, Vagina

Animal No. : 50152

Finding absent :
Dose : 0 mg/kg

Test article : Benzanthrone
Ovary, Uterine horn, Uterine cervix, Vagina
Animal No. : 50153

Finding absent :
Test article : Benzanthrone Dose : 0 mg/kg
Finding absent : Ovary, Uterine horn, Uterine cervix, Vagina
Dose : 0 mg/kg Animal No. : 50154

Test article : Benzanthrone
Ovary, Uterine horn, Uterine cervix, Vagina
Animal No. : 50155

Finding absent :
Dose : 0 mg/kg

Test article : Benzanthrone
Ovary, Uterine horn, Uterine cervix, Vagina
Animal No. : 50156

Finding absent :
Dose : 0 mg/kg

Test article : Benzanthrone
Ovary, Uterine horn, Uterine cervix, Vagina
Animal No. : 50157

Finding absent :
Test article : Benzanthrone Dose : 0 mg/kg
Mammary gland
Findings : Finding present
Adenocarcinoma
Non-graded finding

Ovary, Uterine horn, Uterine cervix, Vagina
Animal No. : 50158

Non-pregnancy

- 991 -

Finding absent :
Test article : Benzanthrone Dose : 0 mg/kg
Finding absent : Ovary, Uterine horn, Uterine cervix, Vagina

Test article : Benzanthrone Dose : 0 mg/kg Animal No. : 50159

Finding absent : Ovary, Uterine horn, Uterine cervix, Vagina

Test article : Benzanthrone Dose : 0 mg/kg Animal No. : 50160
Finding absent : Ovary, Uterine horn, Uterine cervix, Vagina
Test article : Benzanthrone Dose : 0 mg/kg Animal No. : 50161
Finding absent : Ovary, Uterine horn, Uterine cervix, Vagina
Dose : 0 mg/kg Animal No. : 50162

Test article : Benzanthrone
Ovary, Uterine horn, Uterine cervix, Vagina

Finding absent :

Unsuccessful mating
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Appendix 6 -7

Histopathological findings
Sex : Female
Dose : 60 mg/kg

Animal No. : 50253

Non-pregnancy

Stage : Lactation day 4

Study No. : SR13057

Species : Rat

Finding absent :

Test article : Benzanthrone
Ovary, Uterine horn, Uterine cervix, Vagina
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Study No. : SR13057

Appendix 6 - 8
Histopathological findings
Sex : Female Stage : Lactation day 4 Species : Rat
Test article : Benzanthrone Dose : 1000 mg/kg Animal No. : 50451
Finding absent : Ovary, Uterine horn, Uterine cervix, Vagina
Test article : Benzanthrone Dose : 1000 mg/kg Animal No. : 50452
Finding absent : Ovary, Uterine horn, Uterine cervix, Vagina
Test article : Benzanthrone Dose : 1000 mg/kg Animal No. : 50453 Non-pregnancy

Uterine cervix
Findings : Finding present

Dilatation, lumen
Slight

Vagina
Findings : Finding present
Septum
Moderate

Ovary, Uterine horn
Animal No. : 50454

Finding absent :
Dose : 1000 mg/kg

Ovary, Uterine horn, Uterine cervix, Vagina

Test article : Benzanthrone
Animal No. : 50455

Finding absent :
Dose : 1000 mg/kg

Ovary, Uterine horn, Uterine cervix, Vagina

Test article : Benzanthrone
Animal No. : 50456

Finding absent :
Dose : 1000 mg/kg

Test article : Benzanthrone
Ovary, Uterine horn, Uterine cervix, Vagina
Animal No. : 50457

Finding absent :
Dose : 1000 mg/kg

Test article : Benzanthrone
Ovary, Uterine horn, Uterine cervix, Vagina
Animal No. : 50458

Finding absent :
Dose : 1000 mg/kg

Test article : Benzanthrone
Ovary, Uterine horn, Uterine cervix, Vagina
Animal No. : 50459

Finding absent :
Dose : 1000 mg/kg

Test article : Benzanthrone
Vagina
Findings : Finding present

Cyst
Slight

Ovary, Uterine horn, Uterine cervix
Animal No. : 50460

Finding absent :
Dose : 1000 mg/kg

Ovary, Uterine horn, Uterine cervix, Vagina

Test article : Benzanthrone
Animal No. : 50461

Finding absent :
Dose : 1000 mg/kg

Ovary, Uterine horn, Uterine cervix, Vagina

Test article : Benzanthrone
Animal No. : 50462

Finding absent :
Dose : 1000 mg/kg

Ovary, Uterine horn, Uterine cervix, Vagina

Test article : Benzanthrone

Finding absent :
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Appendix 7 - 1

Estrus cycles and copulation
Generation : FO

Dose : Benzanthrone 0 mg/kg

Study No. : SR13057

Species : Rat

/Before mating (day) Length of estrous cycle Number of  Animal with acyclic
Animal No. 1 2 3 4 5 6 7 8 9 10 11 12 13 14 (days) Mean estrus or irregular cycle
50151 M D P E M D P E M D P E M D 4 4 4.0 3 -
50152 M D P E M D P E M D P E M D 4 4 4.0 3 -
50153 P E M D P E M D P E M D P E 4 4 4.0 4 -
50154 M D P E M D P E M D P E M D 4 4 4.0 3 -
50155 M D P E M D P E M D P E M D 4 4 4.0 3 -
50156 P E M D P E M D P E M D P E 4 4 4.0 4 -
50157 M D P E M D P E M D P E M D 4 4 4.0 3 -
50158 M D P E M D P E M D P E M D 4 4 4.0 3 -
50159 P E M D P E M D P E M D P E 4 4 4.0 4 -
50160 P E M D P E M D P E M D P E 4 4 4.0 4 -
50161 E M D P E M D P E M D P E M 4 4 4.0 4 -
50162 P E M D P E M D P E M D P E 4 4 4.0 4 -

P : Proestrus, E : Estrus, M : Metestrus, D : Diestrus, - : Smear was not sampled or missing value
+ : Animal with acyclic or irregular cycle, - : Animal with normal and regular cycle
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Appendix 7 - 2

Estrus cycles and copulation
Generation : FO

Dose : Benzanthrone 60 mg/kg

Study No. : SR13057

Species : Rat

/Before mating (day) Length of estrous cycle Number of  Animal with acyclic
Animal No. 1 2 3 4 5 6 7 8 9 10 11 12 13 14 (days) Mean estrus or irregular cycle
50251 P E M D P E M D P E M D D E 4 4 4 4.0 4 -
50252 P E M D P E M D P E M D P E 4 4 4 4.0 4 -
50253 P E M D P E M D P E M D P E 4 4 4 4.0 4 -
50254 P E M D P E M D P E M D P E 4 4 4 4.0 4 -
50255 P E M D P E M D P E M D P E 4 4 4 4.0 4 -
50256 D P E M D D P E M D D E M D 5 4 45 3 -
50257 M D D D P E M D D P E M D D 5 5.0 2 -
50258 D P E M D P E M D P E M D P 4 4 4.0 3 -
50259 M D P E M D P E M D P E M D 4 4 4.0 3 -
50260 M D P E M D P E M D P E M D 4 4 4.0 3 -
50261 M D P E M D P E M D P E M D 4 4 4.0 3 -
50262 M D P E M D P E M D P E M D 4 4 4.0 3 -

P : Proestrus, E : Estrus, M : Metestrus, D : Diestrus, - : Smear was not sampled or missing value
+ : Animal with acyclic or irregular cycle, - : Animal with normal and regular cycle
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Appendix 7 - 3 Study No. : SR13057
Estrus cycles and copulation
Generation : FO Dose : Benzanthrone 250 mg/kg Species : Rat
/Before mating (day) Length of estrous cycle Number of  Animal with acyclic
Animal No. 1 2 3 4 5 6 7 8 9 10 11 12 13 14 (days) Mean estrus or irregular cycle
50351 D P E M D P E M D P E M D P 4 4 4.0 3 -
50352 D P E M D P E M D P E M D D 4 4 4.0 3 -
50353 D P E M D P E M D P E M D D 4 4 4.0 3 -
50354 D P E M D P E M D P E M D P 4 4 4.0 3 -
50355 E M D P E M D P E M D D E E 4 4 4.0 4 -
50356 P E M D P E M D P E ™M D D E 4 4 4.0 4 -
50357 P E M D P E M D P E M D P E 4 4 4.0 4 -
50358 E M D P E M D P E M D D E M 4 4 4.0 4 -
50359 E M D P E M D P E M D P E M 4 4 4.0 4 -
50360 M D P P E M D D P E M D D E 5 4 4.5 3 -
50361 P E M D P E M D P E M D P E 4 4 4.0 4 -
50362 P E M D P E M D P E ™M D P E 4 4 4.0 4 -

P : Proestrus, E : Estrus, M : Metestrus, D : Diestrus, - : Smear was not sampled or missing value
+ : Animal with acyclic or irregular cycle, - : Animal with normal and regular cycle
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Appendix 7 - 4 Study No. : SR13057
Estrus cycles and copulation
Generation : FO Dose : Benzanthrone 1000 mg/kg Species : Rat
/Before mating (day) Length of estrous cycle Number of  Animal with acyclic
Animal No. 1 2 3 4 5 6 7 8 9 10 11 12 13 14 (days) Mean estrus or irregular cycle
50451 D P E M D P E M D P E M D D 4 4 4.0 3 -
50452 P E M D P E ™M D P E ™M D P E 4 4 4.0 4 -
50453 P E M D P E M D P E M D P E 4 4 4.0 4 -
50454 E M D D E M D D E M D D E M 4 4 4.0 4 -
50455 P E M D P E M D P E M D P E 4 4 4.0 4 -
50456 P E M D D E M D P E M D P E 4 4 4.0 4 -
50457 E M D P E M D P E M D P E M 4 4 4.0 4 -
50458 E M D P E M D P E M D P E M 4 4 4.0 4 -
50459 E M D P E M D P E M D D E M 4 4 4.0 4 -
50460 D P E M D P E M D P E M D P 4 4 4.0 3 -
50461 P E M D P E M D P E M D P E 4 4 4.0 4 -
50462 D P E M D P E M D P E M D P 4 4 4.0 3 -

P : Proestrus, E : Estrus, M : Metestrus, D : Diestrus, - : Smear was not sampled or missing value
+ : Animal with acyclic or irregular cycle, - : Animal with normal and regular cycle
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Appendix 7 - 5 Study No. : SR13057

Estrus cycles and copulation

Generation : FO Dose : Benzanthrone 0 mg/kg Species : Rat
/1st mating (times) Length of estrous cycle Number of
Animal No. 1 2 3 4 5 6 7 8 9 10 11 12 13 14 (days) Mean estrus
50151 P E 1
N Y
50152 P E 1
N Y
50153 M D P E 1
N N N Y
50154 P E 1
N Y
50155 P E 1
N Y
50156 M D P E 1
N N N Y
50157 P E 1
N Y
50158 P E 1
N Y
50159 M D P E 1
N N N Y
50160 M D P E 1
N N N Y
50161 D P E 1
N N Y
50162 M D D D D D D D D D D D D D 0
N N N N N N N N N N N N N N

Upper/ P : Proestrus, E : Estrus, M : Metestrus, D : Diestrus, - : Smear was not sampled or missing value
Lower /Y : Completion in copulation, N : Incompletion in copulation, - : Smear was not sampled or missing value
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Appendix 7 - 6

Estrus cycles and copulation

Study No. : SR13057

Generation : FO Dose : Benzanthrone 60 mg/kg Species : Rat
/1st mating (times) Length of estrous cycle Number of
Animal No. 1 2 3 4 5 6 7 8 9 10 11 12 13 14 (days) Mean estrus
50251 M D P E 1
N N N Y
50252 M D P E 1
N N N Y
50253 M D D D D D D D D D D D E 1
N N N N N N N N N N N N Y
50254 M D P E 1
N N N Y
50255 M D P E 1
N N N Y
50256 D D P E 1
N N N Y
50257 P E 1
N Y
50258 E 1
Y
50259 P E 1
N Y
50260 P E 1
N Y
50261 P E 1
N Y
50262 P E 1
N Y

Upper/ P : Proestrus, E : Estrus, M : Metestrus, D : Diestrus, - : Smear was not sampled or missing value
Lower /Y : Completion in copulation, N : Incompletion in copulation, - : Smear was not sampled or missing value
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Appendix 7 - 7 Study No. : SR13057

Estrus cycles and copulation

Generation : FO Dose : Benzanthrone 250 mg/kg Species : Rat
/1st mating (times) Length of estrous cycle Number of
Animal No. 1 2 3 4 5 6 7 8 9 10 11 12 13 14 (days) Mean estrus
50351 E 1
Y
50352 E 1
Y
50353 E 1
Y
50354 E 1
Y
50355 D D E 1
N N Y
50356 M D P E 1
N N N Y
50357 M D P E 1
N N N Y
50358 D P E 1
N N Y
50359 D P E 1
N N Y
50360 E 1
Y
50361 M D P E 1
N N N Y
50362 M D P E 1
N N N Y

Upper/ P : Proestrus, E : Estrus, M : Metestrus, D : Diestrus, - : Smear was not sampled or missing value
Lower /Y : Completion in copulation, N : Incompletion in copulation, - : Smear was not sampled or missing value



9Ll -

Appendix 7 - 8 Study No. : SR13057

Estrus cycles and copulation

Generation : FO Dose : Benzanthrone 1000 mg/kg Species : Rat
/1st mating (times) Length of estrous cycle Number of
Animal No. 1 2 3 4 5 6 7 8 9 10 11 12 13 14 (days) Mean estrus
50451 E 1
Y
50452 M D P E 1
N N N Y
50453 E 1
Y
50454 D P E 1
N N Y
50455 M D P E 1
N N N Y
50456 M D P E 1
N N N Y
50457 D P E 1
N N Y
50458 D P E 1
N N Y
50459 D P E 1
N N Y
50460 E 1
Y
50461 M D P E 1
N N N Y
50462 E 1
Y

Upper / P : Proestrus, E : Estrus, M : Metestrus, D : Diestrus, - : Smear was not sampled or missing value
Lower /Y : Completion in copulation, N : Incompletion in copulation, - : Smear was not sampled or missing value



Appendix 8 - 1 Study No. : SR13057

Reproductive performance

Generation : FO Sex : Male Dose : Benzanthrone 0 mg/kg Species : Rat
Day of 1st mating 2nd mating Total
Animal No. conceiving Paired animal Copulation Fertility Paired animal Copulation Fertility Copulation Fertility
10101 2 50151 + + " " " + +
10102 2 50152 + + " " 1 + +
10103 4 50153 + - " " " + -
10104 2 50154 + + " " " + +
10105 2 50155 + + " " " + +
10106 4 50156 + + " " i + +
10107 2 50157 + + " 17 1 + +
10108 2 50158 + + " i " + +
10109 4 50159 + + " " " + +
10110 4 50160 + + " 1 i + +
10111 3 50161 + + 1 1 i + +
10112 - 50162 - i " 1! 2 - i
n 11 12 11 0 0 12 11
Mean 2.8
S.D. 1.0
No. of positives 11 10 1 10
% 91.7 90.9 91.7 90.9

SLLT -

/I No need to input/measure



Appendix 8 - 2 Study No. : SR13057

Reproductive performance

Generation : FO Sex : Male Dose : Benzanthrone 60 mg/kg Species : Rat
Day of 1st mating 2nd mating Total
Animal No. conceiving Paired animal Copulation Fertility Paired animal Copulation Fertility Copulation Fertility
10201 4 50251 + + " " " + +
10202 4 50252 + + " " 1 + +
10203 13 50253 + - " " " + -
10204 4 50254 + + " " " + +
10205 4 50255 + + " " " + +
10206 4 50256 + + " " i + +
10207 2 50257 + + " 17 1 + +
10208 1 50258 + + " i " + +
10209 2 50259 + + " " " + +
10210 2 50260 + + " 1 i + +
10211 2 50261 + + 1 1 " + +
10212 2 50262 + + " 2 I + +
n 12 12 12 0 0 12 12
Mean 3.7
S.D. 3.1
No. of positives 12 1 12 11
% 100.0 91.7 100.0 91.7

-8LI-

/I No need to input/measure
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Appendix 8 - 3

Reproductive performance

Study No. : SR13057

Generation : FO Sex : Male Dose : Benzanthrone 250 mg/kg Species : Rat
Day of 1st mating 2nd mating Total
Animal No. conceiving Paired animal Copulation Fertility Paired animal Copulation Fertility Copulation Fertility
10301 1 50351 + + " " " + +
10302 1 50352 + + " " 1 + +
10303 1 50353 + + " " " + +
10304 1 50354 + + " " " + +
10305 3 50355 + + " " " + +
10306 4 50356 + + " 1 i + +
10307 4 50357 + + 1 /i 1 + +
10308 3 50358 + + " i " + +
10309 3 50359 + + " " i + +
10310 1 50360 + + " 7 i + +
10311 4 50361 + + 1 1 i + +
10312 4 50362 + + " 1! 2 + +
n 12 12 12 0 0 12 12
Mean 25
S.D. 1.4
No. of positives 12 12 12 12
% 100.0 100.0 100.0 100.0

/I No need to input/measure
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Appendix 8 - 4 Study No. : SR13057

Reproductive performance

Generation : FO Sex : Male Dose : Benzanthrone 1000 mg/kg Species : Rat
Day of 1st mating 2nd mating Total
Animal No. conceiving Paired animal Copulation Fertility Paired animal Copulation Fertility Copulation Fertility
10401 1 50451 + + " " " + +
10402 4 50452 + + " " 1 + +
10403 1 50453 + - " " " + -
10404 3 50454 + + " " " + +
10405 4 50455 + + " " " + +
10406 4 50456 + + " 1 i + +
10407 3 50457 + + 1 /i 1 + +
10408 3 50458 + + " i " + +
10409 3 50459 + + " " i + +
10410 1 50460 + + " 7 i + +
10411 4 50461 + + 1 " i + +
10412 1 50462 + + 2 1! 2 + +
n 12 12 12 0 0 12 12
Mean 27
S.D. 1.3
No. of positives 12 1 12 11
% 100.0 91.7 100.0 91.7

/I No need to input/measure



Appendix 8 - 5 Study No. : SR13057

Reproductive performance

Generation : FO Sex : Female Dose : Benzanthrone 0 mg/kg Species : Rat
Day of 1st mating 2nd mating Total
Animal No. conceiving Paired animal Copulation Fertility Paired animal Copulation Fertility Copulation Fertility
50151 2 10101 + + " " " + +
50152 2 10102 + + " " 1 + +
50153 4 10103 + - " " " + -
50154 2 10104 + + " " " + +
50155 2 10105 + + " " " + +
50156 4 10106 + + " " i + +
50157 2 10107 + + " 17 1 + +
50158 2 10108 + + " i " + +
50159 4 10109 + + " " " + +
50160 4 10110 + + " 1 i + +
50161 3 10111 + + 1 1 i + +
50162 - 10112 - i " 1! 2 - i
n 11 12 11 0 0 12 11
Mean 2.8
S.D. 1.0
No. of positives 11 10 1 10
% 91.7 90.9 91.7 90.9

- 181 -

/I No need to input/measure



Appendix 8 - 6 Study No. : SR13057

Reproductive performance

Generation : FO Sex : Female Dose : Benzanthrone 60 mg/kg Species : Rat
Day of 1st mating 2nd mating Total
Animal No. conceiving Paired animal Copulation Fertility Paired animal Copulation Fertility Copulation Fertility
50251 4 10201 + + " " " + +
50252 4 10202 + + " " 1 + +
50253 13 10203 + - " " " + -
50254 4 10204 + + " " " + +
50255 4 10205 + + " " " + +
50256 4 10206 + + " " i + +
50257 2 10207 + + " 17 1 + +
50258 1 10208 + + " i " + +
50259 2 10209 + + " " " + +
50260 2 10210 + + " 1 i + +
50261 2 10211 + + 1 1 " + +
50262 2 10212 + + " 2 I + +
n 12 12 12 0 0 12 12
Mean 3.7
S.D. 3.1
No. of positives 12 1 12 11
% 100.0 91.7 100.0 91.7

- ¢8Il -

/I No need to input/measure
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Appendix 8 - 7

Reproductive performance

Study No. : SR13057

Generation : FO Sex : Female Dose : Benzanthrone 250 mg/kg Species : Rat
Day of 1st mating 2nd mating Total
Animal No. conceiving Paired animal Copulation Fertility Paired animal Copulation Fertility Copulation Fertility
50351 1 10301 + + " " " + +
50352 1 10302 + + " " 1 + +
50353 1 10303 + + " " " + +
50354 1 10304 + + " " " + +
50355 3 10305 + + " " " + +
50356 4 10306 + + " 1 i + +
50357 4 10307 + + 1 /i 1 + +
50358 3 10308 + + " i " + +
50359 3 10309 + + " " i + +
50360 1 10310 + + " 7 i + +
50361 4 10311 + + 1 1 i + +
50362 4 10312 + + " 1! 2 + +
n 12 12 12 0 0 12 12
Mean 25
S.D. 1.4
No. of positives 12 12 12 12
% 100.0 100.0 100.0 100.0

/I No need to input/measure
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Appendix 8 - 8 Study No. : SR13057

Reproductive performance

Generation : FO Sex : Female Dose : Benzanthrone 1000 mg/kg Species : Rat
Day of 1st mating 2nd mating Total
Animal No. conceiving Paired animal Copulation Fertility Paired animal Copulation Fertility Copulation Fertility
50451 1 10401 + + " " " + +
50452 4 10402 + + " " 1 + +
50453 1 10403 + - " " " + -
50454 3 10404 + + " " " + +
50455 4 10405 + + " " " + +
50456 4 10406 + + " 1 i + +
50457 3 10407 + + 1 /i 1 + +
50458 3 10408 + + " i " + +
50459 3 10409 + + " " i + +
50460 1 10410 + + " 7 i + +
50461 4 10411 + + 1 " i + +
50462 1 10412 + + 2 1! 2 + +
n 12 12 12 0 0 12 12
Mean 27
S.D. 1.3
No. of positives 12 1 12 11
% 100.0 91.7 100.0 91.7

/I No need to input/measure



Appendix 9 - 1 Study No. : SR13057

Delivery data
Generation : FO Dose : Benzanthrone 0 mg/kg Species : Rat
Gestation Number of Birth Number of Number of Number of dead newborns
period implantation index offspring live newborns Dead Cannibalism Total

Dam No. (day) (%) M F Total M F U Total M F U Total M F U Total
50151 22 14(6/8) 100.0 14 5 9 14 0 0 0 0 0 0 0 0 0 0 0 0
50152 22 15(9/6) 100.0 15 5 10 15 0 0 0 0 0 0 0 0 0 0 0 0
50154 23 14(9/5) 92.9 13 5 8 13 0 0 0 0 0 0 0 0 0 0 0 0
50155 23 15(8/7) 100.0 15 8 7 15 0 0 0 0 0 0 0 0 0 0 0 0
50156 22 19(10/9) 89.5 18 6 11 17 0 1 0 1 0 0 o] 0 0 1 0 1
50157 22 18(12/6) 66.7 12 4 8 12 0 0 0 0 0 0 0 0 0 0 0 0
50158 22 18(10/8) 88.9 16 10 6 16 0 0 0 0 0 0 0 0 0 0 0 0
50159 22 14(717) 85.7 12 7 5 12 0 0 0 0 0 0 0 0 0 0 0 0
50160 22 15(7/8) 93.3 14 9 5 14 0 0 0 0 0 0 0 0 0 0 0 0
50161 22 16(3/13) 93.8 15 9 6 15 0 0 0 0 0 0 0 0 0 0 0 0
n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Mean 22.20 15.8 91.08 14.4 6.8 75 143 0.0 0.1 0.0 0.1 0.0 0.0 0.0 0.0 0.0 0.1 0.0 0.1
S.D. 0.42 1.9 9.92 1.8 2.1 2.1 1.6 0.0 0.3 0.0 0.3 0.0 0.0 0.0 0.0 0.0 0.3 0.0 0.3

- 681 -

(/) : Number of implantation Right/Left, M : Male, F : Female, U : Unable to be sexed



Appendix 9 - 2 Study No. : SR13057

Delivery data
Generation : FO Dose : Benzanthrone 60 mg/kg Species : Rat
Gestation Number of Birth Number of Number of Number of dead newborns
period implantation index offspring live newborns Dead Cannibalism Total

Dam No. (day) (%) M F Total M F U Total M F U Total M F U Total
50251 22 16(11/5) 93.8 15 6 9 15 0 0 0 0 0 0 0 0 0 0 0 0
50252 22 18(6/12) 94.4 18 10 7 17 1 0 0 1 0 0 0 0 1 0 0 1
50254 22 16(8/8) 93.8 15 6 9 15 0 0 0 0 0 0 0 0 0 0 0 0
50255 23 18(8/10) 94.4 17 10 7 17 0 0 0 0 0 0 0 0 0 0 0 0
50256 23 16(7/9) 93.8 15 7 8 15 0 0 0 0 0 0 0 0 0 0 0 0
50257 22 17(9/8) 70.6 12 7 5 12 0 0 0 0 0 0 0 0 0 0 0 0
50258 23 18(10/8) 83.3 15 5 10 15 0 0 0 0 0 0 0 0 0 0 0 0
50259 23 15(10/5) 86.7 13 9 4 13 0 0 0 0 0 0 0 0 0 0 0 0
50260 22 15(7/8) 80.0 12 7 5 12 0 0 0 0 0 0 0 0 0 0 0 0
50261 22 16(8/8) 87.5 15 8 6 14 0 1 0 1 0 0 0 0 0 1 0 1
50262 22 19(10/9) 94.7 18 9 9 18 0 0 0 0 0 0 0 0 0 0 0 0
n 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11
Mean 22.36 16.7 88.45 15.0 7.6 72 1438 0.1 0.1 0.0 0.2 0.0 0.0 0.0 0.0 0.1 0.1 0.0 0.2
S.D. 0.50 1.3 7.85 2.1 1.7 2.0 2.0 0.3 0.3 0.0 0.4 0.0 0.0 0.0 0.0 0.3 0.3 0.0 0.4

- 981 -

(/) : Number of implantation Right/Left, M : Male, F : Female, U : Unable to be sexed



Appendix 9 - 3 Study No. : SR13057

Delivery data
Generation : FO Dose : Benzanthrone 250 mg/kg Species : Rat
Gestation Number of Birth Number of Number of Number of dead newborns
period implantation index offspring live newborns Dead Cannibalism Total
Dam No. (day) (%) M F Total M F U Total M F U Total M F U Total
50351 22 15(5/10) 93.3 14 7 7 14 0 0 0 0 0 0 0 0 0 0 0 0
50352 22 18(7/11) 88.9 16 8 8 16 0 0 0 0 0 0 0 0 0 0 0 0
50353 23 12(6/6) 83.3 10 5 5 10 0 0 0 0 0 0 0 0 0 0 0 0
50354 22 16(13/3) 87.5 16 8 6 14 2 0 0 2 0 0 0 0 2 0 0 2
50355 23 17(9/8) 94.1 16 5 11 16 0 0 0 0 0 0 0 0 0 0 0 0
50356 23 16(10/6) 100.0 16 10 6 16 0 0 0 0 0 0 0 0 0 0 0 0
50357 22 16(8/8) 93.8 15 9 6 15 0 0 0 0 0 0 0 0 0 0 0 0
50358 22 15(8/7) 80.0 12 6 6 12 0 0 0 0 0 0 0 0 0 0 0 0
50359 22 16(9/7) 100.0 16 10 6 16 0 0 0 0 0 0 0 0 0 0 0 0
50360 23 14(10/4) 92.9 13 8 5 13 0 0 0 0 0 0 0 0 0 0 0 0
50361 23 16(12/4) 93.8 15 8 7 15 0 0 0 0 0 0 0 0 0 0 0 0
50362 23 19(13/6) 89.5 17 10 7 17 0 0 0 0 0 0 0 0 0 0 0 0
n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 22.50 15.8 91.43 14.7 7.8 67 145 0.2 0.0 0.0 0.2 0.0 0.0 0.0 0.0 0.2 0.0 0.0 0.2
S.D. 0.52 1.8 5.98 2.1 1.8 1.6 2.0 0.6 0.0 0.0 0.6 0.0 0.0 0.0 0.0 0.6 0.0 0.0 0.6

- L8 -

(/) : Number of implantation Right/Left, M : Male, F : Female, U : Unable to be sexed
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Appendix 9 - 4 Study No. : SR13057

Delivery data
Generation : FO Dose : Benzanthrone 1000 mg/kg Species : Rat
Gestation Number of Birth Number of Number of Number of dead newborns
period implantation index offspring live newborns Dead Cannibalism Total

Dam No. (day) (%) M F Total M F U Total M F U Total M F U Total
50451 22 16(8/8) 93.8 15 9 6 15 0 0 0 0 0 0 0 0 0 0 0 0
50452 22 16(10/6) 93.8 15 9 6 15 0 0 0 0 0 0 0 0 0 0 0 0
50454 22 17(8/9) 100.0 17 9 8 17 0 0 0 0 0 0 0 0 0 0 0 0
50455 22 16(8/8) 100.0 16 9 7 16 0 0 0 0 0 0 0 0 0 0 0 0
50456 23 17(8/9) 941 16 9 7 16 0 0 0 0 0 0 0 0 0 0 0 0
50457 22 18(10/8) 100.0 18 6 12 18 0 0 0 0 0 0 0 0 0 0 0 0
50458 23 17(8/9) 82.4 17 2 12 14 1 2 0 3 0 0 0 0 1 2 0 3
50459 23 18(11/7) 94.4 17 5 12 17 0 0 0 0 0 0 0 0 0 0 0 0
50460 23 13(6/7) 76.9 10 0 10 10 0 0 0 0 0 0 0 0 0 0 0 0
50461 22 11(4/7) 100.0 11 7 4 11 0 0 0 0 0 0 0 0 0 0 0 0
50462 23 12(3/9) 91.7 11 7 4 11 0 0 0 0 0 0 0 0 0 0 0 0
n 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11
Mean 22.45 15.5 93.37 14.8 6.5 80 145 0.1 0.2 0.0 0.3 0.0 0.0 0.0 0.0 0.1 0.2 0.0 0.3
S.D. 0.52 2.4 7.56 2.8 3.1 3.1 2.7 0.3 0.6 0.0 0.9 0.0 0.0 0.0 0.0 0.3 0.6 0.0 0.9

(/) : Number of implantation Right/Left, M : Male, F : Female, U : Unable to be sexed
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Appendix9 -5 Study No. : SR13057
Delivery data
Generation : FO Dose : Benzanthrone 0 mg/kg Species : Rat
Number of Number of  Implantation
corpora implan- index
Dam No. lutea tation (%)
50151 14(6/8) 14(6/8) 100.0
50152 15(9/6) 15(9/6) 100.0
50153 Non-Pregnancy
50154 14(9/5) 14(9/5) 100.0
50155 15(8/7) 15(8/7) 100.0
50156 19(10/9) 19(10/9) 100.0
50157 18(12/6) 18(12/6) 100.0
50158 18(10/8) 18(10/8) 100.0
50159 14(717) 14(717) 100.0
50160 16(8/8) 15(7/8) 93.8
50161 16(3/13) 16(3/13) 100.0
Total 159 158
n 10 10 10
Mean 15.9 15.8 99.38
S.D. 1.9 1.9 1.96

(7): Right/Left
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Appendix 9 - 6 Study No. : SR13057
Delivery data
Generation : FO Dose : Benzanthrone 0 mg/kg Species : Rat
Number of Number of  Implantation
corpora implan- index
Dam No. lutea tation (%)
50251 17(12/5) 16(11/5) 94.1
50252 18(6/12) 18(6/12) 100.0
50253 Non-Pregnancy
50254 16(8/8) 16(8/8) 100.0
50255 18(8/10) 18(8/10) 100.0
50256 16(7/9) 16(7/9) 100.0
50257 17(9/8) 17(9/8) 100.0
50258 18(10/8) 18(10/8) 100.0
50259 16(10/6) 15(10/5) 93.8
50260 15(7/8) 15(7/8) 100.0
50261 17(8/9) 16(8/8) 94.1
50262 19(10/9) 19(10/9) 100.0
Total 187 184
n 11 11 11
Mean 17.0 16.7 98.36
S.D. 1.2 1.3 2.80

(/) : Right/Left
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Appendix 9 -7 Study No. : SR13057
Delivery data
Generation : FO Dose : Benzanthrone 0 mg/kg Species : Rat
Number of Number of  Implantation
corpora implan- index
Dam No. lutea tation (%)
50351 15(5/10) 15(5/10) 100.0
50352 19(7/12) 18(7/11) 94.7
50353 12(6/6) 12(6/6) 100.0
50354 17(14/3) 16(13/3) 94.1
50355 17(9/8) 17(9/8) 100.0
50356 16(10/6) 16(10/6) 100.0
50357 16(8/8) 16(8/8) 100.0
50358 16(8/8) 15(8/7) 93.8
50359 16(9/7) 16(9/7) 100.0
50360 14(10/4) 14(10/4) 100.0
50361 18(12/6) 16(12/4) 88.9
50362 21(13/8) 19(13/6) 90.5
Total 197 190
n 12 12 12
Mean 16.4 15.8 96.83
S.D. 2.3 1.8 4.20

(/) : Right/Left
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Appendix 9 - 8 Study No. : SR13057
Delivery data
Generation : FO Dose : Benzanthrone 0 mg/kg Species : Rat
Number of Number of  Implantation
corpora implan- index
Dam No. lutea tation (%)
50451 16(8/8) 16(8/8) 100.0
50452 16(10/6) 16(10/6) 100.0
50453 Non-Pregnancy
50454 17(8/9) 17(8/9) 100.0
50455 17(9/8) 16(8/8) 94.1
50456 17(8/9) 17(8/9) 100.0
50457 18(10/8) 18(10/8) 100.0
50458 17(8/9) 17(8/9) 100.0
50459 18(11/7) 18(11/7) 100.0
50460 14(6/8) 13(6/7) 92.9
50461 11(4/7) 11(4/7) 100.0
50462 12(3/9) 12(3/9) 100.0
Total 173 171
n 11 11 11
Mean 15.7 15.5 98.82
S.D. 2.4 2.4 2.64

(/) : Right/Left
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Study No. : SR13057

Appendix 9 -9
Delivery data
External examination of offspring Unit : Number of anomalous offspring (incidence %) Days after birth : 0
Generation : FO Dose : Benzanthrone 0 mg/kg Species : Rat
Number of
offspring  /Findings
Dam No. examined
50151 14 No anomaly
50152 15 No anomaly
50154 13 No anomaly
50155 15 No anomaly
50156 17 No anomaly
50157 12 No anomaly
50158 16 No anomaly
50159 12 No anomaly
50160 14  No anomaly
50161 15  No anomaly
Total 143
n 10
Mean
S.D.

Mean : Average of incidence (%)
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Appendix 9 - 10

Delivery data

External examination of offspring

Unit : Number of anomalous offspring (incidence %)

Study No. : SR13057

Days after birth : 0

Generation : FO Dose : Benzanthrone 60 mg/kg Species : Rat

Number of

offspring  /Findings

Dam No. examined
50251 15 No anomaly
50252 17 No anomaly
50254 15 No anomaly
50255 17  No anomaly
50256 15 No anomaly
50257 12 No anomaly
50258 15 No anomaly
50259 13 No anomaly
50260 12 No anomaly
50261 14 No anomaly
50262 18 No anomaly
Total 163
n 11

Mean
S.D.

Mean : Average of incidence (%)
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Appendix 9 - 11

Delivery data

External examination of offspring

Unit : Number of anomalous offspring (incidence %)

Study No. : SR13057

Days after birth : 0

Generation : FO Dose : Benzanthrone 250 mg/kg Species : Rat
Number of
offspring  /Findings
Dam No. examined
50351 14 No anomaly
50352 16 No anomaly
50353 10 No anomaly
50354 14 No anomaly
50355 16 No anomaly
50356 16 No anomaly
50357 15 No anomaly
50358 12 No anomaly
50359 16 No anomaly
50360 13 No anomaly
50361 15 No anomaly
50362 17 No anomaly
Total 174
n 12
Mean
S.D.

Mean : Average of incidence (%)
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Appendix 9 - 12

Delivery data

External examination of offspring

Unit : Number of anomalous offspring (incidence %)

Study No. : SR13057

Days after birth : 0

Generation : FO Dose : Benzanthrone 1000 mg/kg Species : Rat

Number of

offspring  /Findings

Dam No. examined
50451 15 No anomaly
50452 15 No anomaly
50454 17  No anomaly
50455 16 No anomaly
50456 16 No anomaly
50457 18 No anomaly
50458 14 No anomaly
50459 17 No anomaly
50460 10 No anomaly
50461 11 No anomaly
50462 11 No anomaly
Total 160
n 11

Mean
S.D.

Mean : Average of incidence (%)
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Appendix 10 - 1

Clinical sign of offspring
Generation : FQ

Dose : Benzanthrone 0 mg/kg

Study No. : SR13057

Time : 1
Species : Rat

Number of /Before culling (days after birth)
Dam No. offspring 0 1 2 3 4
50151 Alive : Male 5 5 5 5 5
Female 9 9 9 9 9
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 5/9 5/9 5/9 5/9 5/9
50152 Alive :  Male 5 5 5 5 5
Female 10 10 10 10 10
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 5/10 5/10 5/10 5/10 5/10
50154 Alive :  Male 5 5 5 5 5
Female 8 8 8 8 8
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 5/8 5/8 5/8 5/8 5/8
50155 Alive : Male 8 8 8 8 8
Female 7 7 7 7 5
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/2/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 8/7 8/7 8/7 8/7 8/5
50156 Alive : Male 6 6 6 6 6
Female 11 11 11 11 11
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 6/11 6/11 6/11 6/11 6/11
50157 Alive :  Male 4 4 4 4 4
Female 8 8 8 8 8
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 4/8 4/8 4/8 4/8 4/8

(/) : Number of offspring Male/Female/Unable to be sexed
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Clinical sign of offspring Time : 1
Generation : FO Dose : Benzanthrone 0 mg/kg Species : Rat
Number of /Before culling (days after birth)
Dam No. offspring 0 1 2 3 4
50158 Alive : Male 10 10 10 10 10
Female 6 6 6 6 6
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 10/6 10/6 10/6 10/6 10/6
50159 Alive :  Male 7 7 7 7 7
Female 5 5 5 5 5
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 715 715 715 7/5 715
50160 Alive :  Male 9 9 9 9 7
Female 5 5 5 5 5
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 2/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 9/5 9/5 9/5 9/5 7/5
50161 Alive : Male 9 9 9 9 9
Female 6 6 6 6 6
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 9/6 9/6 9/6 9/6 9/6

(/) : Number of offspring Male/Female/Unable to be sexed
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Appendix 10 - 3

Clinical sign of offspring
Generation : FQ

Dose : Benzanthrone 60 mg/kg

Study No. : SR13057

Time : 1
Species : Rat

Number of /Before culling (days after birth)
Dam No. offspring 0 1 2 3 4
50251 Alive : Male 6 6 6 6 6
Female 9 9 9 9 9
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 6/9 6/9 6/9 6/9 6/9
50252 Alive :  Male 10 10 10 10 10
Female 7 7 7 7 7
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 10/7 10/7 10/7 10/7 10/7
50254 Alive :  Male 6 6 6 6 6
Female 9 9 9 9 9
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 6/9 6/9 6/9 6/9 6/9
50255 Alive : Male 10 10 10 10 10
Female 7 7 7 7 7
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 10/7 10/7 10/7 10/7 10/7
50256 Alive : Male 7 7 7 7 7
Female 8 8 8 8 8
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 7/8 7/8 7/8 7/8 7/8
50257 Alive :  Male 7 7 7 7 7
Female 5 5 5 5 5
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 7/5 7/5 715 7/5 715

(/) : Number of offspring Male/Female/Unable to be sexed
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Appendix 10 - 4

Clinical sign of offspring
Generation : FQ

Dose : Benzanthrone 60 mg/kg

Study No. : SR13057

Time : 1
Species : Rat

Number of /Before culling (days after birth)
Dam No. offspring 0 1 2 3 4
50258 Alive : Male 5 5 5 5 5
Female 10 10 10 10 10
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 5/10 5/10 5/10 5/10 5/10
50259 Alive :  Male 9 9 9 9 9
Female 4 4 4 4 4
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 9/4 9/4 9/4 9/4 9/4
50260 Alive :  Male 7 7 7 7 7
Female 5 5 5 5 5
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 7/5 7/5 7/5 7/5 7/5
50261 Alive : Male 8 8 8 8 8
Female 6 6 6 6 6
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 8/6 8/6 8/6 8/6 8/6
50262 Alive : Male 9 9 9 9 9
Female 9 9 9 9 8
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/1/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 9/9 9/9 9/9 9/9 9/8

(/) : Number of offspring Male/Female/Unable to be sexed
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Appendix 10 -5

Clinical sign of offspring
Generation : FQ

Dose : Benzanthrone 250 mg/kg

Study No. : SR13057

Time : 1
Species : Rat

Number of /Before culling (days after birth)
Dam No. offspring 0 1 2 3 4
50351 Alive : Male 7 7 7 7 7
Female 7 7 7 7 7
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 717 717 717 717 717
50352 Alive :  Male 8 8 8 8 8
Female 8 8 8 8 8
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 8/8 8/8 8/8 8/8 8/8
50353 Alive :  Male 5 5 5 5 5
Female 5 5 5 5 5
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 5/5 5/5 5/5 5/5 5/5
50354 Alive : Male 8 8 8 8 8
Female 6 6 6 6 6
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 8/6 8/6 8/6 8/6 8/6
50355 Alive : Male 5 5 5 5 5
Female 11 11 11 11 11
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 5/11 5/11 5/11 5/11 5/11
50356 Alive :  Male 10 10 10 10 10
Female 6 6 6 6 6
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 10/6 10/6 10/6 10/6 10/6

(/) : Number of offspring Male/Female/Unable to be sexed
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Appendix 10 - 6

Clinical sign of offspring
Generation : FQ

Dose : Benzanthrone 250 mg/kg

Study No. : SR13057

Time : 1
Species : Rat

Number of /Before culling (days after birth)
Dam No. offspring 0 1 2 3 4
50357 Alive : Male 9 9 9 9 8
Female 6 6 6 6 5
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 1/1/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 9/6 9/6 9/6 9/6 8/5
50358 Alive :  Male 6 6 6 6 6
Female 6 6 6 6 6
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 6/6 6/6 6/6 6/6 6/6
50359 Alive :  Male 10 10 10 10 10
Female 6 6 6 6 6
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 10/6 10/6 10/6 10/6 10/6
50360 Alive : Male 8 8 8 8 8
Female 5 5 5 5 5
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 8/5 8/5 8/5 8/5 8/5
50361 Alive : Male 8 8 8 8 8
Female 7 7 7 7 7
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 8/7 8/7 8/7 8/7 8/7
50362 Alive :  Male 10 10 10 10 10
Female 7 7 7 7 7
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 97 10/7 10/7 10/7 10/7
Milk-band negative 1/0 0/0 0/0 0/0 0/0

(/) : Number of offspring Male/Female/Unable to be sexed
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Appendix 10 -7

Study No. : SR13057

Clinical sign of offspring Time : 1
Generation : FO Dose : Benzanthrone 1000 mg/kg Species : Rat
Number of /Before culling (days after birth)
Dam No. offspring 0 1 2 3 4
50451 Alive : Male 9 9 9 9 9
Female 6 6 6 6 5
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/1/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 9/6 9/6 9/6 9/6 9/5
50452 Alive :  Male 9 9 9 9 8
Female 6 6 6 6 6
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 1/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 9/5 9/6 9/6 9/6 8/6
Milk-band negative 0/1 0/0 0/0 0/0 0/0
50454 Alive : Male 9 9 9 9 9
Female 8 8 8 8 8
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 9/8 9/8 9/8 9/8 9/8
50455 Alive :  Male 9 9 9 9 9
Female 7 7 7 7 7
Dead: Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 9/7 9/7 9/7 9/7 9/7
50456 Alive : Male 9 9 9 9 9
Female 7 7 7 7 7
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 9/7 9/7 97 9/7 97
50457 Alive : Male 6 6 6 6 6
Female 12 12 12 12 12
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 6/12 6/12 6/12 6/12 6/12

(/) : Number of offspring Male/Female/Unable to be sexed
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Appendix 10 - 8

Clinical sign of offspring
Generation : FQ

Dose : Benzanthrone 1000 mg/kg

Study No. : SR13057

Time : 1
Species : Rat

Number of /Before culling (days after birth)
Dam No. offspring 0 1 2 3 4
50458 Alive : Male 2 2 2 2 2
Female 12 12 12 12 11
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/1/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 2/12 2/12 2/12 2/12 2/11
50459 Alive :  Male 5 5 5 5 5
Female 12 12 12 12 12
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 5/12 5/12 5/12 5/12 5/12
50460 Alive :  Male 0 0 0 0 0
Female 10 10 10 10 10
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 0/10 0/10 0/10 0/10 0/10
50461 Alive : Male 7 7 7 7 7
Female 4 4 4 4 4
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 7/4 7/4 7/4 7/4 7/4
50462 Alive : Male 7 7 7 7 7
Female 4 4 4 4 4
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 7/4 714 714 7/4 714

(/) : Number of offspring Male/Female/Unable to be sexed
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Appendix 11 -1 Study No. : SR13057

Litter size and viability index of offspring

Generation : FO Dose : Benzanthrone 0 mg/kg Species : Rat
/Days after birth
0 0 4 4
Viability Viability
Dam No. Sex Male/Female index (») Male/Female index (%)

50151 Total 14 100.0 14 100.0
(5/9) (5/9)

50152 Total 15 100.0 15 100.0
(5/10) (5/10)

50154 Total 13 100.0 13 100.0
(5/8) (5/8)

50155 Total 15 100.0 13 86.7
(8/7) (8/5)

50156 Total 17 94.4 17 100.0
(6/11) (6/11)

50157 Total 12 100.0 12 100.0
(4/8) (4/8)

50158 Total 16 100.0 16 100.0
(10/6) (10/6)

50159 Total 12 100.0 12 100.0
(7/5) (7/5)

50160 Total 14 100.0 12 85.7
(9/5) (7/5)

50161 Total 15 100.0 15 100.0
(9/6) (9/6)
Total 143 139
Male/Female 68/75 66/73

n 10 10 10 10

Mean 99.44 97.24

S.D. 1.77 5.82
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Appendix 11 - 2 Study No. : SR13057

Litter size and viability index of offspring

Generation : FO Dose : Benzanthrone 60 mg/kg Species : Rat
/Days after birth
0 0 4 4
Viability Viability
Dam No. Sex Male/Female index (») Male/Female index (%)

50251 Total 15 100.0 15 100.0
(6/9) (6/9)

50252 Total 17 94.4 17 100.0
(10/7) (10/7)

50254 Total 15 100.0 15 100.0
(6/9) (6/9)

50255 Total 17 100.0 17 100.0
(10/7) (10/7)

50256 Total 15 100.0 15 100.0
(7/8) (7/8)

50257 Total 12 100.0 12 100.0
(7/5) (7/5)

50258 Total 15 100.0 15 100.0
(5/10) (5/10)

50259 Total 13 100.0 13 100.0
(9/4) (9/4)

50260 Total 12 100.0 12 100.0
(7/5) (7/5)

50261 Total 14 93.3 14 100.0
(8/6) (8/6)

50262 Total 18 100.0 17 94 .4
(9/9) (9/8)
Total 163 162
Male/Female 84/79 84/78

n 11 11 11 11

Mean 98.88 99.49

S.D. 2.50 1.69
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Appendix 11 -3 Study No. : SR13057

Litter size and viability index of offspring

Generation : FO Dose : Benzanthrone 250 mg/kg Species : Rat
/Days after birth
0 0 4 4
Viability Viability
Dam No. Sex Male/Female index (») Male/Female index (%)

50351 Total 14 100.0 14 100.0
(717) (7/7)

50352 Total 16 100.0 16 100.0
(8/8) (8/8)

50353 Total 10 100.0 10 100.0
(5/5) (5/5)

50354 Total 14 87.5 14 100.0
(8/6) (8/6)

50355 Total 16 100.0 16 100.0
(5/11) (5/11)

50356 Total 16 100.0 16 100.0
(10/6) (10/6)

50357 Total 15 100.0 13 86.7
(9/6) (8/5)

50358 Total 12 100.0 12 100.0
(6/6) (6/6)

50359 Total 16 100.0 16 100.0
(10/6) (10/6)

50360 Total 13 100.0 13 100.0
(8/5) (8/5)

50361 Total 15 100.0 15 100.0
(8/7) (8/7)

50362 Total 17 100.0 17 100.0
(10/7) (10/7)
Total 174 172
Male/Female 94/80 93/79

n 12 12 12 12

Mean 98.96 98.89

S.D. 3.61 3.84
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Appendix 11 - 4

Litter size and viability index of offspring

Generation : FO

Dose : Benzanthrone 1000 mg/kg

Study No. : SR13057

Species : Rat

/Days after birth

0 0 4 4
Viability Viability
Dam No. Sex Male/Female index (») Male/Female index (%)

50451 Total 15 100.0 14 93.30
(9/6) (9/5)

50452 Total 15 100.0 14 93.30
(9/6) (8/6)

50454 Total 17 100.0 17 100.00
(9/8) (9/8)

50455 Total 16 100.0 16 100.00
(9/7) (9/7)

50456 Total 16 100.0 16 100.00
(9/7) (9/7)

50457 Total 18 100.0 18 100.00
(6/12) (6/12)

50458 Total 14 82.4 13 92.90
(2/12) (2/11)

50459 Total 17 100.0 17 100.00
(5/12) (5/12)

50460 Total 10 100.0 10 100.00
(0/10) (0/10)

50461 Total 11 100.0 11 100.00
(714) (7/4)

50462 Total 11 100.0 11 100.00
(7/4) (7/4)
Total 160 157
Male/Female 72/88 71/86

n 11 11 11 11

Mean 98.40 98.14

S.D. 5.31 3.19
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Appendix 12 - 1 Study No. : SR13057

Body weight of offspring

Generation : FO Dose : Benzanthrone 0 mg/kg Unit: g Species : Rat
/Days after birth
0 4
Dam No. Sex n B.W. n B.W.
50151 Male 5 6.06 5 8.94
Female 9 5.84 9 8.88
50152 Male 5 6.60 5 9.84
Female 10 5.86 10 8.82
50154 Male 5 7.72 5 11.90
Female 8 7.48 8 11.56
50155 Male 8 7.44 8 10.16
Female 7 6.77 5 9.70
50156 Male 6 6.03 6 10.18
Female 11 5.15 11 8.71
50157 Male 4 6.65 4 12.13
Female 8 6.30 8 10.93
50158 Male 10 6.69 10 11.51
Female 6 6.15 6 10.85
50159 Male 7 6.90 7 11.20
Female 5 6.60 5 10.82
50160 Male 9 6.61 7 11.36
Female 5 6.10 5 10.26
50161 Male 9 6.84 9 10.42
Female 6 6.35 6 9.60
n Male 68 66
Female 75 73
Mean Male 6.754 10.764
Female 6.260 10.013
S.D. Male 0.5627 1.015

Female 0.622 1.018




Appendix 12 - 2 Study No. : SR13057

Body weight of offspring

-0lc-

Generation : FO Dose : Benzanthrone 60 mg/kg Unit: g Species : Rat
/Days after birth
0 4
Dam No. Sex n B.W. n B.W.

50251 Male 6 6.60 6 10.78
Female 9 6.17 9 10.23
50252 Male 10 6.41 10 9.46
Female 7 5.97 7 8.64
50254 Male 6 6.47 6 11.30
Female 9 5.97 9 10.09
50255 Male 10 6.96 10 10.58
Female 7 6.49 7 9.41
50256 Male 7 7.76 7 12.23
Female 8 6.98 8 11.26
50257 Male 7 6.56 7 12.24
Female 5 6.00 5 11.18
50258 Male 5 8.00 5 13.36
Female 10 7.91 10 12.56
50259 Male 9 7.58 9 13.01
Female 4 7.50 4 13.08
50260 Male 7 6.61 7 12.06
Female 5 6.10 5 10.74
50261 Male 8 5.80 8 9.35
Female 6 5.63 6 8.88
50262 Male 9 5.82 9 9.63
Female 9 5.53 8 8.95

n Male 84 84

Female 79 78
Mean Male 6.779 11.273
Female 6.386 10.456
S.D. Male 0.731 1.423

Female 0.765 1.480
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Appendix 12 - 3

Body weight of offspring
Generation : FQ

Dose : Benzanthrone 250 mg/kg

Unit: g

Study No. : SR13057

Species : Rat

/Days after birth

0 4
Dam No. Sex n B.W. n B.W.

50351 Male 7 6.89 7 10.64
Female 7 6.40 7 9.86
50352 Male 8 5.64 8 9.53
Female 8 5.43 8 9.15
50353 Male 5 8.20 5 14.14
Female 5 7.48 5 13.24
50354 Male 8 5.54 8 8.34
Female 6 4.98 6 7.93
50355 Male 5 7.42 5 12.34
Female 11 7.22 11 11.94
50356 Male 10 7.46 10 11.35
Female 6 6.98 6 11.00
50357 Male 9 6.13 8 10.91
Female 6 528 5 9.24
50358 Male 6 5.87 6 9.28
Female 6 5.62 6 9.02
50359 Male 10 6.03 10 9.77
Female 6 5.68 6 9.18
50360 Male 8 7.08 8 12.23
Female 5 6.66 5 11.52
50361 Male 8 7.71 8 11.90
Female 7 711 7 10.81
50362 Male 10 6.27 10 10.51
Female 7 6.27 7 10.24

n Male 94 93

Female 80 79
Mean Male 6.687 10.912
Female 6.259 10.261
S.D. Male 0.887 1.598
Female 0.846 1.499




Appendix 12 - 4 Study No. : SR13057

Body weight of offspring

-cle-

Generation : FO Dose : Benzanthrone 1000 mg/kg Unit: g Species : Rat
/Days after birth
0 4
Dam No. Sex n B.W. n B.W.

50451 Male 9 6.72 9 10.40
Female 6 5.82 5 9.74
50452 Male 9 6.38 8 11.31
Female 6 5.72 6 9.55
50454 Male 9 6.29 9 9.48
Female 8 5.81 8 8.86
50455 Male 9 6.52 9 10.31
Female 7 6.00 7 9.59
50456 Male 9 7.19 9 10.87
Female 7 6.90 7 10.23
50457 Male 6 5.55 6 8.88
Female 12 5.32 12 8.38
50458 Male 2 6.05 2 10.25
Female 12 6.05 1M 9.87
50459 Male 5 7.00 5 9.68
Female 12 6.37 12 9.31

50460 Male 0 0
Female 10 7.26 10 13.86
50461 Male 7 6.57 7 11.29
Female 4 6.35 4 10.83
50462 Male 7 7.03 7 12.49
Female 4 6.58 4 11.05

n Male 72 71

Female 88 86
Mean Male 6.530 10.496
Female 6.198 10.115
S.D. Male 0.496 1.045

Female 0.563 1.465
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Appendix 13 - 1 Study No. : SR13057

Necropsy findings of offspring

Generation : FO Dose : Benzanthrone 0 mg/kg Species : Rat
Number of Number of
live offspring /Findings dead offspring /Findings
examined examined
Dam No. on Day 4 on Day 0-4
50151 14 Absent 0
50152 15 Absent 0
50154 13 Absent 0
50155 13 Absent 0
50156 17  Absent 1 Absent (Day 0)
50157 12  Absent 0
50158 16 Absent 0
50159 12  Absent 0
50160 12 Absent 0
50161 15 Absent 0
Total 139 1
n 10 1
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Appendix 13 - 2

Necropsy findings of offspring

Study No. : SR13057

Generation : FO Dose : Benzanthrone 60 mg/kg Species : Rat
Number of Number of
live offspring /Findings dead offspring /Findings
examined examined
Dam No. on Day 4 on Day 0-4
50251 15 Absent 0
50252 17  Absent 1 Absent (Day 0)
50254 15 Absent 0
50255 17  Absent 0
50256 15 Absent 0
50257 12  Absent 0
50258 15 Absent 0
50259 13  Absent 0
50260 12 Absent 0
50261 14  Absent 1 Absent (Day 0)
50262 17 Absent 0
Total 162 2
n 11 2




Appendix 13 - 3

Necropsy findings of offspring

Study No. : SR13057

Generation : FO Dose : Benzanthrone 250 mg/kg Species : Rat
Number of Number of
live offspring /Findings dead offspring /Findings
examined examined
Dam No. on Day 4 on Day 0-4
50351 14 Absent 0
50352 16  Absent 0
50353 10 Absent 0
50354 14 Absent 2 1:Absent (Day 0), 1% Craniorachischisis. short snout (Day 0)
50355 16 Absent 0
50356 16  Absent 0
50357 13 Absent 0
50358 12  Absent 0
50359 16 Absent 0
50360 13 Absent 0
50361 15 Absent 0
50362 17 Absent 0
Total 172 2
n 12 1

a: Autolysis in abdominal cavity.
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Appendix 13 - 4

Necropsy findings of offspring

Study No. : SR13057

Generation : FO Dose : Benzanthrone 1000 mg/kg Species : Rat
Number of Number of
live offspring /Findings dead offspring /Findings
examined examined
Dam No. on Day 4 on Day 0-4
50451 14 Absent 0
50452 14 Absent 0
50454 17  Absent 0
50455 16 Absent 0
50456 16 Absent 0
50457 18 Absent 0
50458 13  Absent 3 3% Absent (Day 0)
50459 17 Absent 0
50460 10 Absent 0
50461 11 Absent 0
50462 11 Absent 0
Total 157 3
n 11 1

a: Autolysis in abdominal cavity of a offspring.
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Annex 2-1 SR13057
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i (R5R) ORI Tk

(IR S
SRR v~ /5 7 (HPLC) &

HNNAT 7 AT I
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6 FREHAR ORI LOWE LT oEIEG TR
F MBI ORBUEE, TEGHOPBAE» 64 3 s Le, RERAROPRHEIX 1 iz &
1[a], HPLC ~DOFEATE 1R E LTe.
6.1 FRENAE (6 mg/mL iR
6 mg/mL FAEE I mL 2L, 7 hTb Fe 7o 02 Mz CEMIC30mL & Lz, Z0FK
W lmLZEEL, 77 a7 7 022 TEMIZ20mL & L72 (R 10 ug/mL).
6.2 FEHAT (25 mg/mL FHEK)
25 mg/mL FALHE 0.5 mL ZEM L, T h T Fa7 I A M CIEFECS0mL & Lz, 20
VA I mL 28 L, 7 FT7 b Fa 7T &M CIEMIZ 25mL & L7z (8 10 pg/mL).
6.3 FENEWR (100 mg/mL FH5ik)
100 mg/mL #H#Z 0.5 mL #8IL, T hF b ka7 5% N4A CTIEMIZ 100mL & L. =
DOEW I mL Z#8ELL, 7 hJ b R 7T 0 2MATEMIZ50mL & Lz (89 10 pg/mL).

7 HPLC %{

BT A : CAPCELL PAK C18, UGS80, 5pm, 4.6 mmID X250 mm,
B eH &t
Bl T R RnT Iy REK (5:5)

A= b T IR T T e KT T ] KK (5:9)

ol AR Al N il NS A
Uit > 1 mL/min

R RE P 5= : 230 nm

N7 NRFE : 40°C

A 210 uL

A=Y FIEE 10°C
S AT R ] 21043

8 T RT AEE MR
BIER ZEITERERR A IR L 6 BVEA LT, #BWE o v — 7 i L OYREHRTIC
W TR R 7S A R D 7.

9 FH
Empower 2 % FU CEEHERIE O & — 7 K & IR D AR L 7o BB & 0 SURHAE O JI7E IR
EaRwiz. 61, UFORI 0 WEIR T OB EIRE, BERWHERE OV, R
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Annex 2 -5

2, MSHMERFEEB KOS ARERD .
HEERYDE IR 1 (mg/mL) = [T IR (ng/mL) X A REREL] / 1000
FRERER © 6 mg/mL YK 5 600, 25 mg/mL FHRIK ; 2500, 100 mg/mL R ; 10000
FHSRHEAEAR 22(%) = (FEHER 2=/ SFEIAI) X 100
G (%) = (RN EIR A/ SRR DFRIRIREE) X 100

10 ZXfEDBR
WHETA LT T OF R E Uiz, 9, RERAR L OMHEERZEZ KD 55513
MOFE AL, “PEMEN PR & R UHrE, IR IED 1 2 T Offr, FxREE R ETD
BORLUT SR 1\ AR L7z,

TH (HAL) T
MEE (2) KIEOFE Y M CNUILLTHS 4 47)
{RFFEERT (4)) INBUS LU S 347
v— 7w (wv R ieey
PRI, SRR, A BT 3 T
RIEIR A, SRR (RE VSRR S VAR e O AR L 0 B, 34
(ng/mL F 72X mg/mL) VL8t & i D3 A3 NEUE LU T 1 & D0
HALTEHE ELE)
BHE (%) IEGREL TS 1 Ar

11 e

(1) BREEHEREAER DA D 90.0 ~ 110.0%, FAMERAERAED 5.0% U FTOSEEEm & L.

(2) AT L2EAMEARR AR 2.0%L2L FOGEEEE Lo, AR TIE, ©—721
T BT DAHERER AN 0.7~1.1%, RFFEIFIZIS T DM AERERAN 0.0%TH Y, »
THHHELEEATH T,
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