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2-TFN-9,10-7 > T F 7 D 0GR, 1% A F/LE/bm— ZKEEHR) . 2, 10 36 L V50 mg/kg
Z | FEMERESS 12 PEoD Cr1:CD(SD) ROBET v MIIERZRIAT 14 H B L OZE D% D 28 A2 &t
Fh42 AR, #EZ v NIRRT 14 BB XL O RS E TORBRMIM, iR B LOWE
HETILH LR, HEAKRAERS LT, YRR, ZRITE. 2kl KO0 S o L0 JE 5%
P72 & N IR OF A - B I KIF TR OV TG L 72,

I. EgMIco1T
1. HEREEMIZ 3T, 50 mg/kg THRGHIM I AREAIR (8 LRGN 2 HUL Sz, $#5-4)
N HERE O B\ B 22D 03580 D, ETIXARE OBINIHEI D i,
2. MR R OINRE EER L OHIRIZBW T, 50 mg/kg £ TOHRICITHBRYE B G DR E
TR b o Tz,
3. FEEL. R BRI K OURE O SE EHAR E MR A 72 © ONT 50 mg/kg DAFEORE T IERIZ B
T. 50 mg/kg FTOMHRITITMME L b ICHBMER G ORBITRD bNRh o7,

I HEBYOEBELUHERDOHEE - RHITDOWLT

L FAEHIHRE, YRR E O ORER ZRE SRR IR SRS AR A RRE
EIRE, HIER, DWHRB L OMERICEB N T, 50 mg/kg £ TOMEITITMERE L b IZHER
WEE G ORBIIRD ol

2. HPEWRE, A% 0 B OAFRE, Mkl LOHAESRER G ONCAR 4 HOAF R, thikE
FOEFRITBWT, 50 mg/kg £ TORHBIZITMERE L b ICHBRYER 5 OFBIIRO b
o Tz,

3. FAEWRO—MIRRE, RER L ONIMAT R Tl 50 mg/kg £ CTOHRITITMERE & IR E
BHOEBIIRD o,

bz &b ARBREITICBIT D 2-2F v-9,10-7 > b T x /) OB O KERK 5
BT 5 HERZ R (NOEL) 1% 50 mg/kg/day THEREIZAREIR, KEWIHNTHEREDOBEF R | HEDIK
HIIH 23580 b7 2 &6 10 mg/ke/day &HIWF Sz, BEMW O ATEAES L ORI D
F&A - FEE TR 2 MR R (NOEL) 1LV 0 b 50 mg/kg/day &Il Sz,
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2-TFN-9,10-7 T F /) D 0GR, 1% A F Lt/ m— 2 KEEK) | 2, 10 38 KX VY50 mg/kg
Z | BEMEREA 12 PRoD Crl:CD(SD) R OHET v MZIEAELRT 14 H B L OZ D% O 28 HEZ &t
FH42 B, HET > MTIXACELHT 14 H E3 X OB £ TORBLIIM, A2 RN AT i1
BXOWESIHETLH LA, EAKROEL LT, MEREIE. REBITE. ZIhE X O0ih%
B IE T FHMEd L ORI O %A - B H IR T RISV TRET L7,

FrERR L OJ5 1k
1. #HEBYME
Eas D 2-TF)L-9,10-7 > h T ¥ /> ; 2-Ethyl-9, 10-anthraquinone ?
g 1 2-TF )T hTFx /) ; 2-Ethylanthragquinone V™%
2-TF)N-9,10-7 > F T IF L ; 2-Ethyl-9, 10-anthracenedione ?
CAS No. : 84-51-5 2
HHAREEE S ALFE (4)-687 VP
&=
7 : Cilly 0, 2
R : 236,27 2

WBL RO D JBIR AR~ R
;9 TV EE A~ R
By L
H; fH#e L
Al ;108 C
W AR/ BIEHIPH 5 190 °C
CIDANE Lt 2
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£T)

L BB B R A

12010 4E 11 H 1 A (ZAH)~2011 4 1 7 20 A (ee&Fisi )

CFR AT BIOMREA TR EEN L, F77 PNTERYH-o7,
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Wy 7E,

D AMEEENE

Z v b #08 LDy, >2000 mg/kg”

Z v b 28 H I RAERRE OB G- etk ©

10 mg/kg PL_L 5 AR i BRE I (1)

50 mg/kg LA L ; ARER, BeHAMIOBEFERAD (), ~~ 27V v b
J8b (k) MCHC SN (BE) (R &7V L B L B 5 (i) |
AN RO D T AR A AR R (H AR AR L2 HE 58)

250 mg/kg s LSS BEME D IR R | % 501 O & D Jd () |
RAG AL, AR LRI ()~~~ 27 U M () |
FERARMER EER OB, M B E R D IE R (1) . 77
VT I, ER ). oL RATe— () B
TNV 7V T4 FREWM O LR, N7 V&
A RURBEART (/E) . PR Lk (M) Jo & OVl (i) o>
HERN, PR LR L O L, TR o K/
RIE, MO ~E T Y kA KL OBES . (1)
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14 HIEREE S ; ~E/rE BRI O~ b2 U v MEDRED () |
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FFIRE BN, PEO~T DT U kg B L ORis
1. ()

D 1% A TF b m— ZKEHE (LR, 1%MC &)

: 8025083

R TS

C AFELE— R (A hr—X SM-15) ZHEFE L, FERUK (B AR 7k
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D RBRRRIT AN, B (FERIEPR 3. 2~6. 7°C. WIEIFHELH 2> b Bk IR
HET)

L BB R AT 2E DI R

: ndde% 15 A

CREICZR L

3. BERDARE S WILZESH

(1) HEIEDFH
GLLivopes

A S
PRAFZRAT:
RAF ST
PRATHIE]
L DR

PP G DO ALE

: BB A B R L FLERIC AN BRI E AR L A2 K D12 1%

MC i (R E N B DN LR BN L, 2 UERD LD ICHBETT
DIEL., FFHRICRDETTVIELT,

FTE DI L 725 XD IR E IRING A Y — 7 — % AV CRB S E 7,
PRI T AR L, RRRIITE 27200, Jeadkid -,

D9 B TP EosE TR L, FiEE 9 B LINICR GBIV,

DR, WP (RIEEPE 3. 0~6. 7°C. WIEIFREL A A b EARRIFE £ T)

: WSRO R AT

2010 45 11 A 26 H (WIEIFAR A ) ~2011 45 1 A 22 B GRR1FH)

CAROBIII TR, AV BLOMEEA TR ELTEHL, K77 A
THRY -7,

D RO EWIT, ALY Dm0, FEERERM L LRI LT,

(2) BHROLF 30T

C B EACHEER T, ERE D 0. 1 3 XUV 50 mg/ml DOFFRLKIC oW T —E
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RFIZBIT HMPTRAF9 A GARAZ 0B L LTRER) ., TO®%=EIRTA
RFRI R AT 12 DL E M % W8 L 7= (Appendix 2-1, 2-2),
BHIROWRERERE - WlIAlds X OKEEMY D IR Rl D £ 5T HI T2 AR FE O BRI B A i >
WC, HRBRE O & iR L 72 (Appendix 3-1, 3-2),
IR R T 1k : Appendix 4 |23,

4. HEBAE
(1) AR

AR, BARTF v — R« U= SH: EAREEE ¥ —E#ED Cr1:CD(SD) 7 v b &
AWz, 7y ME@EERBRE TR A LN T LM TH O . SHFZEHTC O R &
BCTHDLHLEND ZORMEERE LT,

MERESS 52 PT (&% MERES: 50 PT) % 2010 4F 11 H 17 H W CTHEA LTz, Z ARFOEY
OREFFHIL, HET 244~283 g, HET 185~209 g THh o7,

(2) WEd LUEIHL

A%, Ex OB ONTHEREE BB 13 BETO 12 HEI(ZABZBHE 1 B & LT
B kB E 1R 1 MIEEE L RE A AR @I 1 B) 3 JOBIMEEIRERE T R (& SBAAET &
H) 28 o/ 1R 1 [BEOEE CEF 3 [BIGE Lz, £72. MBI OV TR TR 10 B O
B A 2 R 2 A 7 BHIEIC K V1T o 7o, BB KOBHEHIR S, WFho@i b —RE
BIOEEINCRE 1T 0o 7z, REMWESZRT80 1 HERD bz,

(3) BEHTUT

Regds K OMBIMEI R i Skt L 72 — IR BB Z% 3 L OMAEIE, S B IZHEC SV TR
BREOFERE BB L T, REREMW & MRS 48 LS L C, 10 @l CRBRICHE L7z, &5
BAART % B OREICE SO CTRILEEAIEIC X0 SREO PR ENE 1225 X 9 BED T
AT o T, BRI L@ O R EFDPHIL, HET 339~406 g, MET 225~266 ¢ TH V., ¥y
IREE ([ 364. 7 g, ME242.7 g) DE20% AN ThH o7z, B HAMLTZEIMIITER D HERSF L
TREFHL ST, B, BRI NEIZ OV TR GBAAAT H I — R RRIZ 5 WRRNZ &%

L7,

(4) ' L O — 2 Dk

WL, BT RNTSZ ARRCINE 7 =L NS TREICEI 2 M, BT RIZENICEME
FERAFL, EEFHNZIT o7, HAERIZOW TR, BEERBZThRho T,

B — UL, BED T RNIMER IR T Lis 7 SV CHRBRE 5B L O AR OB &5 %
RL L. &7 —VORMEITEETR Uiz, B TR IIMENEIC6AS T Lis 7 ~VWCRBRE 5. 3R
FER L OB T OB E S 25 L, MBI R T II R BN A B 7 v — T4 %
FOGMTER., WEMBTIEOWE T RO 7 V—7 4 b HFL LT,
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(5) BEIE
1) fHERE
B TR 224 3°C (FHRIFEPE 19~23°C) . M 50+20% (SERIFEFH 32~54%) . Ha&[E]
$10~18 [a] /BERE], FRBAIER 12 R (8 : 00~20 : 00, A THRBA) OBMFE = (204 5=)
THIH LT,
2) fAB MBS L OEE ik
7 Z 4w b RA R R HEIR 7 — 2 (260W X 380D X 180H, mm) Zff fl L. 23RS I
DUWTITARNE 17 B2 BWE 4 H £ T/MNUZI & I ERBMARB RV A F7L—7
AART ¥ —L AU S—Rath) 20 Lo, B LOWHEIIF X 2 DT, B0 %1%
1 UG, ASECHAM H I ERERS 1 DT, ARRIRMI R 1 G, E BRI L IBEE IS Lz, &
— VB L OHR AR O TR T RFIZ 1Bl £ O3 23812 1Bl ZRESZHEEIIZ DU
TIXAEHR 0 BB LN 14 BICEME L7z, ZMIEE 2 |, /NS MLTATHR 20 BICR# LT,
HENFG KL DKL E 1308 1 1% L7z, BWiE=ENOE RS K OVEREEIZ, 1 A1
[FI9E0E L7z, TERIEFEICER L T, R REEEL L O g v R REEEL | AMEA TR
HIHEM L7,
3) ek
AV = ZOVEERE T 3RS AL E B AR CRP-1 &, &R RS ET AR 2 F ) C H IS EL
SH7, HBRICEZEZ RIETRNOH DG EWEH 25 WIFMEM O EZ, fEH LA
= bk (100907, 101005) DETEHZ DT oM Lz, HYWE O 53471X Eurofins Analytics
(O3 # - AR-10-JP-001058-01, AR-10-JP-001107-01) 75, #A=Wyih 2 13 fl el s 2
H (ORI EE - No. 10603-139, 10G03-153) WENENAT -T2, HATEHE & PRI
At LS L BVEAFZE AT ORRERMEFIAZ L L 72, T ORE R, W oEE
ICHFAFAMEZEZ D EITRD ol
4) K
LI AEAR A, HEGAKEEZ AW CARICEBRESET,
RBRICER R L RETRAO S G E DA HEZ, 2010410 H 1 H, 201141 A 4
AR L2011 44 H 1 B YR E 2 & [FRHUBLE O i R0 (205 7528) 7> B akBh 2 £ L
ToHHr Lize o013 B AR AR 1 OKE R ARG RS « No. A223086, A224279, A23003)
BTz, HTHEAE & RIS (LB S VERFIEIT OREAERE FIEE I HE L
Too IMTORE, WTNOHBIZHFHRELZBEZ DEITRO bR oT,
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kb5 N353 W& W E (EmnE5)
B (mg/kg) (mg/mL) (mL/kg) 1 It
poichicd 0 0 5 12 (101~112) 12 (151~162)
A &8 2 0.4 5 12 (201~212) 12 (251~262)
o EAE 10 2 5 12 (301~312) 12 (351~362)
i i 50 10 5 12 (401~412) 12 (451~462)

STRRREIC 1T, MORE & FRIEROTIETEARO A 255 LT,

(7) #BRmE D5
1) HEBEORTE
b &

AR E B

10, 2, 10 BX 50 mg/kg/day
2T TFNT RN TXR DTy MWD 28 HREIER O & 53

ARER (BERE DR : 99. 16%. BEA 0. 1% Y Y )b~— | 80 #iAN
0.5% 71V A r—2F bV 07 LOKEHR, #5810, 50 3 LT 250
mg/kg/day) Y OFERIZIESNTRE LT, 2-=F AT hTH 0D
FELHMEL LT, WA &35 2 5 5 7R MEKR DO ELABETIX
10 mg/kg LL b, HETIE 250 mg/keg TROONT=, Fio, AP~ 2
UNBERDEDFFRIIAE R, 2 OFREEAN5R < A D AL 75 C AL O
K/NARTAD) D3MfERE & & 50 mg/kg UL E TR b7z, FEMIZRmEE I
VEHOAEMEHRE BB, b 0fHe L OARR OS5 HIM B X
OVHPEM 2 %8 L C, MEREEIC — Rt ® (PR Z(k) 2
W AT 50 mg/kg/day ZmMEE L, L FAkEZ S L LTI0B X
02 mg/kg/day ZFE LTz, TOMIC, BEARDHZ RO T THRY
T o RHHREE AR T T2,

BHERFEBIOBERKE T4 AR—F T ALE YV TFEBLIOTF A AR—F T LY V%

e m g
e 5K

P53

AWCHEHIICENICR A RS L,

1A 1E, EAKRE LT,

£9:00~12: 00

722U, i O REMII A T RIS LT,

CHfE; ZSECRT 14 AR KOV O% o 28 AE. # 42 A

i 5 ASECRT 14 AR X OSSR ARSE £ TOARMIM, & S IR B
BLOWE 3 HETOMM (kE 53 A

D BB OB R BTG B IR b IR WIIE B OREREIZE SV TR

L7,

BhH 7R BGRE, BEEKR L OERGHIRORTEHE  BRET A KT 1 2251

L7z,
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(8) #i%L, W&k LUMAEH

[. HEEIZHOWNT

1) —fIRARELER
Bil%k
el

BRI

m

BTk
2) REAE
Bil%%

e A

HETT ik

==yl
B AEERG 1 HELTERL, &5 1 A6 &5 42 AR

H oA £ T,

D G CFRD B L O E% (PR o 1 R 2[5,

2L, EIE BRI

ME 2 OB OAEIE, SMBL. ATTEIFIZOWTRIR LTz, BENRDO L

N5HGEIT, TOMRERERLE LT,

A
R EBMEH AR 1 BEREEL, 51, 2, 5. 7. 10, 14, D%

(37 BEOERGRT, BEHT A L O R ICHE Lz,

c BRI RFRE (6X-2000, MiEtto— 7o R FTA)ZHWNT

HEL, 1 g BAL TR LTz,

REEMER JOMEEENER  LTFORIC I W REH L,

3) HATENE
pi%k
HER
e 51k

4) iR
Bil%k
T A ARy 40
AT %

REMINE= (b5 42 BIRE) — (&5 1 BIKHR)

e REEEINE
REEINR= W5 1R IRE

X100

. 2
c RIS L O E ZRE ARENE S FCHICHE Lz,

B AL MRFE(6X-2000, kA ztto— T R FA) 2T
HIEL, 1 g BACTREEK L7z, HBEBARTRICE S &4 HEL Tr
—VICHEE L. £ ORITANE B RS LUK EZ HIE L7,
7272 L, HIRRET R EO 22 RIE L,

CUToRICE Y BEH LA,

Fof & (g/rat) — 5% & (g/rat)
HE Ao B % (day)

B & (g/rat/day) =

. 2
c 542 HOFRBICE LT,
CRANEFEBIER L% = — T VR T OB S 2 DORE -

M & WHRAOICBIZR U, AP, BN, e, ATSZids K ONE%E (GE



5) #n'E HEHE
1% IS
e D7 ik

6) I EEALRR AR AL
Bil%k

WA ik

aE - kA

o. MEEIZ >N T
1) —fReiRagslg:
BEK

HITH]

BRE

BEITIE

2) REME
B

E H
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[ Te) 6 L OAIRBY R AL (BIE) 2 10% Frvtfaf L~ U o
(CHEE - RFF LTc, FTo. EAORREB LORE LKIZT T KT
[EE L. T0%T 5 ) —WIZERAF LT, Mt DS ITEL & bIRfF LT,

D BRI AEN DV CE R LT,
D UUTOZE « iRlcoW T, B ML KFE (ER-180A, fii&tt—

— T U R TA)ZHOTHIER KOG LTz, X O E L AEL D
B CHIE LT,

CRERR. KRR IR, BINRE K OVEZE (REE R S Te)
CUToORICE BB LA,

) B

R = e s

X100

P BBICOWTU T ORE « M OREAZER L, SIREER JUw A

BREOEFICOWTER LT,

B ORE R, R E RGO LB 2 DN D ELITRD b h
S, TOMOB GRSV TITER Z2{Th 2R - 72,

¥, HIRRE D PIIRAY R FE AL OV T il Lz,

T T 4 A MBEEDI L, N RV e 2D U RARER AR

L THMR LT,

A ORSR (RO Stage 552 & T) 3 LOWE LK, WIRAY

FLHERAL (E1E)

s A
BB A N OHBRA £ T
: B LR T
 KEEN &R U

s

CRGBMGA ARG 1 A, ZRELA AR O B, WM& T HAHE

0HEEFRL, LFOHICHIE LT,
BhH 1, 2. 5. 7. 10, 14 H OF5R{,
EE O, 1. 3. 5, 7. 10, 14, 17 B X 20 H OFEHH.
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HEO0BXWN1 HO®KER], 25 ONIHWE 4 HOH R H

=77 L. AW IR 26 B GRIREH) .

AEHIME P IR GREREHO D, FFEFEORER & F U BICHlE
L7z,

D HEE) L IE T
REHINER JOMEEEMNE - Lo L0 FiH Lz,
Bl al G-
REENE= &5 1;1 HEE) — (51 HIKE)
BN = é@%ﬁﬂi@ X 100
TR ]

3) HEATENE
pi%k
HER
e T7 ik

4) FlfR
%
T AT IR 40

(i G WRrS

5) JmELRLAR AR R A
Bil%k

WA 1k

aE MRk

REIINE = (ER 20 H{RE) — OE4R 0 BIRE)

AR A N &

REHEINE= IR 0 B AT X100
W 5 HA R
REHNE= (HEF 4 BEE) — (fFE 0 BIKHE)

B
% (REEE N

HRRIE S 0 1

X100

. 2
C RBECHA A2 bR X . REHIEOHIEHR LR L,
MM R, 2L, MR O AB L OWHE 0 BIXGATE D 2,

. 2

CTHE 4 A

7272 L, Aol X aTg% 26 H

D MEEN) & FIRRICHEIR L, TR, R, BREE, DRER. s K UNELAR

% 10% FHEFEE R L~ U AZEE - RIFE LT, JMOBEIZELALE D
BRIE LT,

 HEEM LR O
: HEE) LR T
D ROV, PR EAL ()
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II. MEREEN) D AR KOS AR O3 Ao T
D) PR R A

Bi%k : MDA p

Ll D REGBRAMG A ORI H £ T,

Tk DX LYY KD IR B EA T ER U OLSRBAREE T TR B
P 2 e L7z,

HIE PR O 45 Bl GRIFRTI, IR, JIERIER L ORIGIRIEY) 2

4 A5 6 HOMKT 2RI RS HDOAIER & L, FEIFSIRH
fRA B Lo, JRIERIESIA 7 B LLERkSE L CA B 5 b 0 %
HEFEMEL L. BE LHE L,

2) AETHRERA

apxs : WERE D 4245

1531 CBEH 14 H XV RE 14 BB CRERIGEH OB R ZRE L H & L),

RRCAL A : [FIREN OBV 5 R R AN R — DR 2 [ & S 872,

I : [RIRRBRIE N OMERE 1 %t % AQRELBHEE H 08 % X 0 SRR S D
F CHEfAE S,

RRESLOMERRTT 5 BN ETCITZIL EICHE T L2, &2 WITEBRBHRIEAT ORI
FVHER LIz, 2B, WTFNPrPRBOONT-HAZMEIR0 B & L7,
WRAPSRRICAZRRERE N LT,

AR L T MERES D%k

LR (Copulation index, %)= A = T R O ¥ X100
= IEHE D R ORER & 3 I O S L ORI IS+ B N O F FRIE DO FENIT
L iT-o7,

WA DRI AR 2R L,

= R ility i 0/ — ZhE U7 MER
Z MR (Fertility index. %) AR X 100

3) srifids KO A IRAEMIEE

Bil%k s %R L7420
Sy il D RRAHERR & T MBI T 21 B AR S E Tz,

iR BE A ATHR 21 B 5 25 HOREC, 4 H 3[E1(9 : 00, 13 : 00
BROINT : 00)BEL LT,

Sy W& T DR 191 00 ICREM N R A O HIZED THEO FITHEZIAA TV D DHME
BINTGARITO(TE L. ZOHEZHEOH (%0 H) &L,
VPP AR A HE LT b OZ IEFEHE S LTz,
WA ORI EER A LT,
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HEESH (Gestation index, %)= Efb}l’;)jf_jkg&ﬂgiﬁ %100

R O F RO BNBIHE 0 HE TO A LT,

HRROHH SRR (2 A M D B B D SRR B A S & B L T2
WA S EBERFEFH LT,

AR (Implantation index, %)= % 100

Sy O D HIRRERIC A5 ME DB N O IR 2 RIRFJICEHER L 72,
WA B R 2 HIH LT,

. . HPE R 3K
IN B4 OO
i (Delivery index, %)= o X 100

E 4 HOMBEROFL - IR bRFRICRH L7,

WE 4 BICHEIRZ SIS X100
AV PE ES

i E = (Nursing index, %)=

HPE VR o 8 22 A% O HOAFRK T IREZEEICHE L, TR b0EH % HE
WBE L=,
WS EFICHAEREZR B L,

HA R (Live birth index, %)= tﬁﬁﬂ#iﬁ'g;ﬁ X 100

HEEVOVELL DR - 1% 0 B OHEER OPERZ AT & A2 O O R & THIE LT,
WA D MM 2 LT,
R GEOIAER O A ORMHPER R O NZAEFIRZSRIZUT &
RH L7z,

HEHPE %K

A 0 B ORMPER OIS Sex ratio) = —prmme e e
JT st

o 0 B OATER DML (Sex ratio) = wiﬁﬁgTﬁiiﬁﬁ
4) HAER O — Bk peE 5=
B : Aol
e 1L
o B0 A BAEB A RETE L,
B AR 1 R ORER., RS £ USRI CREE LT,

HAERAFROEY - A% 4 BOAFRZRANOET L,



SR09204

. e %4 B OETERE
I=) R %) =
B R ATFEZR (Viability index. %) R A T X 100

At 4 BOMREORE - A% 4 HOAEFREZFGICER L,
HEAAF K

% 4 A OELFIROMEL (Sex ratio) = HEALF B+ MEA A7 %L

FET IR D ALE DR IR AR EC M EH IR L, Whole body % 10% FHPE#RE AL~
U R CEE - PRAF L=,

5) iR KERE
B - ep 40 AEFRAESNCOWT, A% 0, 1RBX0V4 HIZHEMm L,
WE J7 AR ILRFE (GX-2000, HRAZtET— T R FA)ZHNT
MEHERNZ 1 IEE EOTHIE L., 0.1 g £TRigR LT,
MERERNC R o7 0 DR EZF N LT,
6) TR OHIR

REHA - 5155 A% 4 BB W T E R L7,
TRk CARAAER (OENE G Te) 281282 L. “BLIRFWAEIZ X0 25858

SH, 2HOHE A RIRPICEIZR L, REHIZOWTIE,
Whole body % 10% i@ R/~ Y VICETE « 17 LT,

5. #EtFEMAE

IR IR E NI K OBEINER | HAE & 20 E O i ds L OMAXI B & AF T IERLD Stage
YA, RIEMIMRGE. IR AL, BREL R L OERE, HEREL. HERO AR &
UBEL sk, e, HAES, M, MR, WE 4 B OEF R L OFARAEFERD
FAEIZ D W TR OIS L OEER 2R L, HE I Bartlett ORELEEZITV,
MU RNT Lo, OB EIE— o i E B ITE TRRET L. RES OB EIX
Kruskal-Wallis OFREETHMNT L, — It ES BT ORI R, ABRENALNTZGAT
Dunnett OFRELEZE IV TREBRE & OB A 1T 572, Kruskal-Wallis EDMEHTOFER, A E
ZZN I B IV A 1E Mann—Whitney O U-FREE A WK IREE & DR 21T 572, i, #Hik
W OMERERIARERIL | B AREARRALE LT,

JREARE SRR AED 2 B, 2 LI ED 7 L — R3380 BN ZFT RIS DWW T, BEEEOEM
% Kruskal-Wallis OREE THMT L, AEENA O NIZSEIE, Mann-Whitney @ U EE
RV Tx R & Dbk a1 T - 72,

PEEI R FEBIOFE R, ZRHE, TR, HERBLOWE 4 HOWER, 726 ONTHE
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MR ERIMAE D 5 B BEFED 7 L — RAGRD ST RSOV TR Zakkl x SRE 21TV,
T ORERAEAED RO DIVHFEITIL 2 30K 2 * BE THIRRBE L OLea T o 7o, /2L, 2
B X P HUE ISR G DOBAIZIE Fisher O EHEMERREE % V-,

SHHRRE & O HEMEIC DWW, AEAMEZ % E Lz, 2B, M2 HECET 5%
75 )71 % INDIVIDUAL DATA o BEEIZ R,
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I. #HEIco1T
1. —fgiKAe
— IR BB 2R DRk & Table 135X T82, INDIVIDUAL DATA 1-1-1~1-2-4 (27”7,
B REIRD 50 mg/kg BED 12 FIAHFI TG IR SN2, £ OMOBEOBMICITHY
BRI BB 5B L= RE TR b d o T, 7B, 2 mg/kg BED 1 TG 37~42
H I LSBT O 23380 vz,
ME - JREJRAY 50 mg/kg HEOD 12 Bilrh 5 FIZH G-I h GZBECRTIHI ., AR BT 36 & OMEARIY
M) ICE R SNz, ZOMOBEDEIC R T ITRD b i o7z,
REJRIZONWTIEL, R (VT A AT A T A V= AV ANVRT T « AT
T)T 47 A)THERLIZE Z A, WIRISITRETH > 72,

2. KEHR
REIE DORE % Figure 1 38 X102, Table 3~6, INDIVIDUAL DATA 2-1-1~2-4-4 2”7,
FIMRREOAREIL 5. SEEEOT —F L L HITRT,
I - 50 mg/kg BEDH G- T~10 A OREIT, fIREE L ik L THEREMENRO b, &5
IR DR E N & 36 K QAR HE NI FRRE & ol L THEZITRO bhigno Tz,
- AZRCET, SRR T L OB Y T W OB ER SR OKRE, KREEINES
F ORI R R L i L CRERITRD bR o Tz,

3. {EfH
AR E O A% Figure 3 38X U4, Table 7~10, INDIVIDUAL DATA 3-1-1~3-4-4 |Z7R
iR
e : 50 mg/kg BEDHE G- 1~10 A OB RIZ, xHHEE & Wik L CHERBD RO Hivlz, 10
mg/kg LA T ORFETIIoef e & bl U CHEZRZEITRO btk o T,
i : 50 mg/kg BEDHE 1~2 A OB, xR L ik L CHERBD PR bivl, i
PREIE I J O E IR IR W OBBR B I G RO AT & xR & ik L TR
BRRETRD LN T,

il

4. BIRRATR
IR DRRE A Table 11 38X T8 12, INDIVIDUAL DATA 4-1-1~4-2-4 |Z5R7,
HE : xPRREED 145 (No. 102) |2 Fr IO RS B ds KOG AR/ N B 338 BTz,
50 mg/kg BED 1 1 (No. 409) IZ[RIAGFOFENFED HiT, 2 BN 10 mg/kg B Tl R
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RO N7 ho T,
It : 50 mg/kg BED 1 %1 (No. 459) IZ I DR TALIEN RO vz, FOMOIEREIY B L,
10 mg/kg BEORLLENW 1 1 (No. 358) ITITEEIIZRD B2 T,

b REEE
PYEEBENEOMEZ Table 13, INDIVIDUAL DATA 5-1~5-4 (Z/R7,
HEOREEL. REER BAR, RISZARIS X ONEFEOMaxtIs KL ORI E &I W T IO BRI E & 51 b
Xt HRE & i U CHE R ZEITRO o7,

6. FEABFHRE

TR ERAHAR 2P % Table 14 38 X OV 15, INDIVIDUAL DATA 6-1-1~6-4-2 |Z/"9,

T OREHRES LU BRI, FR TR AED/ NGRS DT xEED 1 ] (No. 102)
T, WBROBMEICEEOLM, MEOBREOKBENRD b, /o, B AT
O BEE WD . REEPENIC P EE OMBEE 3580 bz, Zofiodhiyic
%, BEITRO o T,

Z DO, BIRZE(LOFED BT 50 mg/kg BEOD 141 (No.  409) O [al A 5= | T8 22 251 T
ol

M - BRELTIX, HHREED 1 5] (No. 161) [ZHREE D FAR D S i (FRIME) . 50 mg/kg BED 1 4
(No. 452) |ZEEFE D AR D 5 fal (MAIE) 2358 b aviz,

Z O, PIRZAL3EE® HivT 50 mg/kg BED 1 41 (No. 459) DB Tl R O Ffik
HRIS K OVRMIAE ERICIRE 7 AR b7,

1. BEOBEFIER
KOS IERRIZE T % Stage 0% % Table 16, INDIVIDUAL DATA 7-1~7-8 |27,
50 mg/kg #f : %% Stage IZHBW\T, HEBMEHRGITER L2 Z(LITFE O bhienolz,

I HEMOEESLUHERDFEEIZONT
1. TEREH
PEFR BIA O fifE % Table 17, INDIVIDUAL DATA 8-1~9-4 |Z7R,
PERINC IV T, FEIEHIMRICEBR Y E R 5 O BITRO bk o7z,
50 mg/kg FED 1 5] (No. 462) D3 FEIFIRIEHI DIER 2RO B v, BEEHZ R Lz, ZOF)I3H®
JEAAER U, RRRBESL LTz, & OMOBIZ R AR bhenoi,

2. HEWMDLRERE
AETHRERR AT D&% Table 17, INDIVIDUAL DATA 9-1~9-4 T3,
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R L OZIBRIZEBWN T, WT IOy ER GRS REE & ik L T B2 2135
N7, 7B, 10 mg/kg BED 1 BINAHETH - 7=,

3. BEYIOShE S UEEIKE

i KO BEIRBBORAEZ Table 17 330018, INDIVIDUAL DATA 9-1~10-4 (2”7,

10 mg/kg BEIZISUN T, RFIREE & bLl U CHRARMIRIC AT B2 00 IER PR EU A B 2R I 23
RO BTz, BRER, ARF, HER, DR LOHERIZBN T, W OWBRME R
HREZ b XA & ol U CHEARZITRO b s o7z,

HHPEREL, A% 0 HOAFREL, Mkl KOOSR, A% 4 B OAEFRE, Ml KOS
RKIZEBNT, WTNOBRYE R G b B L ik L THEZRETRD o T,

4. FERO—ARIKEE
AR O RIRREBIEL DOk % Table 19, INDIVIDUAL DATA 11-1~11-4 {Z/”",
WDV E GRS b —RR BB ISR E 4 52 K 2 BITR D b e o T,
W OFEOEMIZ BARRF TR DO N o T,
7E. Atk 4 HETITIEEA, RHHREECIIME 1 B, 3 B, 2 mg/kg BETIIHE 2 filds L OV
151, 10 mg/kg HE CIIMEMESR 4 B, 50 mg/kg #ECITHE 2 B, M 1 FICFEO HTZ, TOM, I8
FERIZ IV 7 3 RGO BV o T2 IR SR HREE, 2 38 LTV 10 mg/kg BEDEFICFRD BTz,
10 mg/kg BED 1 BIO YL THE 0 HIZAMEIZ L 2RO XRENRBD vz, WTIhDOZElLHZD
FEBUBREE I R B MR D bR o T,

5. ERDKE

B OREME DO #E % Figure 5, Table 20, INDIVIDUAL DATA 12-1~12-4 (ZR"7,

10 mg/kg BEDHE 0 H OMERED REIZ K IREE &l U CHE ARSI Lz iy, &R
BPEDRWENTH T2, EOMOERMEFRGRETIZ, WHE 4 B E TOREITK R L K
LTHERETRD AR -T2,

6. FERDERAR

BrAEWROFIMOAMAEZ Table 21, INDIVIDUAL DATA 13-1~14 (27”7,

W 4 0 OAELFE TIX, 10 mg/keg FEOKE 1 6 THAAIMEDE FAR8R, IRETLIRN 7 S LT D
T, ABEEEDRWRETH -T2, TOMDOIEONEEE IZR IR SN ho 7,
HE 0 HS 4 HOROFELTHITIEL, BlZErThHE WZIXEF TR bR o T,
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5

pih

2-TFN-9,10-T > F T7F /7 D 0 (K, 1%MC KIFIR) . 2. 10 BL V50 mg/kg & 1 AEMEME

% 12 P Crl1:CD(SD) R DMET » MIITAELHT 14 H B L D% O 28 A2 & iedt 42 HH.,
W > MICIZACECET 14 B E3 X OSSR £ TO R, MRAMB L OWME3IHETIA L
[E], ARG LT, RE, RBTE. S L O S o AR KX T BN S Nk
HARDFA - FEF KT TR OV THRE L,

I. #HgYIco1T

MEREENY) ClE, 2-=FL-9,10-7 > b T ¥ VR HICEKT 528 b E LT, 50 mg/kg BEDMEME
B G RIC R AR (BMSEME) 23 bivlz, ik CEMiSh7z 2-=F L7 hT7F
D7y MWD 28 HIERKER A8 5 B3R Y CH 50 mg/kg LA ETHRERDZ(LATRD 5
NTWD ZEemnb, HBRWERGICEE L2 EE R b, £z, 50 mg/kg BEDOMEREIZ I
T, BHAENCEBEEOF ERED 03380 S, TGN R EOBMMmE 23 4 & i,
et L OV B 2 RO AR L2 3\ T 50 mg/kg BEOHE TRING IR = METIRfa O Ik D 5 .,
B ERPmiER L ORME EROBAENEO NN, W LEIOAOHAETHY, FlES 5
WIERBERICHAOND B Th T2 0D HRWER GOG3N D E&E 2 b,
HEDAFE R E HERB LU TRV T, 50mg/kg £ THEEG L THBRMEDEEITRD L
nenoiz,

I HEVOLEESSUVHERDFEEIZDONT

BBV O AEFEREIZ DWW CUE, BIEHIMME, HEERE G ORBLR ZRFE, ZHFE, IR,
PEIREE RS, EIRIREL, BRI, HIER, iR, WHERIC 50 ng/kg FEE CTHBMEHK G- (2B
HLU7EZBIERBO N o7z, 72E. 50 mg/kg BED 1 FHZHEITERIEHIDIEE DGR HALTZD3,
12 AR CHEEIEER L, RRBAASL LTz, Z OREOMOEIZIZIE T RO LR O & 7
LR L b, WBRWER S OFETITR | BERRBURIEIC X BIEREZFRE ST
AIREMENEW E B X BTz,

PAERDIAE B IO UL, —IRE, (RE, Mk, HERD 4 B E TOAEFRE L0
BIZHWT, 50 mg/kg BEE TICHBRIE R 5 IR T 2 203580 b kino T,

Uboz tmd, KRB FIcB 5 2-2F1-9,10-7 > b7 % OFEY O KE#HE G
BT 2 MR R (NOEL) 1 50 mg/kg/day CHEMEICAREAIR, B GRIHNCMERED IBAR Blgir) . HEDIK
EHIINH RO ST 2 D 10 mg/kg/day &Il S vz, BlEMW O AFERER X OWKHEAR D
FEA R BT HRT D Mg B8 (NOEL) 13V 9740 50 mg/kg/day & HIWr & iui-,
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) MEELF—#v— b, LRI ERNSH.

2) BALEEWeb : JST OF L& HEES DB.

SN z=717 7%/ 005y bERC S HERARSEERR.
) KRB EHE DLV ¥ —EHHRE.

V=77 5% 00Ty P ERAVS 28 ARMKEENREEERE.
() B IRS LR v ¥ — EHHR.

BREKOBREICEEERIILEEBRDVIBEER
HEEAOEREICERERIT L RO ARERRE 21T,

RHORE
THROBKZABRETH 10 £H. HA2Ht LEPELEUETMEFOBBMRERILRET S,
EFORORFILSDVTHRREEE L OBBICLVRET B,
. RBHEEFS L URABHEELEH
. ETF—FFOMOTHRLE
. BRBRESE
A OB REREAR
QEEHRE - M
QNBEAR (T 7 4 EBEARR L UHEUHEAR)
5. HBMHEY T

oy

B W

HRREEORR|G DM

ARELE
mm .o
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Figure 1

---@--- 0 mg/kg
—&— 2 mg/kg
—— 10 mg/kg
—&— 50 mg/kg
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Administration period (day)

Body weight of male rats dosed orally with 2-Ethyl-9,10-anthraquinone in the reproduction/developmental toxicity
screening test (SR09204)

* : Significantly different from the 0 mg/kg group at p =0.05 (Dunnett's test).
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Figure 2  Body weight of female rats dosed orally with 2-Ethyl-9,10-anthraquinone in the reproduction/developmental toxicity screening test
(SR09204)



30

Food consumption (g/rat/day)
S

**
10 -
---@--- 0 mg/kg
—4&— 2 mg/kg
—— 10 mg/kg
—&— 50 mg/kg
0 1 1 1 1 | | 1 1 1 1 1 | | 1 1 1 1 1 1 1 1 | | 1 1 1 1 1 1 | 1 1 1 1 1
-1~11-2 2~5 5~7 7~10 10~14 21~28 28~35 35~42
Administration period (day)
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** : Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's test).
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** . Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's test).
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Figure 5  Body weight of pups in the reproduction/developmental toxicity screening test of 2-Ethyl-9,10-anthraquinone in rats (SR09204)

*: Significantly different from the 0 mg/kg group at p=0.05 (Dunnett's test).



Table 1

General appearance of male rats dosed orally with 2-Ethyl-9,10-anthraquinone in the reproduction/developmental toxicity screening test (SR09204)

Administration period (day)

Group Findings 1 2 3 4 5 6 78 910 11 12 13 14 15-17 18,19 20
0 mg/kg Number of animals examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormal findings 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
2 mg/kg Number of animals examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormal findings 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
10 mg/kg Number of animals examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormal findings 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
50 mg/kg Number of animals examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormal findings 12 7 11 12 8 12 11 12 8 11 12 9 12 11 8
Reddish urine 0 5 1 0 4 0 1 0 4 1 0 3 0 1 4
Administration period (day) Autopsy
Group Findings 21 22 23-27 28 29-33 34 35 36 37 38,39 4041 42 day
0 mg/kg Number of animals examined 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormal findings 12 12 12 12 12 12 12 12 12 12 12 12 12
2 mg/kg Number of animals examined 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormal findings 12 12 12 12 12 12 12 12 11 11 11 11 12
Fracture of both upper incisors 0 0 0 0 0 0 0 0 1 1 1 1 0
10 mg/kg Number of animals examined 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormal findings 12 12 12 12 12 12 12 12 12 12 12 12 12
50 mg/kg Number of animals examined 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormal findings 12 11 12 10 12 11 10 12 10 11 12 8 12
Reddish urine ? 0 1 0 2 0 1 2 0 2 1 0 4 0

Values are number of animals with findings.
a : Urine occult blood was negative by testing with urine test strips.



Table 2

General appearance of female rats dosed orally with 2-Ethyl-9,10-anthraquinone in the reproduction/developmental toxicity screening test (SR09204)

Administration day

1-6 7 814 15 16 17 18,19 20-27
Group Findings Pre-mating period Mating period
0 mg/kg Number of animals examined 12 12 12 9 6 4 0 0
No abnormal findings 12 12 12 9 6 4 # #
2 mg/kg Number of animals examined 12 12 12 12 5 4 0 0
No abnormal findings 12 12 12 12 5 4 # #
10 mg/kg Number of animals examined 12 12 12 8 6 6 0 0
No abnormal findings 12 12 12 8 6 6 # #
50 mg/kg Number of animals examined 12 12 12 9 7 7 1 1
No abnormal findings 12 11 12 9 7 7 0 1
Reddish urine ® 0 1 0 0 0 0 1 0

Values are number of animal with findings.
# : Not applicable.
a : Urine occult blood was negative by testing with urine test strips.

(to be continued)



Table 2 General appearance of female rats dosed orally with 2-Ethyl-9,10-anthraquinone in the reproduction/developmental toxicity screening test (SR09204) (continued)

Gestation day Lactation day Autopsy
Group Findings 0,1 2 3 4 521 22 23-25 0-3 day
0 mg/kg Number of animals examined 12 12 12 12 12 1 0 12 12
No abnormal findings 12 12 12 12 12 1 # 12 12
2 mg/kg Number of animals examined 12 12 12 12 12 2 0 12 12
No abnormal findings 12 12 12 12 12 2 # 12 12
10 mg/kg  Number of animals examined 2 12 12 12 12° 7 7° 11 12°
No abnormal findings 12 12 12 12 12 7 1 11 12
50 mg/kg Number of animals examined 12 12 12 12 12 4 0 12 12
No abnormal findings 12 10 12 11 12 4 # 12 12
Reddish urine * 0 2 0 1 0 0 # 0 0

Values are number of animal with findings.

# : Not applicable.

a : Urine occult blood was negative by testing with urine test strips.
b : Included non-pregnant animal.



Table 3 Body weight of male rats dosed orally with 2-Ethyl-9,10-anthraquinone in the reproduction/developmental toxicity screening test (SR09204)

Number Body weight (g) Body weight gain (g)
of Administration day

Group animals 1 2 5 7 10 14 21 28 35 42 1-42 %
0 mg/kg 12 Mean 375.7 377.0 391.6 399.8 4111 426.9 451.0 474.6 493.8 511.8 136.1 36.070
S.D. 19.2 20.6 23.3 24.0 27.2 30.2 31.7 334 39.3 42.7 26.2 5.571
(11 ° (11 ° (11 °
2 mg/kg 12 Mean 3714 374.6 389.6 397.0 405.6 422.2 447.4 467.4 487.7 506.4 133.3 35.735
S.D. 14.6 15.3 16.6 17.7 17.7 18.4 17.5 204 22.7 24.2 16.9 4.421
10 mg/kg 12 Mean 372.8 374.2 387.2 3915 402.3 417.6 445.4 469.4 490.4 509.8 136.9 36.523
S.D. 16.5 16.5 17.6 17.6 20.3 22.5 26.4 35.1 43.8 50.9 38.7 9.236
50 mg/kg 12 Mean 372.1 363.1 377.2 379.8* 388.6* 406.0 431.3 459.4 481.5 502.0 129.9 34.850
S.D. 141 14.6 151 17.7 18.2 23.0 21.7 25.5 314 35.6 27.0 6.706

Body weight gain (%) = (body weight gain / body weight on Day 1) x 100.
* . Significantly different from the 0 mg/kg group at p =0.05 (Dunnett's test).
a : 1 male was excluded from calculation because of fracture of both upper incisors.



Table 4 Body weight during pre-mating period of female rats dosed orally with 2-Ethyl-9,10-anthraquinone in the reproduction/developmental toxicity screening test (SR09204)

Number Body weight (g) Body weight gain (g)
of Pre-mating day
Group animals 1 2 5 7 10 14 1-14 %
0 mg/kg 12 Mean  244.3 241.7 250.3 253.3 256.5 264.7 20.4 8.325
S.D. 12.6 134 13.6 14.4 16.4 18.3 9.9 3.998
2 mg/kg 12 Mean 2435 242.0 249.7 2511 252.8 261.1 17.6 7.208
S.D. 115 13.7 134 13.2 14.7 14.9 7.3 3.045
10 mg/kg 12 Mean 2446 237.8 2479 248.3 250.8 257.7 13.1 5.296
S.D. 9.0 12.4 8.5 12.0 13.0 14.9 7.7 2.999
50 mg/kg 12 Mean 2453 233.9 245.8 246.0 248.3 2575 12.3 5.063
S.D. 11.7 10.1 11.9 12.6 11.6 12.6 9.6 3.976

Body weight gain (%) = (body weight gain / body weight on Day 1) x 100.



Table 5 Body weight during gestation period of female rats dosed orally with 2-Ethyl-9,10-anthraquinone in the reproduction/developmental toxicity screening test (SR09204)

Number Body weight (g) Body weight gain (g)
of Gestation day
Group animals 0 1 3 5 7 10 14 17 20 0-20 %
0 mg/kg 12 Mean  271.9 279.4 295.5 306.0 316.2 331.8 355.4 387.9 439.4 167.5 61.458
S.D. 155 16.1 19.4 20.4 22.1 24.8 27.1 30.1 36.6 23.9 6.770
2 mg/kg 12 Mean  269.0 273.8 288.8 300.9 311.0 328.2 350.8 382.5 433.0 164.0 61.203
S.D. 16.3 16.6 16.6 15.2 171 15.0 16.4 17.6 19.7 141 6.618
10 mg/kg 11 Mean  270.9 277.2 289.5 300.0 312.2 326.9 352.7 385.3 434.0 163.1 60.157
S.D. 13.7 14.7 16.8 17.8 22.8 20.5 23.7 26.3 27.8 16.6 4.631
50 mg/kg 12 Mean  267.8 274.3 288.5 299.9 309.8 324.8 348.2 380.5 430.2 162.3 60.946
S.D. 23.8 23.3 23.6 22.2 225 22.6 21.4 23.2 29.1 14.7 7.070

Body weight gain (%) = (body weight gain / body weight on Day 0) x 100.



Table 6 Body weight during lactation period of female rats dosed orally with 2-Ethyl-9,10-anthraquinone in the reproduction/developmental toxicity screening test (SR09204)

Number Body weight (g) Body weight gain (g)
of Lactation day
Group animals 0 1 4 0-4 %
0 mg/kg 12 Mean 328.7 327.4 345.0 16.3 5.120
S.D. 27.2 26.3 26.0 15.1 4.725
2 mg/kg 12 Mean 317.8 322.9 344.6 26.8 8.468
S.D. 18.2 21.2 17.6 6.6 2.136
10 mg/kg 11 Mean 326.3 331.4 349.4 23.1 7.332
S.D. 27.2 25.8 21.2 14.4 4.893
50 mg/kg 12 Mean 318.3 321.4 345.8 275 8.702
S.D. 211 23.4 26.2 16.4 5.310

Body weight gain (%) = (body weight gain / body weight on Day 0) x 100.



Table 7 Food consumption of male rats dosed orally with 2-Ethyl-9,10-anthraquinone in the reproduction/developmental toxicity screening test (SR09204)

Number Food consumption (g/rat/day)
of Administration day
Group animals -1~1 1~2 2~5 5~7 7~10 10~14 21~28 28~35 35~42
0 mg/kg 12 Mean  28.33 25.75 26.81 26.71 27.27 27.21 27.48 27.67 26.51
S.D. 2.15 2.56 211 2.68 2.17 1.93 2.23 2.56 2.04
(11 °
2 mg/kg 12 Mean  27.83 25.08 27.06 26.83 26.51 27.13 27.48 27.41 25.87
S.D. 2.52 2.11 2.11 2.38 171 1.69 1.60 1.78 1.95
10 mg/kg 12 Mean  27.42 25.58 26.74 25.88 26.55 27.11 27.97 28.03 27.01
S.D. 211 2.02 1.79 1.92 1.85 2.53 2.70 2.90 3.02
(11)°
50 mg/kg 12 Mean  26.83 17.58**  24.07** 22.75** 24.06** 25.67 27.35 27.46 26.16
S.D. 2.29 3.96 2.24 2.29 2.07 2.17 1.40 1.94 1.81

The number in the parentheses is the number of animals used for the measurement.
a : 1 male was excluded from calculation because of fracture of both upper incisors.
b : Not measured in 1 female because this animal was in the course of mating.

** : Significantly different from the 0 mg/kg group at p =0.01 (Dunnett's test).



Table 8 Food consumption during pre-mating period of female rats dosed orally with 2-Ethyl-9,10-anthraquinone in the reproduction/developmental toxicity screening test (SR09204)

Number Food consumption (g/rat/day)
of Pre-mating day
Group animals -1~1 1~-2 2~5 5~7 7~10 10~14
0 mg/kg 12 Mean 20.08 17.00 18.95 19.25 19.83 20.15
S.D. 3.82 3.02 1.62 251 1.80 1.82
2 mg/kg 12 Mean 19.92 17.42 19.11 18.96 19.24 20.03
S.D. 2.54 3.37 1.99 2.27 1.55 1.29
10 mg/kg 12 Mean 20.67 14.58 18.52 17.83 19.23 19.88
S.D. 2.06 3.34 1.60 3.17 1.53 2.07
50 mg/kg 12 Mean 20.67 12.50**  17.92 17.33 18.78 19.67
S.D. 2.15 2.43 2.18 2.03 131 1.65

** : Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's test).



Table 9 Food consumption during gestation period of female rats dosed orally with 2-Ethyl-9,10-anthraquinone in the reproduction/developmental toxicity screening test (SR09204)

Number Food consumption (g/rat/day)
of Gestation day
Group animals 0~1 1-3 3~5 5~7 7~10 10~14 14~17 17~20
0 mg/kg 12 Mean 19.58 24.92 25.33 26.21 27.08 26.58 26.61 24.52
S.D. 2.94 2.43 3.54 3.79 3.94 3.44 2.83 3.16
2 mg/kg 12 Mean 18.58 24.42 26.00 25.92 26.67 26.21 25.74 24.57
S.D. 3.23 1.90 1.77 2.53 1.86 171 1.97 2.22
10 mg/kg 11 Mean 20.91 24.36 25.36 27.05 27.24 27.46 27.49 24.65
S.D. 2.63 3.19 3.58 4.38 3.87 451 4.10 2.75
50 mg/kg 12 Mean 18.92 23.92 24.50 25.42 25.44 25.63 26.60 24.55

S.D. 2.64 1.59 2.52 2.72 231 1.34 1.63 2.65




Table 10 Food consumption during lactation period of female rats dosed orally with 2-Ethyl-9,10-anthraquinone in the reproduction/developmental toxicity screening test (SR09204)

Number Food consumption (g/rat/day)
of Lactation day
Group animals 0~1 1~4
0 mg/kg 12 Mean 17.17 36.02
S.D. 3.97 3.35
2 mg/kg 12 Mean 17.67 37.42
S.D. 4.50 3.21
10 mg/kg 11 Mean 20.27 36.26
S.D. 4.08 5.61
50 mg/kg 12 Mean 19.08 37.60

S.D. 5.47 4.54




Table 11  Gross findings of male rats dosed orally with 2-Ethyl-9,10-anthraquinone in the reproduction/developmental toxicity screening test (SR09204)

Group 0 mg/kg 2 mg/kg 10 mg/kg 50 mg/kg

Findings
Number of animals examined 12 12 12 12
Number of surviving animals 12 12 12 12
Number of animals with no abnormal findings 11 12 12 11
Number of animals with abnormal findings 1 0 0 1

Abnormal findings
Testis (unilateral) : Small size 1 0 0 0
Epididymis (unilateral) : Small size
lleum : Diverticulum (6 X3X3, mm) 0 0 0 1

[any
o
o
o

Values are number of animals with findings.



Table 12 Gross findings of female rats dosed orally with 2-Ethyl-9,10-anthraquinone in the reproduction/developmental toxicity screening test (SR09204)

Group 0 mg/kg 2 mg/kg 10 mg/kg 50 mg/kg
Findings
Number of animals examined 12 12 12 12
Number of pregnant animals 12 12 11 12
No abnormal findings 12 12 11 11
Kidney (unilateral) : Dilatation, renal pelvis 0 0 0 1
Number of non-pregnant animals 0 0 1 0
No abnormal findings # # 1 #

Values are number of animals with findings.
# : Not applicable.



Table 13 Absolute and relative organ weights of male rats dosed orally with 2-Ethyl-9,10-anthraquinone in the reproduction/developmental toxicity screening test (SR09204)

Number Body
of weight Testis Epididymis Prostate Seminal vesicle
Group animals g g % g % mg 1070 g %
0 mg/kg 12 Mean 514.0 3.217 0.626 1.348 0.263 808.0 158.514 2.328 0.454
S.D. 43.6 0.483 0.080 0.154 0.031 144.6 33.513 0.355 0.066
2 mg/kg 12 Mean 503.8 3.328 0.662 1.314 0.261 758.9  150.755 2.379 0.472
S.D. 235 0.185 0.044 0.071 0.020 126.6 25.354 0.285 0.053
10 mg/kg 12 Mean 513.7 3.378 0.662 1.344 0.263 707.3  138.094 2.337 0.458
S.D. 49.8 0.281 0.071 0.089 0.030 89.8 16.223 0.192 0.048
50 mg/kg 12 Mean 503.4 3.338 0.666 1.308 0.261 7447 148515 2.483 0.495
S.D. 35.9 0.145 0.045 0.097 0.024 138.8 28.895 0.270  0.064




Table 14 Histopathological findings of male rats dosed orally with 2-Ethyl-9,10-anthraquinone in the reproduction/developmental toxicity screening test (SR09204)

Item 0 mg/kg 50 mg/kg
Number of animals examined 12 12
Organ: Findings Grade
leum: Diverticulum + # 1)
Testis: Atrophy, seminiferous tubule +++ 1 0
Edema, interstitium + 1 0
Epididymis: Decrease, spermatozoa +++ 1 0
Cell debris, lumen ++ 1 0

Values are number of animals with findings.
Values in parentheses are number of animals examined.
# : Not applicable.

Grade; +: slight change, ++: moderate change, +++: severe change.



Table 15 Histopathological findings of female rats dosed orally with 2-Ethyl-9,10-anthraquinone in the reproduction/developmental toxicity screening test (SR09204)

Item 0 mg/kg 50 mg/kg
Number of animals examined 12 12
Organ: Findings Grade
Kidney: Dilatation, renal pelvis + # 1(1)
Regeneration, tubular epithelium + # 1)
Ovary: Cyst, lutein + 1 1

Values are the number of animals with findings.
Values in parentheses are number of animals examined.
#: Not applicable.

Grade; +: slight change.



Table 16

Stages of spermatogenesis of male rats dosed orally with 2-Ethyl-9,10-anthraquinone in the reproduction/developmental toxicity screening test

(SR09204)
Stage I-VI
Number of cells
Number Sertoli cell Spermatodonia Pachytene Round
of ertoli cefls P g spermatocytes spermatids
Group animals /ST /ST /SC /ST /SC /ST /SC
0 mg/kg 12 Mean 22.35 19.32 0.872 52.10 2.330 137.58 6.180
S.D. 1.79 2.15 0.145 5.48 0.135 11.11 0.575
50 mg/kg 12 Mean 22.78 18.05 0.798 49.18 2.167 136.28 5.996
S.D. 1.64 3.41 0.179 5.10 0.245 8.62 0.365
Stage VII-VIII
Number of cells
Number sertoli cell Spermatogonia Preleptotene Pachytene Round
of ertofi cells P g spermatocytes spermatocytes spermatids
Group animals /ST /ST /SC /ST /SC /ST /SC /ST /SC
0 mg/kg 12 Mean 22.25 1.60 0.073 40.68 1.832 58.72 2.643 128.95 5.790
S.D. 1.59 0.37 0.022 5.37 0.214 5.43 0.217 14.23 0.407
50 mg/kg 12 Mean 22.10 1.57 0.071 39.90 1.816 57.47 2.621 129.63 5.891
S.D. 1.56 0.46 0.024 4.17 0.237 4.67 0.345 8.37 0.534
ST : Seminiferous tubule. (to be continued)

SC : Sertoli cell per seminiferous tubule.



Table 16 ~ Stages of spermatogenesis of male rats dosed orally with 2-Ethyl-9,10-anthraquinone in the reproduction/developmental toxicity screening test
(SR09204) (continued)

Stage IX-XI
Number of cells
Number . . Leptotene Pachytene
of Sertoli cells Spermatogonia spermatocytes spermatocytes
Group animals /ST /ST /SC /ST /SC /ST /SC
0 mg/kg 12 Mean 23.15 3.68 0.159 48.73 2.106 63.43 2.747
S.D. 1.34 0.48 0.025 4.42 0.165 4.17 0.232
50 mg/kg 12 Mean 22.98 3.45 0.152 47.10 2.052 62.15 2.708
S.D. 1.58 0.79 0.039 5.16 0.205 4.29 0.155
Stage XII-X1V
Number of cells
N .
Ofumber Sertoli cells Spermatogonia Spermatocytes 1 Spermatocytes 2
Group animals /ST /ST /SC /ST /SC /ST /SC
0 mg/kg 12 Mean 23.27 3.87 0.168 50.23 2.168 68.28 2.949
S.D. 1.96 0.82 0.041 5.24 0.233 5.89 0.306
50 mg/kg 12 Mean 22.95 4.03 0.178 49.68 2.174 65.80 2.875
S.D. 1.87 1.21 0.058 4.60 0.238 5.65 0.244

ST : Seminiferous tubule.
SC : Sertoli cell per seminiferous tubule.

Spermatocytes 1 : Zygotene / Pachytene spermatocytes.
Spermatocytes 2 : Pachytene / Diplotene spermatocytes.



Table 17

Reproduction performance of parental rats dosed orally with 2-Ethyl-9,10-anthraquinone in the reproduction/developmental toxicity screening test (SR09204)

Estrous cycle Copulation index Fertility Gestation Nursing

Length Abnomal estrous Male Female index index Gestation length index
(days) cycle Incidence Incidence Incidence Incidence (days) Incidence

Group Mean S.D. Incidence (%) (%) (%) (%) (%) Mean S.D. (%)
0 mg/kg 400 0.00 0/12 (0.0 12/12 12/12 12/12 12/12 22.1 0.3 12/12
(100.0) (100.0) (100.0) (100.0) (100.0)

2 mg/kg 417 034 0/12 0.0 12/12 12/12 12/12 12/12 22.2 0.4 12/12
(100.0) (100.0) (100.0) (100.0) (100.0)

10 mg/kg 408 029 0/12 0.0 12/12 12/12 11/12 11/11 22.5* 0.5 11/11
(100.0) (100.0) (91.7) (100.0) (100.0)

50 mg/kg 406 021 1/12 (8.3) 12/12 12/12 12/12 12/12 22.3 0.5 12/12
(100.0) (100.0) (100.0) (100.0) (100.0)

Abnormal estrous cycle = (number of female with abnormal estrous cycle / number of females examined) x 100.
Copulation index = (number of copulated animals / number of animals mated) x 100.
Fertility index = (number of pregnant females / number of copulated females) x 100.

Gestation index = (number of females with live pups / number of pregnant females) x 100.
Nursing index = (number of females nursing live pups on lactation day 4 / number of females with live pups delivery) x 100.

* . Significantly different from the 0 mg/kg group at p=0.05 (Dunnett's test).



Table 18 Pregnancy and litter data of rats dosed orally with 2-Ethyl-9,10-anthraquinone in the reproduction/developmental toxicity screening test (SR09204)

Lactation day 0 Lactation day 4
Number Number of Number of Implantation  Delivery Number of Number of Number of Sex ratio Live birth Number of Sexratio  Viability
of corpora implantation index (%) index (%) total pups total dead total live Pupshborn Live pups index (%) total live index (%)
Group Dams lutea sites born pups pups pups

0 mg/kg 12 Mean 16.7 16.2 96.859 95.245 154 0.0 154 0.538 0.538 100.000 15.1 0.547 97.970
S.D. 1.8 2.1 4.352 5.939 2.4 0.0 2.4 0.116 0.116 0.000 2.2 0.123 3.862
2 mg/kg 12 Mean 16.3 16.1 98.526 94.397 15.2 0.0 15.2 0.534 0.534 100.000 14.9 0.532 98.398
S.D. 1.2 1.2 2.671 6.143 13 0.0 13 0.102 0.102 0.000 1.2 0.100 2.904
10 mg/kg 11 Mean 15.1+ 14.7 97.614 95.047 14.0 0.1 13.9 0.464 0.461 99.394 13.3 0.454 95.346
S.D. 0.7 0.9 4.456 3.207 1.0 0.3 0.9 0.105 0.103 2.011 2.1 0.118 12.916
50 mg/kg 12 Mean 15.9 15.8 99.020 92.233 14.6 0.2 144 0.521 0.522 98.923 14.3 0.519 99.444
S.D. 14 14 3.395 5.710 2.1 0.4 2.1 0.071 0.078 2.516 2.1 0.073 1.925

Implantation index = (Number of implantation sites / number of corpora lutea) x 100.

Delivery index = (Number of pups born / number of implantation sites) x 100.

Sex ratio on Lactation day 0 = (number of male pups born / number of pups born) and (number of live male pups / number of live pups).
Sex ratio on Lactation day 4 = number of live male pups / number of live pups.

Live birth index = (Number of live pups on lactation day 0 / number of pups born) x 100.

Viability index = (Number of live pups on lactation day 4 / number of live pups on lactation day 0) x 100.

+: Significantly different from the 0 mg/kg group at p=0.05 (Mann-Whitney's U-test).



Table 19 General appearance of pups in the reproduction/developmental toxicity screening test of 2-Ethyl-9,10-anthraquinone in rats (SR09204)
Male Female
Lactation day Lactation day

Group Findings 0 1 2 3 4 0 1 2 3 4
0 mg/kg Number of pups examined 101 101 101 101 101 84 84 83 82 81
No abnormal findings 100 101 101 100 100 84 83 82 81 81

Milk-band negative 1 0 0 1 0 0 0 0 0 0

Death 0 0 0 0 1 0 1 1 1 0

Lost 0 0 0 0 0 0 1 0 1 0

2 mg/kg Number of pups examined 97 97 95 95 95 85 85 85 84 84
No abnormal findings 95 95 95 94 93 85 84 84 84 84

Milk-band negative 2 0 0 1 2 0 1 0 0 0

Death 0 2 0 0 0 0 0 1 0 0

Lost 0 2 0 0 0 0 0 1 0 0
10 mg/kg Number of pups examined 72 71 70 68 68 82 82 79 78 78
No abnormal findings 70 68 67 67 67 80 78 78 78 78

Milk-band negative 0 1 0 0 0 2 1 0 0 0

Lost, a half of tail, because of traume 1 1 1 1 1 0 0 0 0 0

Death 1 1 2 0 0 0 3 1 0 0

Lost 0 0 2 0 0 0 2 1 0 0
50 mg/kg Number of pups examined 92 91 91 91 90 83 82 82 82 82
No abnormal findings 91 91 91 90 90 82 82 82 82 82

Death 1 0 0 1 0 1 0 0 0 0

Values are number of animals with findings.



Table 20 Body weight of pups in the reproduction/developmental toxicity screening test of 2-Ethyl-9,10-anthraquinone in rats (SR09204)

Body weight (g)
Number Male Female
of Lactation day Lactation day
Group animals 0 1 4 0 1 4
0 mg/kg 12 Mean 6.50 7.15 10.39 6.06 6.63 9.73
S.D. 0.63 0.82 1.14 0.57 0.69 0.78
2 mg/kg 12 Mean 6.60 7.19 10.45 6.22 6.72 9.76
S.D. 0.53 0.56 0.91 0.47 0.54 0.90
10 mg/kg 11 Mean 7.12* 7.77 11.37 6.69* 7.35 10.69
S.D. 0.58 0.84 1.33 0.59 0.88 1.47
50 mg/kg 12 Mean 6.77 7.32 10.74 6.41 6.93 10.21
S.D. 0.54 0.65 1.20 0.57 0.73 1.28

* : Significantly different from the 0 mg/kg group at p=0.05 (Dunnett's test).



Table 21  Gross findings of pups in the reproduction/developmental toxicity screening test of 2-Ethyl-9,10-anthraquinone in rats (SR09204)

Male Female
Findings Group Omg/kg 2mg/kg 10mg/kg 50 mg/kg Omg/kg 2mg/kg 10mg/kg 50 mg/kg

Findings of pups euthanized on day 4 of lactation

Number of live pups examined 100 95 68 90 81 84 78 82

No abnormal findings 100 95 66 90 81 84 78 82

Abnormal findings 0 0 2 0 0 0 0 0

Kidney : Dilatation renal pelvis (unilateral) 0 0 1 0 0 0 0 0

Ureter : Dilatation (unilateral) 0 0 1 0 0 0 0 0

External : Lost, a half of tail, because of trauma 0 0 1 0 0 0 0 0
Findings of dead pups during days 0-4 of lactation

Number of dead pups 1 2 4 2 3 1 4

Lost 0 2 2 0 2 1 3 0

Number of pups examined 1 0 2 2 1 0 1 1

No abnormal findings 1 0 2 2 1 0 1 1

Values are number of pups with findings.



Symbols and process for statistical analysis in individual data

M/C: Values for Bartlett's test for homogeneity of variance,
p=0.05 ------------ > Kruskal-Wallis test

t : Significant difference, p=0.10
*: Significant difference, p=0.05
** . Significant difference, p=0.01

t': Values for Dunnett's procedure
U : Values for Mann-Whitney’s U-test
*: Significant difference, p=0.05

** . Significant difference, p=0.01

X?: Values for chi-square test
p : Values for Fisher's exact probability test
*: Significant difference, p=0.05

** . Significant difference, p=0.01



INDIVIDUAL DATA 1-1-1
STUDY NO. SR09204 TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
General appearance  ANIMAL : Rat, Crl:CD(SD) SEX: Male GROUP : 0 mg/kg

Administration period (day) Autopsy
Animal No. 1-42 day
101 N N
102 N N
103 N N
104 N N
105 N N
106 N N
107 N N
108 N N
109 N N
110 N N
111 N N
112 N N

N : No abnormal findings.



INDIVIDUAL DATA 1-1-2
STUDY NO. SR09204 TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
General appearance  ANIMAL : Rat, Crl:CD(SD) SEX: Male GROUP : 2 mg/kg

Administration period (day) Autopsy
Animal No. 1-36 37-42 day

201
202
203
204
205
206
207
208
209
210
211
212

3z

222222222222
22222222222
2Z2Z2Z2Z2Z2Z2Z2Z2Z22Z2

N : No abnormal findings.
Fra : Fracture of both upper incisors.



INDIVIDUAL DATA 1-1-3
STUDY NO. SR09204 TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
General appearance  ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP : 10 mg/kg

Administration period (day) Autopsy
Animal No. 1-42 day
301 N N
302 N N
303 N N
304 N N
305 N N
306 N N
307 N N
308 N N
309 N N
310 N N
311 N N
312 N N

N : No abnormal findings.



INDIVIDUAL DATA 1-1-4
STUDY NO. SR09204 TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
General appearance  ANIMAL : Rat, Crl:CD(SD) SEX: Male GROUP : 50 mg/kg

Administration period (day)

Animal No. 1 2 3 4 5 6 7 8 910 11 12 13 14 1517 18,19 20 21 22 23-27 28 29-33
401 N N N N N N Re N N N N N N N N N N Re N N N
402 N N N N N N N N N N N N N N N Re N N N N N
403 N N N N N N N N N N N N N N N Re N N N N N
404 N Re N N N N N N N N N N N N N Re N N N Re N
405 N Re N N N N N N N N N N Re N N N N N N N N
406 N N N N Re N N N N N N N N N N N N N N N N
407 N N N N N N N Re N N N N Re N N N N N N Re N
408 N N N N Re N N N N Re N N Re N N N N N N N N
409 N Re N N N N N N N Re N N N N N N N N N N N
410 N N N N Re N N N N Re Re N N N N N N N N N N
411 N Re Re N N N N N N N N N N N N Re N N N N N
412 N Re N N Re N N N N Re N N N N Re® N N N N N N

N : No abnormal findings. (to be continued)

Re : Reddish urine (Urine occult blood was negative by testing with urine test strips).
a : This finding was detected during cohabitation with a female(No.462).



INDIVIDUAL DATA 1-1-4 (continued)
STUDY NO. SR09204 TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
General appearance  ANIMAL : Rat, Crl:CD(SD) SEX: Male GROUP : 50 mg/kg

Administration period (day) Autopsy
Animal No. 34 35 36 37 38,39 40,41 42 day
401 N N N N N N N N
402 N N N N N N Re N
403 N N N N N N Re N
404 N N N N N N N N
405 N N N N N N N N
406 N Re N N N N N N
407 N N N Re N N N N
408 Re Re N N N N N N
409 N N N N N N Re N
410 N N N Re Re N Re N
411 N N N N N N N N
412 N N N N N N N N

N : No abnormal findings.
Re : Reddish urine (Urine occult blood was negative by testing with urine test strips.)



INDIVIDUAL DATA 1-2-1
STUDY NO. SR09204 TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
General appearance  ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : 0 mg/kg

Pre-mating Mating Gestation Lactation
day day day day Autopsy
Animal No. 1-14 15 16 17 0-21 22 0-3 day
151 N # # # N # N N
152 N # # # N # N N
153 N N # # N # N N
154 N N N N N # N N
155 N N N N N # N N
156 N N N N N # N N
157 N N # # N # N N
158 N # # # N # N N
159 N N N N N # N N
160 N N N # N # N N
161 N N N # N # N N
162 N N # # N N N N

N : No abnormal findings.
# : Not applicable.



INDIVIDUAL DATA 1-2-2
STUDY NO. SR09204 TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
General appearance  ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : 2 mg/kg

Pre-mating Mating Gestation Lactation
day day day day Autopsy
Animal No. 1-14 15 16 17 0-21 22 0-3 day

251 N N N N N # N N
252 N N # # N # N N
253 N N N N N # N N
254 N N # # N # N N
255 N N # # N # N N
256 N N # # N # N N
257 N N # # N N N N
258 N N N N N # N N
259 N N # # N # N N
260 N N N # N # N N
261 N N # # N # N N
262 N N N N N N N N

N : No abnormal findings.
# : Not applicable.



INDIVIDUAL DATA 1-2-3
STUDY NO. SR09204 TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
General appearance  ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 10 mg/kg

Pre-mating Mating Gestation Lactation
day day day day Autopsy
Animal No. 1-14 15 16 17 0-21 22 23-25 0-3 day
351 N # # # N N # N N
352 N N N N N # # N N
353 N # # # N N # N N
354 N N N N N # # N N
355 N # # # N N # N N
356 N N N N N # # N N
357 N N N N N N # N N
358° N # # # N N N # N
359 N N N N N N # N N
360 N N # # N N # N N
361 N N N N N # # N N
362 N N # # N # # N N
N : No abnormal findings. # : Not applicable.

a : Non-pregnant.



INDIVIDUAL DATA 1-2-4
STUDY NO. SR09204 TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
General appearance  ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 50 mg/kg

Pre-mating Mating Gestation Lactation
day day day day Autopsy
Animal No. 1-6 7 814 15 16 17 18,19 20-27 0,1 2 3 4 521 22 0-3 day
451 N N N # # # # # N N N N N # N N
452 N N N N N N # # N N N N N N N N
453 N N N N N N # # N Re N N N N N N
454 N N N # # # # # N N N N N # N N
455 N N N N N N # # N Re N N N N N N
456 N N N N N N # # N N N N N # N N
457 N N N # # # # # N N N N N # N N
458 N N N N # # # # N N N N N # N N
459 N N N N N N # # N N N N N N N N
460 N N N N # # # # N N N Re N # N N
461 N Re N N N N # # N N N N N # N N
462 N N N N N N Re N N N N N N # N N

N : No abnormal findings.

Re : Reddish urine (Urine occult blood was negative by testing with urine test strips).
# : Not applicable.

a : This finding was detected during cohabitation with a male (N0.412).



INDIVIDUAL DATA 2-1-1
STUDY NO. SR09204  TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
Body weight ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP : 0 mg/kg

Body weight (g) Body weight gain (g)
Administration day

Animal No. 1 2 5 7 10 14 21 28 35 42 1-42 %
101 348 346 358 364 379 392 421 447 463 475 127 36.49
102 356 352 370 378 384 392 416 439 449 459 103 28.93
103 359 363 375 382 396 415 431 453 465 479 120 33.43
104 366 366 381 392 396 410 432 454 475 501 135 36.89
105 367 369 380 386 398 413 437 458 479 500 133 36.24
106 371 375 381 388 392 405 425 442 466 480 109 29.38
107 373 371 380 389 393 409 435 459 466 485 112 30.03
108 385 388 404 412 434 447 474 499 519 538 153 39.74
109 385 387 403 411 421 436 458 489 510 521 136 35.32
110 391 391 411 417 429 448 473 493 508 529 138 35.29
111 388 395 416 431 447 473 496 519 549 572 184 47.42
112 419 421 440 447 464 483 514 543 577 602 183 43.68
N 12 12 12 12 12 12 12 12 12 12 12 12
Mean 375.7 377.0 391.6 399.8 411.1 426.9 451.0 474.6 493.8 511.8 136.1 36.070
S.D. 19.2 20.6 23.3 24.0 27.2 30.2 317 33.4 39.3 42.7 26.2 5.571
S.E. 5.6 6.0 6.7 6.9 7.8 8.7 9.2 9.7 11.3 12.3 7.6 1.608
M/C 1.3010 1.5867 2.3727 1.6609 2.6230 2.6942 4.0466 3.7708 4.8066 5.3860 6.4294 5.9348

F 0.1593 1.6167 1.4513 246941  2.4527t  1.6831 1.4376 0.5568 0.2638 0.1374 0.1481 0.1312



INDIVIDUAL DATA 2-1-2
STUDY NO. SR09204  TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
Body weight ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP :2 mg/kg

Body weight (g) Body weight gain (g)
Administration day

Animal No. 1 2 5 7 10 14 21 28 35 42 1-42 %
201 353 356 368 378 384 401 430 457 478 498 145 41.08

202° 353 354 372 376 383 401 436 449 470 (468) (115) (32.58)
203 361 364 376 383 393 409 430 439 453 477 116 32.13
204 364 364 378 388 397 412 431 456 472 487 123 33.79
205 366 374 388 397 409 421 450 476 500 516 150 40.98
206 366 369 385 392 403 419 442 461 473 487 121 33.06
207 369 371 386 391 406 432 459 481 496 512 143 38.75
208 380 381 394 404 404 421 440 450 474 492 112 29.47
209 373 376 389 390 400 409 438 460 487 493 120 32.17
210 378 384 400 406 411 430 458 482 502 520 142 37.57
211 396 398 419 428 439 455 485 512 538 562 166 41.92
212 398 404 420 431 438 456 470 486 509 526 128 32.16
N 12 12 12 12 12 12 12 12 12 11 11 11
Mean 371.4 374.6 389.6 397.0 405.6 422.2 4474 467.4 487.7 506.4 1333 35.735
S.D. 14.6 15.3 16.6 17.7 17.7 18.4 175 20.4 22.7 24.2 16.9 4.421
S.E. 4.2 4.4 4.8 5.1 5.1 5.3 5.0 5.9 6.6 7.3 5.1 1.333

t' 0.3465 0.6357

a : Values in parentheses are excluded from calculation because of fracture of both upper incisors from Days 37 to 42 of administration.



INDIVIDUAL DATA 2-1-3

STUDY NO. SR09204  TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)

Body weight ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP : 10 mg/kg

Body weight (g) Body weight gain (g)
Administration day

Animal No. 1 2 5 7 10 14 21 28 35 42 1-42 %
301 342 348 361 370 379 394 417 438 449 465 123 35.96
302 357 358 371 375 392 404 422 431 447 471 114 31.93
303 363 360 375 379 381 396 422 449 462 471 108 29.75
304 360 362 373 376 384 400 423 439 456 468 108 30.00
305 371 372 392 393 408 424 444 473 484 487 116 31.27
306 369 370 384 387 400 416 453 481 509 539 170 46.07
307 371 371 374 378 379 388 415 427 441 446 75 20.22
308 378 380 392 398 412 429 462 490 517 548 170 44.97
309 381 380 392 395 406 414 444 455 470 491 110 28.87
310 390 391 402 405 420 443 475 507 538 564 174 44.62
311 391 393 409 414 425 446 475 508 538 565 174 44.50
312 401 405 421 428 442 457 493 535 574 602 201 50.12
N 12 12 12 12 12 12 12 12 12 12 12 12
Mean 372.8 374.2 387.2 3915 402.3 417.6 4454 469.4 490.4 509.8 136.9 36.523
S.D. 16.5 16.5 17.6 17.6 20.3 22,5 26.4 35.1 43.8 50.9 38.7 9.236
S.E. 4.8 4.8 5.1 5.1 5.9 6.5 7.6 10.1 12.6 14.7 11.2 2.666

t 1.0394 1.0113



INDIVIDUAL DATA 2-1-4

STUDY NO. SR09204  TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)

Body weight ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP : 50 mg/kg

Body weight (g) Body weight gain (g)
Administration day

Animal No. 1 2 5 7 10 14 21 28 35 42 1-42 %
401 356 348 361 361 367 382 419 459 480 502 146 41.01
402 355 349 360 362 373 384 405 421 429 441 86 24.23
403 358 343 362 363 374 390 414 434 460 478 120 33.52
404 361 353 371 371 387 402 427 454 476 492 131 36.29
405 364 357 367 373 381 402 416 439 463 474 110 30.22
406 367 365 377 378 386 394 423 452 472 483 116 31.61
407 373 360 364 363 365 380 416 448 462 490 117 31.37
408 378 374 387 390 396 411 439 462 478 502 124 32.80
409 378 359 387 385 402 429 455 489 519 552 174 46.03
410 391 378 394 409 420 452 474 508 539 557 166 42.46
411 391 385 403 410 418 437 463 493 526 554 163 41.69
412 393 386 393 393 394 409 425 454 474 499 106 26.97
N 12 12 12 12 12 12 12 12 12 12 12 12
Mean 372.1 363.1 377.2 379.8 388.6 406.0 431.3 459.4 481.5 502.0 129.9 34.850
S.D. 141 14.6 15.1 17.7 18.2 23.0 21.7 25.5 314 35.6 27.0 6.706
S.E. 4.1 4.2 4.3 5.1 5.3 6.6 6.3 7.4 9.1 10.3 7.8 1.936

t 2.5093*  2.6005*



INDIVIDUAL DATA 2-2-1
STUDY NO. SR09204  TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
Body weight ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : 0 mg/kg

Body weight (g) on pre-mating period Body weight gain (g)
Administration day

Animal No. 1 2 5 7 10 14 1-14 %
151 232 228 231 229 234 238 6 2.59
152 246 239 250 242 257 271 25 10.16
153 233 236 241 244 251 260 27 11.59
154 235 227 242 245 240 249 14 5.96
155 243 235 251 259 250 256 13 5.35
156 241 233 251 248 245 249 8 3.32
157 247 244 250 250 258 263 16 6.48
158 258 255 266 259 264 275 17 6.59
159 246 240 251 256 254 264 18 7.32
160 232 239 241 256 260 265 33 14.22
161 242 248 245 263 266 275 33 13.64
162 276 276 284 288 299 311 35 12.68
N 12 12 12 12 12 12 12 12
Mean 244.3 241.7 250.3 253.3 256.5 264.7 20.4 8.325
S.D. 12.6 134 13.6 14.4 16.4 18.3 9.9 3.998
S.E. 3.6 3.9 3.9 4.2 4.7 5.3 2.9 1.154
M/C 12026  1.1487 2.6433 0.4005 1.4076 1.5186 1.4748 1.6102

F 0.0499 11168 0.3410 0.7065 0.7224  0.5858 2.3358t  2.3475f



INDIVIDUAL DATA 2-2-2
STUDY NO. SR09204  TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
Body weight ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : 2 mg/kg

Body weight (g) on pre-mating period Body weight gain (g)
Administration day

Animal No. 1 2 5 7 10 14 1-14 %
251 230 216 234 234 228 237 7 3.04
252 232 239 242 240 248 255 23 9.91
253 238 225 243 239 238 242 4 1.68
254 236 240 240 245 248 258 22 9.32
255 232 237 240 246 247 261 29 12.50
256 236 239 235 240 245 249 13 5.51
257 247 238 256 256 254 268 21 8.50
258 244 242 249 252 248 255 11 451
259 247 250 251 253 258 265 18 7.29
260 261 265 272 277 278 282 21 8.05
261 257 253 261 260 264 277 20 7.78
262 262 260 273 271 277 284 22 8.40
N 12 12 12 12 12 12 12 12
Mean 243.5 242.0 249.7 251.1 252.8 261.1 17.6 7.208
S.D. 115 13.7 134 13.2 14.7 14.9 7.3 3.045
S.E. 3.3 4.0 3.9 3.8 4.2 4.3 2.1 0.879

t 0.7953 0.7738



INDIVIDUAL DATA 2-2-3
STUDY NO. SR09204  TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
Body weight ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 10 mg/kg

Body weight (g) on pre-mating period Body weight gain (g)
Administration day

Animal No. 1 2 5 7 10 14 1-14 %
351 236 233 246 236 241 243 7 2.97
352 234 226 238 237 237 240 6 2.56
353 243 241 245 238 248 257 14 5.76
354 239 228 242 248 245 255 16 6.69
355 243 236 250 241 252 254 11 453
356 232 222 238 236 232 240 8 3.45
357 246 233 250 246 246 252 6 2.44
358 248 245 240 257 259 257 9 3.63
359 247 235 251 256 255 269 22 8.91
360 250 248 252 262 270 277 27 10.80
361 252 237 255 248 248 258 6 2.38
362 265 269 268 274 277 290 25 9.43
N 12 12 12 12 12 12 12 12
Mean 244.6 237.8 247.9 248.3 250.8 257.7 131 5.296
S.D. 9.0 12.4 8.5 12.0 13.0 14.9 7.7 2.999
S.E. 2.6 3.6 2.5 35 3.7 4.3 2.2 0.866

t 2.0583 2.0974



INDIVIDUAL DATA 2-2-4

STUDY NO. SR09204  TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
ANIMAL : Rat, Crl:CD(SD)

Body weight

SEX : Female

GROUP : 50 mg/kg

Body weight (g) on pre-mating period Body weight gain (g)
Administration day

Animal No. 1 2 5 7 10 14 1-14 %
451 227 223 231 226 239 247 20 8.81
452 226 224 231 232 240 250 24 10.62
453 239 227 242 245 242 250 11 4.60
454 245 237 242 236 242 250 5 2.04
455 240 224 236 239 234 244 4 1.67
456 243 222 240 239 235 245 2 0.82
457 260 250 260 249 259 269 9 3.46
458 245 235 243 249 254 263 18 7.35
459 250 238 251 259 255 266 16 6.40
460 246 237 247 253 259 266 20 8.13
461 260 239 255 253 249 254 -6 -2.31
462 262 251 271 272 272 286 24 9.16
N 12 12 12 12 12 12 12 12
Mean 245.3 233.9 245.8 246.0 248.3 257.5 12.3 5.063
S.D. 11.7 10.1 11.9 12.6 11.6 12.6 9.6 3.976
S.E. 3.4 2.9 3.4 3.6 3.4 3.6 2.8 1.148
t' 2.2922 2.2590

(to be continued)



INDIVIDUAL DATA 2-2-4 (continued)
STUDY NO. SR09204  TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
Body weight ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 50 mg/kg

Body weight (g)
Administration day

Animal No. 21
451 #
452 #
453 #
454 #
455 #
456 #
457 #
458 #
459 #
460 #
461 #
462 330
N 1
Mean 330.0

# : Not applicable.



INDIVIDUAL DATA 2-3-1
STUDY NO. SR09204  TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
Body weight ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : 0 mg/kg

Body weight (g) Body weight gain (g)
Gestation day

Animal No. 0 1 3 5 7 10 14 17 20 0-20 %
151 242 250 261 271 276 289 313 345 387 145 59.92
152 276 285 300 312 320 343 362 395 450 174 63.04
153 259 267 284 290 306 321 337 364 406 147 56.76
154 271 274 290 302 314 331 357 388 444 173 63.84
155 276 287 301 308 318 331 351 381 429 153 55.43
156 268 269 285 295 302 316 334 368 418 150 55.97
157 259 263 279 280 293 299 323 349 388 129 49.81
158 277 282 305 320 331 350 380 411 460 183 66.06
159 279 294 294 311 311 326 353 389 439 160 57.35
160 269 280 296 310 322 340 363 398 461 192 71.38
161 280 291 310 328 339 356 382 414 482 202 72.14
162 307 311 341 345 362 380 410 453 509 202 65.80
N 12 12 12 12 12 12 12 12 12 12 12
Mean 271.9 279.4 295.5 306.0 316.2 331.8 355.4 387.9 439.4 167.5 61.458
S.D. 155 16.1 194 20.4 22.1 24.8 27.1 30.1 36.6 23.9 6.770
S.E. 4.5 4.7 5.6 5.9 6.4 7.1 7.8 8.7 10.6 6.9 1.954
M/C 3.7772 2.7479 1.7768 1.6401 1.0936 2.7327 2.6609 3.0681 3.8547 4.0357 1.9596

F 0.1269 0.2495 0.3475 0.2732 0.2058 0.2384 0.2223 0.2056 0.2142 0.1967 0.0882



INDIVIDUAL DATA 2-3-2
STUDY NO. SR09204  TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
Body weight ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : 2 mg/kg

Body weight (g) Body weight gain (g)
Gestation day

Animal No. 0 1 3 5 7 10 14 17 20 0-20 %
251 246 249 261 277 282 304 326 357 404 158 64.23
252 260 271 281 302 319 334 362 399 448 188 72.31
253 268 273 283 294 298 324 344 365 415 147 54.85
254 261 271 282 291 302 319 336 367 416 155 59.39
255 257 261 282 291 299 311 340 373 424 167 64.98
256 254 253 274 288 295 314 335 368 413 159 62.60
257 273 274 289 302 313 332 354 385 434 161 58.97
258 267 272 289 298 308 327 343 375 425 158 59.18
259 266 273 291 302 314 330 354 391 453 187 70.30
260 294 304 319 330 336 352 379 415 467 173 58.84
261 280 283 297 310 329 340 362 396 452 172 61.43
262 302 302 318 326 337 351 375 399 445 143 47.35
N 12 12 12 12 12 12 12 12 12 12 12
Mean 269.0 273.8 288.8 300.9 311.0 328.2 350.8 382.5 433.0 164.0 61.203
S.D. 16.3 16.6 16.6 15.2 171 15.0 16.4 17.6 19.7 141 6.618

S.E. 4.7 4.8 4.8 4.4 4.9 4.3 4.7 51 5.7 4.1 1.910



INDIVIDUAL DATA 2-3-3
STUDY NO. SR09204  TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
Body weight ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 10 mg/kg

Body weight (g) Body weight gain (g)
Gestation day

Animal No. 0 1 3 5 7 10 14 17 20 26 0-20 %
351 248 254 264 271 280 305 328 359 413 # 165 66.53
352 260 265 278 289 298 315 334 366 402 # 142 54.62
353 265 272 282 292 299 310 335 368 416 # 151 56.98
354 274 273 278 288 297 310 341 375 429 # 155 56.57
355 256 271 281 292 302 318 341 369 409 # 153 59.77
356 263 263 276 285 292 305 326 356 410 # 147 55.89
357 271 275 292 305 317 336 362 385 432 # 161 59.41

358 ° (264) (274) (297) (305) (306) (323) (342) (355) (352) (414) (88)  (33.33)
359 289 298 317 330 356 365 399 438 483 # 194 67.13
360 283 289 302 315 337 349 377 412 473 # 190 67.14
361 283 293 304 314 326 343 372 410 451 # 168 59.36
362 288 296 311 319 330 340 365 400 456 # 168 58.33
N 11 11 11 11 11 11 11 11 11 1 11 11
Mean 270.9 277.2 289.5 300.0 312.2 326.9 352.7 385.3 434.0 163.1 60.157
S.D. 13.7 14.7 16.8 17.8 22.8 20.5 23.7 26.3 27.8 16.6 4.631
S.E. 4.1 4.4 5.1 5.4 6.9 6.2 7.1 7.9 8.4 5.0 1.396

# : Not applicable.
a : Non-pregnant (Values in parentheses are excluded from calculation).



INDIVIDUAL DATA 2-3-4
STUDY NO. SR09204  TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
Body weight ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 50 mg/kg

Body weight (g) Body weight gain (g)
Gestation day

Animal No. 0 1 3 5 7 10 14 17 20 0-20 %
451 251 264 276 293 301 320 350 382 431 180 7171
452 263 259 279 286 295 312 333 362 405 142 53.99
453 259 268 279 293 303 315 337 368 416 157 60.62
454 253 261 276 280 289 306 333 362 413 160 63.24
455 256 260 266 287 291 300 325 357 397 141 55.08
456 254 263 277 288 298 313 342 383 434 180 70.87
457 267 277 289 300 307 326 350 372 414 147 55.06
458 265 275 289 299 313 322 343 376 422 157 59.25
459 273 276 293 311 325 346 360 385 436 163 59.71
460 263 267 289 303 315 328 347 383 448 185 70.34
461 270 277 290 294 307 323 349 390 436 166 61.48
462 340 345 359 365 373 386 409 446 510 170 50.00
N 12 12 12 12 12 12 12 12 12 12 12
Mean 267.8 274.3 288.5 299.9 309.8 324.8 348.2 380.5 430.2 162.3 60.946
S.D. 23.8 23.3 23.6 22.2 22,5 22.6 21.4 23.2 29.1 14.7 7.070

S.E. 6.9 6.7 6.8 6.4 6.5 6.5 6.2 6.7 8.4 4.2 2.041



INDIVIDUAL DATA 2-4-1
STUDY NO. SR09204  TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
Body weight ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : 0 mg/kg

Body weight (g) Body weight gain (g)
Lactation day

Animal No. 0 1 4 0-4 %
151 314 294 304 -10 -3.18
152 310 317 341 31 10.00
153 309 311 325 16 5.18
154 319 319 354 35 10.97
155 320 317 346 26 8.13
156 292 301 319 27 9.25
157 303 311 317 14 4.62
158 372 371 367 -5 -1.34
159 353 334 348 -5 -1.42
160 325 325 350 25 7.69
161 356 353 375 19 5.34
162 371 376 394 23 6.20
N 12 12 12 12 12
Mean 328.7 3274 345.0 16.3 5.120
S.D. 27.2 26.3 26.0 15.1 4.725
S.E. 7.9 7.6 7.5 44 1.364

M/C 2.3559 0.5927 2.1618 8.3319*  8.4027*

F 0.6487 0.3978 0.1007

H 3.6675 3.7985



INDIVIDUAL DATA 2-4-2
STUDY NO. SR09204  TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
Body weight ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : 2 mg/kg

Body weight (g) Body weight gain (g)
Lactation day

Animal No. 0 1 4 0-4 %
251 302 309 334 32 10.60
252 325 322 347 22 6.77
253 315 311 334 19 6.03
254 301 306 326 25 8.31
255 307 310 339 32 10.42
256 292 290 318 26 8.90
257 313 329 340 27 8.63
258 311 311 336 25 8.04
259 322 335 353 31 9.63
260 359 368 373 14 3.90
261 333 342 362 29 8.71
262 334 342 373 39 11.68
N 12 12 12 12 12
Mean 317.8 3229 344.6 26.8 8.468
S.D. 18.2 21.2 17.6 6.6 2.136

S.E. 53 6.1 51 1.9 0.617



INDIVIDUAL DATA 2-4-3
STUDY NO. SR09204  TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
Body weight ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 10 mg/kg

Body weight (g) Body weight gain (g)
Lactation day

Animal No. 0 1 4 0-4 %
351 313 310 324 11 3.51
352 314 324 337 23 7.32
353 304 321 346 42 13.82
354 305 315 336 31 10.16
355 315 319 339 24 7.62
356 288 299 334 46 15.97
357 328 319 332 4 1.22
358 ° # # # # #
359 383 390 389 6 1.57
360 345 350 379 34 9.86
361 340 346 364 24 7.06
362 354 352 363 9 2.54
N 11 11 11 11 11
Mean 326.3 3314 3494 23.1 7.332
S.D. 27.2 25.8 21.2 14.4 4.893
S.E. 8.2 7.8 6.4 4.3 1.475

# : Not applicable.
a : Non-pregnant.



INDIVIDUAL DATA 2-4-4
STUDY NO. SR09204  TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
Body weight ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 50 mg/kg

Body weight (g) Body weight gain (g)
Lactation day

Animal No. 0 1 4 0-4 %
451 327 320 328 1 0.31
452 312 305 321 9 2.88
453 316 324 336 20 6.33
454 317 324 344 27 8.52
455 283 291 327 44 15.55
456 312 311 323 11 3.53
457 323 331 355 32 9.91
458 314 304 334 20 6.37
459 309 322 367 58 18.77
460 323 328 352 29 8.98
461 308 311 346 38 12.34
462 375 386 416 41 10.93
N 12 12 12 12 12
Mean 318.3 3214 345.8 27.5 8.702
S.D. 21.1 23.4 26.2 16.4 5.310

S.E. 6.1 6.8 7.6 4.7 1.533



INDIVIDUAL DATA 3-1-1
STUDY NO. SR09204  TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
Food consumption  ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP : 0 mg/kg

Food consumption (g/rat/day)
Administration day

Animal No. -1~1 1-2 2~5 5~7 7~10 10~14 21~28 28~35 35~42
101 27.0 24.0 25.7 25.0 26.0 26.3 28.1 28.0 254
102 27.0 22.0 26.0 24.5 25.3 25.8 25.6 24.6 24.1
103 27.0 24.0 23.7 26.5 27.0 26.8 25.7 25.7 24.9
104 28.0 27.0 27.3 27.0 26.0 25.5 25.9 26.1 26.4
105 25.0 24.0 24.7 24.5 25.7 25.8 25.1 25.7 25.3
106 26.0 29.0 26.3 28.0 25.7 26.5 26.3 21.7 25.6
107 29.0 23.0 24.0 22.0 25.0 25.0 26.0 26.0 25.6
108 32.0 30.0 29.7 29.5 30.3 29.0 28.9 30.0 28.0
109 29.0 27.0 28.7 27.0 27.3 27.0 28.4 27.9 25.9
110 31.0 24.0 27.0 26.5 27.3 27.5 27.4 26.7 26.4
111 28.0 28.0 29.3 32.5 31.3 31.3 29.4 29.7 29.1
112 31.0 27.0 29.3 27.5 30.3 30.0 32.9 33.9 31.4

N 12 12 12 12 12 12 12 12 12
Mean 28.33 25.75 26.81 26.71 27.27 27.21 27.48 27.67 26.51
S.D. 2.15 2.56 211 2.68 217 1.93 2.23 2.56 2.04
S.E. 0.62 0.74 0.61 0.77 0.63 0.56 0.64 0.74 0.59

M/C 0.4172 6.6872 0.5636 1.1591 0.7169 1.8832 5.3637 3.2914 3.6765
F 0.9412  24.3579** 5.5615** 8.0448** 6.1483** 1.4942 0.2073 0.1773 0.5415



INDIVIDUAL DATA 3-1-2
STUDY NO. SR09204  TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
Food consumption  ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP : 2 mg/kg

Food consumption (g/rat/day)
Administration day

Animal No. -1~1 1-2 2~5 5~7 7~10 10~14 21~28 28~35 35~42
201 27.0 25.0 25.3 26.5 25.0 26.3 27.6 27.0 26.3
202° 25.0 22.0 27.0 24.0 26.3 26.3 27.1 21.7 (19.0)
203 27.0 23.0 24.3 24.0 24.3 25.0 24.9 24.7 24.6
204 29.0 23.0 26.0 26.5 26.3 27.0 28.6 27.6 24.7
205 27.0 25.0 26.7 27.0 26.3 27.0 26.9 27.3 25.0
206 24.0 24.0 25.3 26.0 25.3 26.5 25.7 25.7 24.1
207 29.0 25.0 27.0 27.5 27.0 27.8 27.6 26.6 24.1
208 29.0 26.0 21.7 27.0 25.7 27.3 26.1 25.9 24.6
209 25.0 24.0 25.7 23.5 25.3 24.8 27.1 27.3 25.6
210 30.0 27.0 21.7 28.5 27.3 27.3 28.3 28.9 27.3
211 33.0 29.0 31.3 30.5 30.3 30.8 30.9 31.6 30.3
212 29.0 28.0 30.7 31.0 29.0 29.5 29.0 28.6 28.0

N 12 12 12 12 12 12 12 12 11
Mean 27.83 25.08 27.06 26.83 26.51 27.13 27.48 27.41 25.87
S.D. 2.52 211 211 2.38 1.71 1.69 1.60 1.78 1.95
S.E. 0.73 0.61 0.61 0.69 0.49 0.49 0.46 0.51 0.59

t 0.5883 0.2961 0.1313 0.9482

a : Values in parentheses are excluded from calculation because of fracture of both upper incisors from Days 37 to 42 of administration.



INDIVIDUAL DATA 3-1-3
STUDY NO. SR09204  TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
Food consumption  ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP : 10 mg/kg

Food consumption (g/rat/day)
Administration day

Animal No. -1~1 1-2 2~5 5~7 7~10 10~14 21~28 28~35 35~42
301 24.0 26.0 26.7 27.0 28.0 27.5 26.7 26.7 25.7
302 28.0 24.0 27.0 28.5 27.0 27.0 24.6 26.4 25.7
303 28.0 23.0 27.3 23.5 24.7 25.5 25.6 25.7 23.9
304 26.0 27.0 24.3 24.0 23.3 23.5 24.7 24.7 24.0
305 28.0 25.0 27.3 25.0 27.0 26.8 28.1 26.4 25.0
306 25.0 25.0 25.3 25.0 25.7 26.5 28.3 28.3 28.4
307 28.0 23.0 24.0 24.0 24.3 24.3 26.6 26.1 24.0
308 27.0 27.0 27.0 27.5 27.3 27.3 29.6 29.6 28.3
309 25.0 24.0 25.7 23.5 25.7 25.0 26.7 26.0 254
310 30.0 26.0 27.0 26.5 27.3 29.3 29.7 30.1 29.4
311 29.0 27.0 29.0 27.5 29.0 32.3 32.9 32.7 31.6
312 31.0 30.0 30.3 28.5 29.3 30.3 32.1 33.7 32.7

N 12 12 12 12 12 12 12 12 12
Mean 27.42 25.58 26.74 25.88 26.55 27.11 27.97 28.03 27.01
S.D. 211 2.02 1.79 1.92 1.85 2.53 2.70 2.90 3.02
S.E. 0.61 0.58 0.52 0.55 0.53 0.73 0.78 0.84 0.87

t 0.1471 0.0790 0.8755 0.8961



INDIVIDUAL DATA 3-1-4
STUDY NO. SR09204  TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
Food consumption  ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP : 50 mg/kg

Food consumption (g/rat/day)
Administration day

Animal No. -1~1 1-2 2~5 5~7 7~10 10~14 21~28 28~35 35~42
401 28.0 17.0 24.3 22.0 23.0 24.0 21.7 28.4 26.6
402 25.0 16.0 22.7 23.5 25.0 25.0 25.3 24.0 23.0
403 22.0 13.0 21.7 20.5 22.7 24.5 26.1 26.6 254
404 27.0 20.0 25.7 24.5 26.0 29.0 21.7 27.9 25.6
405 26.0 18.0 23.7 21.0 23.0 25.3 28.0 27.0 25.6
406 24.0 21.0 23.7 22.0 23.0 23.0 27.6 27.1 25.9
407 27.0 13.0 19.3 17.5 19.3 21.8 25.7 24.4 24.3
408 29.0 22.0 25.7 24.5 24.7 26.3 26.6 27.0 25.1
409 29.0 10.0 24.3 23.0 26.7 28.5 30.4 30.9 29.7
410 27.0 19.0 23.7 24.0 26.7 27.8 28.0 28.3 27.0
411 28.0 19.0 26.0 255 24.3 26.3 21.7 28.3 28.6
412 30.0 23.0 28.0 25.0 24.3 26.5 a 29.6 27.1

N 12 12 12 12 12 12 11 12 12
Mean 26.83 17.58 24.07 22.75 24.06 25.67 27.35 27.46 26.16
S.D. 2.29 3.96 2.24 2.29 2.07 217 1.40 1.94 1.81
S.E. 0.66 1.14 0.65 0.66 0.60 0.63 0.42 0.56 0.52

t 7.2069** 3.2471** 4.1584** 4.0117**

a : No data becouse of the course of mating.



INDIVIDUAL DATA 3-2-1
STUDY NO. SR09204  TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
Food consumption  ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 0 mg/kg

Food consumption (g/rat/day) on pre-mating period
Administaration day

Animal No. -1~1 1-2 2~5 5~7 7~10 10~14
151 19.0 16.0 15.3 16.0 18.0 16.5
152 26.0 18.0 18.7 18.5 23.7 22.3
153 20.0 22.0 18.3 22.0 19.3 21.0
154 19.0 12.0 19.7 18.5 19.3 20.5
155 19.0 13.0 19.7 19.0 17.7 18.8
156 20.0 14.0 20.3 155 18.7 185
157 24.0 17.0 17.3 185 19.3 18.8
158 22.0 18.0 20.7 17.0 21.0 195
159 22.0 16.0 21.0 195 21.0 20.8
160 12.0 18.0 17.7 20.5 17.7 20.3
161 15.0 21.0 19.0 23.5 21.3 22.8
162 23.0 19.0 19.7 22,5 21.0 22.0

N 12 12 12 12 12 12

Mean 20.08 17.00 18.95 19.25 19.83 20.15
S.D. 3.82 3.02 1.62 251 1.80 1.82
S.E. 1.10 0.87 0.47 0.72 0.52 0.53

M/C 5.6213 1.3597 1.4970 2.4048 1.0984 2.3975
F 0.2451 6.6939** 0.9831 1.5491 0.9206 0.1723



INDIVIDUAL DATA 3-2-2
STUDY NO. SR09204  TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
Food consumption  ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 2 mg/kg

Food consumption (g/rat/day) on pre-mating period
Administaration day

Animal No. -1~1 1-2 2~5 5~7 7~10 10~14
251 16.0 10.0 18.7 145 16.3 18.0
252 20.0 20.0 18.3 195 19.3 19.8
253 21.0 14.0 21.3 17.0 21.3 21.0
254 20.0 20.0 17.0 21.0 18.7 20.3
255 17.0 18.0 18.7 17.5 20.3 20.0
256 16.0 18.0 15.3 18.5 17.7 17.8
257 22.0 15.0 21.0 185 20.0 21.3
258 20.0 16.0 20.3 18.0 19.0 195
259 20.0 19.0 17.0 195 17.3 18.8
260 24.0 23.0 20.7 23.5 20.7 21.0
261 23.0 17.0 19.3 21.0 19.3 215
262 20.0 19.0 21.7 19.0 21.0 21.3

N 12 12 12 12 12 12
Mean 19.92 17.42 19.11 18.96 19.24 20.03
S.D. 254 3.37 1.99 2.27 1.55 1.29
S.E. 0.73 0.97 0.57 0.66 0.45 0.37

t 0.3332



INDIVIDUAL DATA 3-2-3
STUDY NO. SR09204  TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
Food consumption  ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 10 mg/kg

Food consumption (g/rat/day) on pre-mating period
Administaration day

Animal No. -1~1 1-2 2~5 5~7 7~10 10~14
351 19.0 16.0 17.7 16.0 17.0 16.8
352 22.0 13.0 19.7 16.5 18.7 18.5
353 21.0 16.0 16.7 16.0 19.3 19.3
354 22.0 13.0 20.7 18.0 19.7 215
355 19.0 15.0 17.3 16.0 20.0 18.3
356 16.0 11.0 18.0 15.0 16.3 17.5
357 20.0 10.0 19.7 15.0 20.0 19.8
358 24.0 18.0 16.0 23.0 19.0 20.5
359 22.0 13.0 21.0 19.0 21.0 24.5
360 22.0 18.0 18.0 22,5 21.7 21.3
361 20.0 11.0 19.7 145 18.3 19.8
362 21.0 21.0 17.7 22,5 19.7 20.8

N 12 12 12 12 12 12

Mean 20.67 14.58 18.52 17.83 19.23 19.88
S.D. 2.06 3.34 1.60 3.17 1.53 2.07
S.E. 0.59 0.96 0.46 0.92 0.44 0.60

t 1.9326



INDIVIDUAL DATA 3-2-4
STUDY NO. SR09204  TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
Food consumption  ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 50 mg/kg

Food consumption (g/rat/day) on pre-mating period
Administaration day

Animal No. -1~1 1-2 2~5 5~7 7~10 10~14
451 20.0 15.0 16.3 17.0 18.7 18.3
452 16.0 15.0 14.7 18.0 18.0 18.3
453 20.0 11.0 18.7 17.5 19.0 19.8
454 21.0 14.0 17.3 17.0 19.7 18.5
455 19.0 9.0 17.7 155 16.7 18.5
456 20.0 8.0 17.3 14.0 17.3 18.3
457 20.0 13.0 16.7 145 19.0 18.5
458 22.0 13.0 17.7 20.0 19.0 20.5
459 21.0 14.0 18.3 17.0 19.0 21.8
460 22.0 13.0 16.7 195 18.7 20.0
461 25.0 10.0 20.3 175 18.3 20.0
462 22.0 15.0 23.3 20.5 22.0 235

N 12 12 12 12 12 12

Mean 20.67 12.50 17.92 17.33 18.78 19.67
S.D. 2.15 243 2.18 2.03 131 1.65
S.E. 0.62 0.70 0.63 0.58 0.38 0.48

t 3.5985**



INDIVIDUAL DATA 3-3-1
STUDY NO. SR09204  TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
Food consumption  ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 0 mg/kg

Food consumption (g/rat/day)
Gestation day

Animal No. 0~1 1-3 3~5 5~7 7~10 10~14 14~17 17~20
151 17.0 20.5 20.0 20.5 21.0 22.0 23.7 23.3
152 22.0 26.5 28.0 27.5 29.0 27.0 25.7 23.7
153 21.0 26.0 25.0 29.0 21.7 26.3 24.7 24.3
154 18.0 25.0 25.5 27.5 28.0 26.8 27.3 26.0
155 21.0 23.5 22.0 24.0 23.3 22.8 23.3 19.7
156 16.0 22.5 23.0 22.5 25.0 22.8 23.3 20.0
157 16.0 23.0 195 215 21.3 23.3 24.3 21.3
158 20.0 27.5 28.0 28.5 29.0 30.5 29.7 28.0
159 25.0 23.0 26.0 22.5 25.3 26.0 29.0 25.3
160 22.0 25.5 28.0 29.0 30.3 28.3 27.3 26.0
161 21.0 28.5 30.5 31.5 33.0 30.8 29.7 30.3
162 16.0 27.5 28.5 30.5 32.0 32.3 31.3 26.3

N 12 12 12 12 12 12 12 12
Mean 19.58 24.92 25.33 26.21 27.08 26.58 26.61 24.52
S.D. 2.94 243 3.54 3.79 3.94 3.44 2.83 3.16
S.E. 0.85 0.70 1.02 1.09 1.14 0.99 0.82 0.91

M/C 0.6146 5.5976 6.1117 4.1770 8.1167* 18.0395** 10.2073*  1.3083
F 1.4526 0.3677 0.5272 0.4559 0.0053
H 3.1432 1.2906 0.9703



INDIVIDUAL DATA 3-3-2
STUDY NO. SR09204  TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
Food consumption  ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 2 mg/kg

Food consumption (g/rat/day)
Gestation day

Animal No. 0~1 1-3 3~5 5~7 7~10 10~14 14~17 17~20
251 12.0 20.0 23.0 215 24.7 23.3 23.7 22.7
252 22.0 24.0 27.5 28.5 28.3 27.3 29.0 26.0
253 22.0 27.0 26.0 24.5 28.0 24.8 22.0 22.3
254 20.0 24.5 26.5 26.5 26.7 25.3 24.3 22.0
255 18.0 22.5 22.5 22.5 22.3 24.8 25.3 24.7
256 16.0 24.0 26.5 24.0 25.3 24.8 25.3 22.0
257 15.0 24.0 27.5 28.0 21.7 28.0 26.7 26.0
258 18.0 26.0 25.0 27.0 28.3 25.8 25.3 23.7
259 18.0 24.0 26.0 24,5 26.0 26.8 27.0 27.0
260 23.0 26.0 28.5 29.0 28.7 29.3 28.3 29.0
261 21.0 24.5 27.0 29.0 27.3 27.8 27.0 25.7
262 18.0 26.5 26.0 26.0 26.7 26.5 25.0 23.7

N 12 12 12 12 12 12 12 12
Mean 18.58 24.42 26.00 25.92 26.67 26.21 25.74 24.57
S.D. 3.23 1.90 1.77 2.53 1.86 1.71 1.97 2.22

S.E. 0.93 0.55 0.51 0.73 0.54 0.49 0.57 0.64



INDIVIDUAL DATA 3-3-3
STUDY NO. SR09204  TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
Food consumption  ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 10 mg/kg

Food consumption (g/rat/day)
Gestation day

Animal No.  0~1 1~3 3-5 5~7 7-10  10-14  14~17  17-20
351 18.0 19.0 195 215 24.0 233 24.0 23.0
352 22.0 255 265 275 27.7 26.3 27.0 21.7
353 23.0 225 23.0 225 223 225 25.0 24.0
354 16.0 235 225 24.5 26.0 26.0 24.7 24.3
355 24.0 22.0 25.0 24.5 25.7 25.8 24.0 22.0
356 18.0 215 215 23.0 213 225 24.0 233
357 21.0 27.0 265 295 28.7 285 26.7 233
358° (240)  (285)  (255)  (26.0)  (247)  (285)  (28.0)  (22.7)
359 22.0 31.0 315 36.0 34.3 36.8 36.7 29.0
360 24.0 25.0 30.0 31.0 313 338 317 303
361 22.0 255 26.0 275 29.0 28.8 313 24.3
362 20.0 255 27.0 30.0 29.3 278 273 26.0

N 11 11 11 11 11 11 11 11

Mean 2091 24.36 25.36 27.05 27.24 27.46 27.49 24.65
S.D. 2.63 3.19 3.58 4.38 3.87 451 4.10 2.75
S.E. 0.79 0.96 1.08 1.32 1.17 1.36 1.24 0.83

a : Non-pregnant (Values in parentheses are excluded from calculation).



INDIVIDUAL DATA 3-3-4
STUDY NO. SR09204  TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
Food consumption  ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 50 mg/kg

Food consumption (g/rat/day)
Gestation day

Animal No. 0~1 1-3 3~5 5~7 7~10 10~14 14~17 17~20
451 20.0 23.5 25.5 24.0 27.0 27.5 28.7 26.0
452 14.0 23.0 23.0 24.5 25.7 25.0 23.7 23.3
453 20.0 23.0 25.0 25.0 24.3 25.5 26.0 24.0
454 17.0 22.0 195 21.0 22.3 26.0 27.0 25.7
455 20.0 22.0 24.5 23.0 22.0 23.0 24.7 20.0
456 19.0 24.0 22.5 25.5 24.3 25.8 28.3 25.0
457 22.0 22.0 23.5 23.0 26.0 25.5 24.7 23.0
458 22.0 25.0 26.5 26.0 24.7 25.0 25.7 23.0
459 18.0 26.0 28.5 31.0 30.7 27.8 28.0 26.3
460 15.0 24.5 27.0 27.0 26.3 24.0 21.7 21.7
461 18.0 255 22.0 26.0 25.0 26.0 26.7 21.3
462 22.0 26.5 26.5 29.0 27.0 26.5 28.0 29.3

N 12 12 12 12 12 12 12 12
Mean 18.92 23.92 24.50 25.42 25.44 25.63 26.60 24.55
S.D. 2.64 1.59 2.52 2.72 231 1.34 1.63 2.65

S.E. 0.76 0.46 0.73 0.79 0.67 0.39 0.47 0.76



INDIVIDUAL DATA 3-4-1
STUDY NO. SR09204  TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
Food consumption  ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 0 mg/kg

Food consumption

(g/rat/day)
Lactation day
Animal No. 0~1 1~4

151 12.0 30.7
152 15.0 40.3
153 13.0 33.7
154 20.0 42.0
155 18.0 36.3
156 16.0 34.3
157 23.0 32.3
158 23.0 33.7
159 13.0 35.0
160 16.0 37.3
161 15.0 38.3
162 22.0 38.3
N 12 12
Mean 17.17 36.02
S.D. 3.97 3.35
S.E. 1.15 0.97
M/C 1.3870 4.3628

F 1.0984 0.4181



INDIVIDUAL DATA 3-4-2
STUDY NO. SR09204  TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
Food consumption  ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 2 mg/kg

Food consumption

(g/rat/day)
Lactation day
Animal No. 0~1 1~4

251 18.0 34.0
252 10.0 38.3
253 17.0 32.7
254 17.0 33.7
255 17.0 37.0
256 10.0 40.3
257 25.0 38.7
258 15.0 36.7
259 21.0 40.3
260 19.0 34.7
261 22.0 39.3
262 21.0 43.3
N 12 12
Mean 17.67 37.42
S.D. 4.50 3.21

S.E. 1.30 0.93



INDIVIDUAL DATA 3-4-3
STUDY NO. SR09204  TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
Food consumption  ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 10 mg/kg

Food consumption

—00T—

(g/rat/day)
Lactation day
Animal No. 0~1 1~4

351 24.0 41.3
352 24.0 34.3
353 29.0 45.3
354 20.0 38.0
355 18.0 36.0
356 15.0 37.3
357 18.0 33.0
358 ° # #
359 16.0 23.7
360 21.0 40.0
361 20.0 37.7
362 18.0 32.3
N 11 11
Mean 20.27 36.26
S.D. 4.08 5.61
S.E. 1.23 1.69

# : Not applicable.
a : Non-pregnant.



INDIVIDUAL DATA 3-4-4
STUDY NO. SR09204  TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
Food consumption  ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 50 mg/kg

Food consumption

—10T—

(g/rat/day)
Lactation day
Animal No. 0~1 1~4

451 12.0 28.3
452 20.0 37.7
453 30.0 38.0
454 19.0 36.0
455 16.0 38.7
456 14.0 32.7
457 21.0 37.7
458 14.0 35.7
459 18.0 43.7
460 21.0 38.0
461 16.0 38.7
462 28.0 46.0
N 12 12
Mean 19.08 37.60
S.D. 5.47 4.54

SE. 1.58 1.31



—c0T—

INDIVIDUAL DATA 4-1-1
STUDY NO. SR09204 TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)

Gross findings

ANIMAL : Rat, Crl:CD(SD)

SEX : Male

GROUP : 0 mg/kg

Animal No. Findings Other description
101 No abnormal findings Euthanasia on next day of Day 42 of administration
102 Testis (right) : Small size Euthanasia on next day of Day 42 of administration
Epididymis (right) : Small size
103 No abnormal findings Euthanasia on next day of Day 42 of administration
104 No abnormal findings Euthanasia on next day of Day 42 of administration
105 No abnormal findings Euthanasia on next day of Day 42 of administration
106 No abnormal findings Euthanasia on next day of Day 42 of administration
107 No abnormal findings Euthanasia on next day of Day 42 of administration
108 No abnormal findings Euthanasia on next day of Day 42 of administration
109 No abnormal findings Euthanasia on next day of Day 42 of administration
110 No abnormal findings Euthanasia on next day of Day 42 of administration
111 No abnormal findings Euthanasia on next day of Day 42 of administration
112 No abnormal findings Euthanasia on next day of Day 42 of administration




—€0T—

INDIVIDUAL DATA 4-1-2
STUDY NO. SR09204 TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)

Gross findings

ANIMAL : Rat, Crl:CD(SD)

SEX : Male

GROUP : 2 mg/kg

Animal No.

Findings

Other description

201
202
203
204
205
206
207
208
209
210
211
212

No abnormal findings
No abnormal findings
No abnormal findings
No abnormal findings
No abnormal findings
No abnormal findings
No abnormal findings
No abnormal findings
No abnormal findings
No abnormal findings
No abnormal findings
No abnormal findings

Euthanasia on next day of Day 42 of administration
Euthanasia on next day of Day 42 of administration
Euthanasia on next day of Day 42 of administration
Euthanasia on next day of Day 42 of administration
Euthanasia on next day of Day 42 of administration
Euthanasia on next day of Day 42 of administration
Euthanasia on next day of Day 42 of administration
Euthanasia on next day of Day 42 of administration
Euthanasia on next day of Day 42 of administration
Euthanasia on next day of Day 42 of administration
Euthanasia on next day of Day 42 of administration
Euthanasia on next day of Day 42 of administration




—¥0T—

INDIVIDUAL DATA 4-1-3
STUDY NO. SR09204 TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)

Gross findings

ANIMAL : Rat, Crl:CD(SD)

SEX : Male

GROUP : 10 mg/kg

Animal No.

Findings

Other description

301
302
303
304
305
306
307
308
309
310
311
312

No abnormal findings
No abnormal findings
No abnormal findings
No abnormal findings
No abnormal findings
No abnormal findings
No abnormal findings
No abnormal findings
No abnormal findings
No abnormal findings
No abnormal findings
No abnormal findings

Euthanasia on next day of Day 42 of administration
Euthanasia on next day of Day 42 of administration
Euthanasia on next day of Day 42 of administration
Euthanasia on next day of Day 42 of administration
Euthanasia on next day of Day 42 of administration
Euthanasia on next day of Day 42 of administration
Euthanasia on next day of Day 42 of administration
Euthanasia on next day of Day 42 of administration
Euthanasia on next day of Day 42 of administration
Euthanasia on next day of Day 42 of administration
Euthanasia on next day of Day 42 of administration
Euthanasia on next day of Day 42 of administration




—G0T—

INDIVIDUAL DATA 4-1-4
STUDY NO. SR09204 TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)

Gross findings

ANIMAL : Rat, Crl:CD(SD) SEX': Male

GROUP : 50 mg/kg

Animal No. Findings Other description
401 No abnormal findings Euthanasia on next day of Day 42 of administration
402 No abnormal findings Euthanasia on next day of Day 42 of administration
403 No abnormal findings Euthanasia on next day of Day 42 of administration
404 No abnormal findings Euthanasia on next day of Day 42 of administration
405 No abnormal findings Euthanasia on next day of Day 42 of administration
406 No abnormal findings Euthanasia on next day of Day 42 of administration
407 No abnormal findings Euthanasia on next day of Day 42 of administration
408 No abnormal findings Euthanasia on next day of Day 42 of administration
409 Ileum : Diverticulum (6x3x3 , mm) Euthanasia on next day of Day 42 of administration
410 No abnormal findings Euthanasia on next day of Day 42 of administration
411 No abnormal findings Euthanasia on next day of Day 42 of administration
412 No abnormal findings Euthanasia on next day of Day 42 of administration




INDIVIDUAL DATA 4-2-1
STUDY NO. SR09204 TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
Gross findings  ANIMAL : Rat, Crl:CD(SD) SEX:Female GROUP : 0 mg/kg

Animal No. Findings Other description

—90T—

151 No abnormal findings Euthanasia on Day 4 of lactation
152 No abnormal findings Euthanasia on Day 4 of lactation
153 No abnormal findings Euthanasia on Day 4 of lactation
154 No abnormal findings Euthanasia on Day 4 of lactation
155 No abnormal findings Euthanasia on Day 4 of lactation
156 No abnormal findings Euthanasia on Day 4 of lactation
157 No abnormal findings Euthanasia on Day 4 of lactation
158 No abnormal findings Euthanasia on Day 4 of lactation
159 No abnormal findings Euthanasia on Day 4 of lactation
160 No abnormal findings Euthanasia on Day 4 of lactation
161 No abnormal findings Euthanasia on Day 4 of lactation
162 No abnormal findings Euthanasia on Day 4 of lactation




INDIVIDUAL DATA 4-2-2
STUDY NO. SR09204 TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
Gross findings  ANIMAL : Rat, Crl:CD(SD) SEX:Female GROUP : 2 mg/kg

Animal No. Findings Other description

—/0T—

251 No abnormal findings Euthanasia on Day 4 of lactation
252 No abnormal findings Euthanasia on Day 4 of lactation
253 No abnormal findings Euthanasia on Day 4 of lactation
254 No abnormal findings Euthanasia on Day 4 of lactation
255 No abnormal findings Euthanasia on Day 4 of lactation
256 No abnormal findings Euthanasia on Day 4 of lactation
257 No abnormal findings Euthanasia on Day 4 of lactation
258 No abnormal findings Euthanasia on Day 4 of lactation
259 No abnormal findings Euthanasia on Day 4 of lactation
260 No abnormal findings Euthanasia on Day 4 of lactation
261 No abnormal findings Euthanasia on Day 4 of lactation
262 No abnormal findings Euthanasia on Day 4 of lactation




INDIVIDUAL DATA 4-2-3
STUDY NO. SR09204 TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
Gross findings  ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 10 mg/kg

Animal No. Findings Other description

—80T—

351 No abnormal findings Euthanasia on Day 4 of lactation
352 No abnormal findings Euthanasia on Day 4 of lactation
353 No abnormal findings Euthanasia on Day 4 of lactation
354 No abnormal findings Euthanasia on Day 4 of lactation
355 No abnormal findings Euthanasia on Day 4 of lactation
356 No abnormal findings Euthanasia on Day 4 of lactation
357 No abnormal findings Euthanasia on Day 4 of lactation
358%  No abnormal findings Euthanasia on Day 26 of gestation
359 No abnormal findings Euthanasia on Day 4 of lactation
360 No abnormal findings Euthanasia on Day 4 of lactation
361 No abnormal findings Euthanasia on Day 4 of lactation
362 No abnormal findings Euthanasia on Day 4 of lactation

a : Non-pregnant.



INDIVIDUAL DATA 4-2-4
STUDY NO. SR09204 TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
Gross findings  ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 50 mg/kg

—60T—

Animal No. Findings Other description
451 No abnormal findings Euthanasia on Day 4 of lactation
452 No abnormal findings Euthanasia on Day 4 of lactation
453 No abnormal findings Euthanasia on Day 4 of lactation
454 No abnormal findings Euthanasia on Day 4 of lactation
455 No abnormal findings Euthanasia on Day 4 of lactation
456 No abnormal findings Euthanasia on Day 4 of lactation
457 No abnormal findings Euthanasia on Day 4 of lactation
458 No abnormal findings Euthanasia on Day 4 of lactation
459 Kidney (right) : Dilatation, renal pelvis Euthanasia on Day 4 of lactation
460 No abnormal findings Euthanasia on Day 4 of lactation
461 No abnormal findings Euthanasia on Day 4 of lactation

462 No abnormal findings Euthanasia on Day 4 of lactation




INDIVIDUAL DATA 5-1
STUDY NO. SR09204  TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
Absolute and relative organ weights  ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP : 0 mg/kg

Body

weight Testis Epididymis Prostate Seminal vesicle
Animal No. g g % g % mg 100 g %
101 472 3.53 0.75 1.48 0.31 870 184.32 2.83 0.60
102 460 2.06 0.45 0.99 0.22 1041 226.30 2.06 0.45
103 488 3.35 0.69 1.40 0.29 841 172.34 2.18 0.45
104 500 3.20 0.64 1.37 0.27 828 165.60 1.97 0.39
105 502 3.27 0.65 1.29 0.26 545 108.57 2.26 0.45
106 481 3.16 0.66 1.47 0.31 674 140.12 2.44 0.51
107 487 2.92 0.60 1.26 0.26 781 160.37 2.01 0.41
108 541 3.21 0.59 131 0.24 920 170.06 2.09 0.39
'L 109 527 3.10 0.59 1.39 0.26 681 129.22 2.26 0.43
= 110 528 3.58 0.68 1.42 0.27 1001 189.58 2.56 0.48
\ 111 576 3.08 0.53 1.21 0.21 682 118.40 2.14 0.37
112 606 4.14 0.68 1.59 0.26 832 137.29 3.13 0.52
N 12 12 12 12 12 12 12 12 12
MEAN 514.0 3.217 0.626 1.348 0.263 808.0  158.514 2.328 0.454
S.D. 43.6 0.483 0.080 0.154 0.031 144.6 33.513 0.355 0.066
S.E. 12.6 0.139 0.023 0.044 0.009 41.7 9.674 0.102 0.019
M/C 5.9082 17.7752** 5.8633 7.2029 2.5131 2.6179 5.3510 3.8110 1.4912
F 0.2684 1.0832 0.4337 0.0262 1.2958 1.1886 0.7727 1.2281

H 2.0374



INDIVIDUAL DATA 5-2
STUDY NO. SR09204  TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
Absolute and relative organ weights  ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP : 2 mg/kg

Body

weight Testis Epididymis Prostate Seminal vesicle
Animal No. g g % g % mg 100 g %
201 498 3.04 0.61 1.29 0.26 833 167.27 2.20 0.44
202 474 3.32 0.70 1.37 0.29 600 126.58 2.09 0.44
203 480 3.28 0.68 1.29 0.27 808 168.33 1.86 0.39
204 488 3.27 0.67 1.39 0.28 799 163.73 217 0.44
205 515 3.41 0.66 131 0.25 954 185.24 2.36 0.46
206 490 3.45 0.70 1.29 0.26 537 109.59 2.65 0.54
207 510 3.19 0.63 1.21 0.24 733 143.73 271 0.53
208 493 3.73 0.76 1.36 0.28 713 144.62 2.30 0.47
'L 209 495 3.06 0.62 131 0.26 966 195.15 2.89 0.58
= 210 521 3.37 0.65 1.22 0.23 719 138.00 2.40 0.46
\ 211 560 3.41 0.61 1.27 0.23 769 137.32 2.47 0.44
212 522 3.41 0.65 1.46 0.28 676 129.50 2.45 0.47
N 12 12 12 12 12 12 12 12 12
MEAN 503.8 3.328 0.662 1.314 0.261 758.9  150.755 2.379 0.472
S.D. 23.5 0.185 0.044 0.071 0.020 126.6 25.354 0.285 0.053

S.E. 6.8 0.054 0.013 0.021 0.006 36.5 7.319 0.082 0.015



INDIVIDUAL DATA 5-3
STUDY NO. SR09204  TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
Absolute and relative organ weights  ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP : 10 mg/kg

Body

weight Testis Epididymis Prostate Seminal vesicle
Animal No. g g % g % mg 100 g %
301 469 3.01 0.64 1.30 0.28 735 156.72 2.64 0.56
302 473 331 0.70 1.29 0.27 491 103.81 2.03 0.43
303 481 3.10 0.64 1.34 0.28 746 155.09 2.34 0.49
304 470 3.62 0.77 1.28 0.27 683 145.32 2.25 0.48
305 491 2.95 0.60 1.35 0.27 645 131.36 2.46 0.50
306 539 3.27 0.61 1.36 0.25 675 125.23 2.30 0.43
307 452 3.49 0.77 1.40 0.31 682 150.88 2.19 0.48
308 553 3.29 0.59 1.13 0.20 694 125.50 2.34 0.42
'L 309 497 3.76 0.76 1.47 0.30 738 148.49 2.26 0.45
5 310 568 3.33 0.59 1.37 0.24 792 139.44 2.15 0.38
\ 311 568 3.81 0.67 1.43 0.25 861 151.58 2.38 0.42
312 603 3.59 0.60 141 0.23 746 123.71 2.70 0.45
N 12 12 12 12 12 12 12 12 12
MEAN 513.7 3.378 0.662 1.344 0.263 707.3  138.094 2.337 0.458
S.D. 49.8 0.281 0.071 0.089 0.030 89.8 16.223 0.192 0.048

S.E. 14.4 0.081 0.021 0.026 0.009 25.9 4.683 0.055 0.014



INDIVIDUAL DATA 5-4
STUDY NO. SR09204  TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
Absolute and relative organ weights  ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP : 50 mg/kg

Body

weight Testis Epididymis Prostate Seminal vesicle
Animal No. g g % g % mg 100 g %
401 505 3.24 0.64 1.09 0.22 590 116.83 2.44 0.48
402 441 3.07 0.70 1.32 0.30 703 159.41 251 0.57
403 478 3.39 0.71 1.24 0.26 939 196.44 2.20 0.46
404 495 3.28 0.66 1.26 0.25 865 174.75 2.50 0.51
405 480 3.34 0.70 1.35 0.28 824 171.67 2.53 0.53
406 489 3.53 0.72 1.33 0.27 642 131.29 2.32 0.47
407 482 3.24 0.67 1.27 0.26 791 164.11 2.38 0.49
408 504 3.28 0.65 1.40 0.28 703 139.48 3.19 0.63
'L 409 553 3.51 0.63 1.43 0.26 623 112.66 2.39 0.43
5 410 558 3.33 0.60 1.40 0.25 784 140.50 2.12 0.38
\ 411 557 3.26 0.59 1.22 0.22 956 171.63 2.66 0.48
412 499 3.58 0.72 1.39 0.28 516 103.41 2.56 0.51
N 12 12 12 12 12 12 12 12 12
MEAN 503.4 3.338 0.666 1.308 0.261 744.7  148.515 2.483 0.495
S.D. 35.9 0.145 0.045 0.097 0.024 138.8 28.895 0.270 0.064

S.E. 10.4 0.042 0.013 0.028 0.007 40.1 8.341 0.078 0.019
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INDIVIDUAL DATA 6-1-1

STUDY NO. SR09204  TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)

Histopathological findings ~ ANIMAL : Rat, Crl:CD(SD) SEX: Male GROUP: 0 mg/kg
Animal No. 101 102 103 104 105 106 107 108 109 110 111 112
Organ: Findings
Right testis: Atrophy, seminiferous tubule - +++ - - - - - - - - - _
Edema, interstitium - + - - - - - - - - - -
Left testis: - - - - - - - - - - - -
Right epididymis: Decrease, spermatozoa - +4++ - - - - - - - - - -
Cell debris, lumen - ++ - - - - - - - - - -

Left epididymis: - -

- - No abnormal findings , + : slight change, ++ : moderate change, +++ : severe change.



INDIVIDUAL DATA 6-1-2
STUDY NO. SR09204  TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)

Histopathological findings ~ ANIMAL : Rat, Crl:CD(SD) SEX: Male GROUP: 50 mg/kg

Animal No. 401 402 403 404 405 406 407 408 409 410 411 412

Organ: Findings
lleum: Diverticulum * * * * * * * * + * * *
Right testis: - - - - - - - - - - - -
Left testis: - - - - - - - - - - - -

Right epididymis: - - - - - - - - - - - -
Left epididymis: - - - - - - - - - - - -

—GTT—

- : No abnormal findings , + : slight change.
*: Not examined.
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INDIVIDUAL DATA 6-2-1
STUDY NO. SR09204 TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)

Histopathological findings ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP: 0 mg/kg
Animal No. 151 152 153 154 155 156 157 158 159 160 161 162
Organ: Findings
Right ovary: Cyst, lutein + - - - - - - - - - - -
Left ovary: - - - - - - - - - - - -

- : No abnormal findings , + : slight change.
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INDIVIDUAL DATA 6-2-2
STUDY NO. SR09204 TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)

Histopathological findings ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP: 50 mg/kg
Animal No. 451 452 453 454 455 456 457 458 459 460 461 462
Organ: Findings
Right kidney: Dilatation, renal pelvis * * * * * * * * + * * *
Regeneration, tubular epithelium * * * * * * * * + * * *
Right ovary: Cyst, lutein - + - - - - - - - - - -
Left ovary: Cyst, lutein - + - - - - - - - - - -

- : No abnormal findings , + : slight change.
*: Not examined.



—81T—

INDIVIDUAL DATA 6-3-1

STUDY NO. SR09204 TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
Statistical analysis in histopathological findings ANIMAL : Rat, Crl:CD(SD) SEX : Male GROUP : 0 mg/kg

Animal
No. A B C D

101 - - - -
102 3+ + 3+ 2+
103 - - - -
104 — — — —
105 - - - -
106 - - - -
107 - - - -
108 - - - -
109 - - - -
110 - - — —
111 - - — —
112 - - — —

N 12 12 12 12

H 1.0000 1.0000 1.0000
X2

A: Testis: Atrophy, seminiferous tubule.
B: Testis: Edema, interstitium.

C: Epididymis: Decrease, spermatozoa.
D: Epididymis: Cell debris, lumen.
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INDIVIDUAL DATA 6-3-2

STUDY NO. SR09204 TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
Statistical analysis in histopathological findings ANIMAL : Rat, Crl:CD(SD) SEX : Male GROUP : 50 mg/kg

Animal
No. A B C D

401 - - - -
402 - - - -
403 - - - -
404 — — — —
405 - - - -
406 - - - -
407 - - - -
408 - - - -
409 - - - -
410 - - - -
411 - - - -
412 - - - -

N 12 12 12 12

p 0.5000

A: Testis: Atrophy, seminiferous tubule.
B: Testis: Edema, interstitium.

C: Epididymis: Decrease, spermatozoa.
D: Epididymis: Cell debris, lumen.
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INDIVIDUAL DATA 6-4-1

STUDY NO. SR09204 TITLE :2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
Statistical analysis in histopathological findings ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : 0 mg/kg

Animal
No. A

151 +
152 —
153 -
154 —
155 -
156 -
157 —
158 —
159 —
160 —
161 —
162 —

N 12

X2

A: Ovary: Cyst, lutein.
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INDIVIDUAL DATA 6-4-2

STUDY NO. SR09204 TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
Statistical analysis in histopathological findings ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : 50 mg/kg

Animal
No. A

451 —
452 +
453 -
454 —
455 -
456 -
457 —
458 —
459 —
460 —
461 —
462 —

N 12

p 0.7609

A: Ovary: Cyst, lutein.



INDIVIDUAL DATA 7-1
STUDY NO. SR09204 TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)

Stages of spermatogenesis ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP : 0 mg/kg
Stage I-VI
Number of cells
Sertoli cells Spermatogonia Pachytene Round_
spermatocytes spermatids
Animal No. /ST /ST /SC /ST /SC /ST /SC
101 24.4 19.8 0.81 57.4 2.35 154.6 6.34
102 21.4 19.0 0.89 56.2 2.63 110.8 5.18
103 24.0 20.0 0.83 60.0 2.50 150.2 6.26
104 218 19.2 0.88 47.6 2.18 132.6 6.08
105 23.8 21.0 0.88 55.6 2.34 134.2 5.64
‘ 106 22.8 15.0 0.66 52.6 231 134.2 5.89
5 107 23.4 18.6 0.79 53.6 2.29 141.2 6.03
'\" 108 23.6 19.8 0.84 54.0 2.29 142.2 6.03
109 19.4 20.8 1.07 45.0 2.32 129.0 6.65
110 23.0 15.4 0.67 54.6 2.37 138.4 6.02
111 218 21.6 0.99 46.0 211 142.0 6.51
112 18.8 21.6 1.15 42.6 2.27 141.6 7.53
N 12 12 12 12 12 12 12
MEAN 22.35 19.32 0.872 52.10 2.330 137.58 6.180
S.D. 1.79 2.15 0.145 5.48 0.135 11.11 0.575
S.E. 0.52 0.62 0.042 1.58 0.039 3.21 0.166
M/C 0.0736 2.1480 0.4868 0.0542 3.5623 0.6726 2.1056
F 0.3822 1.1842 1.2152 1.8232  4.1020t 0.1026 0.8767

ST : Seminiferous tubule.

SC : Sertoli cell per seminiferous tubule.



INDIVIDUAL DATA 7-2
STUDY NO. SR09204 TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
Stages of spermatogenesis ANIMAL : Rat, Crl:CD(SD) SEX: Male GROUP : 50 mg/kg

Stage I-VI
Number of cells
Sertoli cells Spermatogonia Pachytene Round_
spermatocytes spermatids
Animal No. /ST /ST /SC /ST /SC /ST /SC
401 24.6 15.4 0.63 51.0 2.07 138.4 5.63
402 20.4 16.6 0.81 46.4 2.27 136.6 6.70
403 22.8 18.4 0.81 54.2 2.38 139.6 6.12
404 21.0 25.2 1.20 49.6 2.36 129.0 6.14
405 218 23.2 1.06 47.0 2.16 123.4 5.66
‘ 406 23.0 18.4 0.80 45.0 1.96 134.0 5.83
5 407 23.6 18.8 0.80 434 1.84 141.2 5.98
"‘“’ 408 25.8 15.6 0.60 49.8 1.93 145.8 5.65
409 20.4 14.2 0.70 49.2 241 127.0 6.23
410 23.6 17.8 0.75 62.0 2.63 155.0 6.57
411 23.4 13.8 0.59 48.8 2.09 133.0 5.68
412 23.0 19.2 0.83 43.8 1.90 132.4 5.76
N 12 12 12 12 12 12 12
MEAN 22.78 18.05 0.798 49.18 2.167 136.28 5.996
S.D. 1.64 341 0.179 5.10 0.245 8.62 0.365
S.E. 0.47 0.98 0.052 1.47 0.071 2.49 0.105
t 2.0253

ST : Seminiferous tubule.
SC : Sertoli cell per seminiferous tubule.



INDIVIDUAL DATA 7-3

STUDY NO. SR09204 TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)

Stages of spermatogenesis ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP : 0 mg/kg
Stage VII-VIII
Number of cells
Sertoli cells Spermatogonia Preleptotene Pachytene Rounq
spermatocytes spermatocytes spermatids
Animal No. IST IST /SC IST ISC IST /SC IST /SC
101 234 2.0 0.09 54.0 2.31 67.2 2.87 159.0 6.79
102 20.2 14 0.07 338 1.67 56.2 2.78 106.0 5.25
103 24.4 1.6 0.07 43.8 1.80 65.2 2.67 146.6 6.01
104 214 2.2 0.10 40.0 1.87 58.8 2.75 115.6 5.40
105 22.0 14 0.06 42.4 1.93 63.0 2.86 128.6 5.85
‘ 106 18.8 2.2 0.12 36.8 1.96 53.2 2.83 112.2 5.97
5 107 23.0 14 0.06 42.8 1.86 58.8 2.56 127.2 5.53
4? 108 23.6 14 0.06 39.8 1.69 63.8 2.70 127.8 5.42
109 22.2 14 0.06 39.8 1.79 53.8 2.42 130.2 5.86
110 218 14 0.06 39.8 1.83 51.0 2.34 129.6 5.94
111 224 1.8 0.08 42.0 1.88 61.2 2.73 132.2 5.90
112 238 1.0 0.04 33.2 1.39 52.4 2.20 1324 5.56
N 12 12 12 12 12 12 12 12 12
MEAN 22.25 1.60 0.073 40.68 1.832 58.72 2.643 128.95 5.790
S.D. 1.59 0.37 0.022 5.37 0.214 5.43 0.217 14.23 0.407
S.E. 0.46 0.11 0.006 1.55 0.062 1.57 0.063 411 0.118
m/C 0.0030 0.4543 0.0619 0.6687 0.1061 0.2374 2.1597 2.8390 0.7634
F 0.0542 0.0383 0.0324 0.1592 0.0296 0.3650 0.0339 0.0205 0.2704

ST : Seminiferous tubule.
SC : Sertoli cell per seminiferous tubule.
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INDIVIDUAL DATA 7-4
STUDY NO. SR09204 TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
Stages of spermatogenesis ANIMAL : Rat, Crl:CD(SD) SEX: Male GROUP : 50 mg/kg

Stage VII-VIII
Number of cells
Sertoli cells Spermatogonia Preleptotene Pachytene Rounq
spermatocytes spermatocytes spermatids
Animal No. IST IST /SC IST ISC IST /SC IST /SC

401 20.6 1.0 0.05 37.2 1.81 57.6 2.80 135.6 6.58
402 22.2 1.6 0.07 38.8 1.75 58.2 2.62 121.8 5.49
403 20.8 1.8 0.09 40.0 1.92 59.2 2.85 122.2 5.88
404 21.0 2.2 0.10 45.2 2.15 57.6 2.74 129.0 6.14
405 23.2 14 0.06 36.6 1.58 47.0 2.03 129.4 5.58
406 238 1.2 0.05 39.6 1.66 58.2 2.45 129.6 5.45
407 238 1.2 0.05 34.4 1.45 53.6 2.25 123.6 5.19
408 24.6 1.0 0.04 41.0 1.67 55.0 2.24 1314 5.34
409 22.2 14 0.06 36.6 1.65 56.4 2.54 134.8 6.07
410 22.0 24 0.11 49.6 2.25 66.6 3.03 1514 6.88
411 218 1.6 0.07 418 1.92 58.2 2.67 1234 5.66
412 19.2 2.0 0.10 38.0 1.98 62.0 3.23 1234 6.43
N 12 12 12 12 12 12 12 12 12
MEAN 22.10 1.57 0.071 39.90 1.816 57.47 2.621 129.63 5.891
S.D. 1.56 0.46 0.024 417 0.237 4.67 0.345 8.37 0.534
S.E. 0.45 0.13 0.007 1.20 0.068 1.35 0.100 2.42 0.154

ST : Seminiferous tubule.
SC : Sertoli cell per seminiferous tubule.



INDIVIDUAL DATA 7-5
STUDY NO. SR09204 TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
Stages of spermatogenesis ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP : 0 mg/kg

Stage IX-XI
Number of cells
Sertoli cells Spermatogonia Leptotene Pachytene
spermatocytes spermatocytes
Animal No. /ST /ST /SC /ST /SC /ST /SC
101 26.4 3.6 0.14 57.6 2.18 66.4 2.52
102 22.0 3.6 0.16 39.8 1.81 60.6 2.75
103 22.2 4.0 0.18 50.0 2.25 65.8 2.96
104 22.0 34 0.15 49.0 2.23 63.4 2.88
105 22.4 3.8 0.17 54.0 241 69.8 3.12
‘ 106 22.4 3.6 0.16 49.6 221 66.8 2.98
5 107 24.8 4.0 0.16 50.4 2.03 67.8 2.73
0" 108 22.6 4.2 0.19 47.4 2.10 61.4 2.72
109 23.8 3.8 0.16 44.8 1.88 56.4 2.37
110 23.8 3.2 0.13 48.0 2.02 58.4 245
111 22.4 4.4 0.20 46.6 2.08 65.0 2.90
112 23.0 2.6 0.11 47.6 2.07 59.4 2.58
N 12 12 12 12 12 12 12
MEAN 23.15 3.68 0.159 48.73 2.106 63.43 2.747
S.D. 1.34 0.48 0.025 4.42 0.165 4,17 0.232
S.E. 0.39 0.14 0.007 1.28 0.048 1.20 0.067
M/C 0.2958 2.5056 2.0666 0.2502 0.4895 0.0094 1.6470
F 0.0776 0.7706 0.3112 0.6934 0.5101 0.5520 0.2267

ST : Seminiferous tubule.
SC : Sertoli cell per seminiferous tubule.
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INDIVIDUAL DATA 7-6
STUDY NO. SR09204 TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
Stages of spermatogenesis ANIMAL : Rat, Crl:CD(SD) SEX: Male GROUP : 50 mg/kg

Stage IX-XI
Number of cells
Sertoli cells Spermatogonia Leptotene Pachytene
spermatocytes spermatocytes
Animal No. /ST /ST /SC /ST /SC /ST /SC

401 24.2 3.2 0.13 41.8 1.73 58.8 2.43
402 21.6 24 0.11 40.6 1.88 574 2.66
403 23.6 44 0.19 54.2 2.30 69.4 294
404 21.6 3.0 0.14 440 2.04 60.2 2.79
405 21.0 3.0 0.14 40.2 191 56.0 2.67
406 26.0 2.6 0.10 50.8 1.95 67.2 2.58
407 22.2 4.6 0.21 53.2 2.40 62.4 2.81
408 23.8 3.8 0.16 484 2.03 65.2 2.74
409 23.8 3.4 0.14 45.0 1.89 59.8 251
410 21.0 4.6 0.22 48.2 2.30 61.8 294
411 24.6 2.6 0.11 54.2 2.20 67.6 2.75
412 224 3.8 0.17 44.6 1.99 60.0 2.68
N 12 12 12 12 12 12 12
MEAN 22.98 3.45 0.152 47.10 2.052 62.15 2.708
S.D. 1.58 0.79 0.039 5.16 0.205 4.29 0.155
S.E. 0.46 0.23 0.011 1.49 0.059 1.24 0.045

ST : Seminiferous tubule.
SC : Sertoli cell per seminiferous tubule.
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INDIVIDUAL DATA 7-7
STUDY NO. SR09204 TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
Stages of spermatogenesis ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP : 0 mg/kg

Stage XII-XIV

Number of cells
Sertoli cells Spermatogonia Spermatocytes 1 Spermatocytes 2
Animal No. /ST /ST /SC /ST /SC /ST /SC
101 21.6 4.2 0.19 58.4 2.70 72.2 3.34
102 21.4 3.4 0.16 44.2 2.07 68.4 3.20
103 24.4 3.6 0.15 55.6 2.28 77.8 3.19
104 20.6 5.0 0.24 49.6 241 65.8 3.19
105 27.4 3.6 0.13 56.2 2.05 67.6 2.47
106 24.4 3.4 0.14 57.4 2.35 77.2 3.16
107 25.0 5.4 0.22 46.4 1.86 66.2 2.65
108 24.2 2.8 0.12 49.8 2.06 73.4 3.03
109 21.0 4.6 0.22 46.2 2.20 67.2 3.20
110 22.8 3.0 0.13 454 1.99 59.0 2.59
111 23.0 3.2 0.14 45.2 1.97 61.8 2.69
112 23.4 4.2 0.18 48.4 2.07 62.8 2.68
N 12 12 12 12 12 12 12
MEAN 23.27 3.87 0.168 50.23 2.168 68.28 2.949
S.D. 1.96 0.82 0.041 5.24 0.233 5.89 0.306
S.E. 0.57 0.24 0.012 151 0.067 1.70 0.088
M/C 0.0250 1.6122 1.2289 0.1795 0.0048 0.0194 0.5431
F 0.1639 0.1563 0.2017 0.0746 0.0048 1.1112 0.4302

ST : Seminiferous tubule.

SC : Sertoli cell per seminiferous tubule.
Spermatocytes 1 : Zygotene / Pachytene spermatocytes.
Spermatocytes 2 : Pachytene / Diplotene spermatocytes.
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INDIVIDUAL DATA 7-8
STUDY NO. SR09204 TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
Stages of spermatogenesis ANIMAL : Rat, Crl:CD(SD) SEX: Male GROUP : 50 mg/kg

Stage XII-XIV

Number of cells
Sertoli cells Spermatogonia Spermatocytes 1 Spermatocytes 2
Animal No. /ST /ST /SC /ST /SC /ST /SC
401 22.0 4.6 0.21 44.0 2.00 61.2 2.78
402 22.4 5.4 0.24 54.6 244 65.2 2.91
403 22.0 5.6 0.25 55.6 2.53 72.8 3.31
404 22.6 3.0 0.13 46.2 2.04 60.2 2.66
405 26.4 3.8 0.14 50.2 1.90 75.4 2.86
406 24.0 5.4 0.23 50.6 211 72.8 3.03
407 21.6 4.8 0.22 53.0 2.45 67.2 3.11
408 25.6 3.2 0.13 52.4 2.05 67.2 2.63
409 21.0 4.4 0.21 39.6 1.89 57.0 2.71
410 21.4 3.8 0.18 52.2 244 66.0 3.08
411 25.2 1.8 0.07 49.4 1.96 61.4 244
412 21.2 2.6 0.12 48.4 2.28 63.2 2.98
N 12 12 12 12 12 12 12
MEAN 22.95 4,03 0.178 49.68 2.174 65.80 2.875
S.D. 1.87 1.21 0.058 4.60 0.238 5.65 0.244
S.E. 0.54 0.35 0.017 1.33 0.069 1.63 0.070

ST : Seminiferous tubule.

SC : Sertoli cell per seminiferous tubule.
Spermatocytes 1 : Zygotene / Pachytene spermatocytes.
Spermatocytes 2 : Pachytene / Diplotene spermatocytes.
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INDIVIDUAL DATA 8-1
STUDY NO. SR09204 TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
Estrous cycle  ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : 0 mg/kg

Administration day
Animal 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18

No. Pre-mating period Mating period
151 vV oI m v v o mNv VvV o mIv VvV I mc # # #
12 vV II m v v I I v vV I m v Vv 1 mc # # #
153 Vv Vv I m v v oI Imv VvV I miwv Vv I mc # #
%4 I m v v I I v vV o m v VvV I I Iv V 1 IIC
155 I m v v vV I v v I m v VvV I 1 Iv vV 1I IC
156 onmiv VvV o miNv VvV o mIv VvV o 1 Iv VvV 1I IC
157 v vV I m v v vV I v v II I v V V IC # #
18 vV II m v v I m v vV I m v Vv 1 mc # # #
159 nmiIv VvV o mimv VvV o mIv VvV I 1 Iv VvV 1I IC
160 m v v I I v v I m v v I I v VvV 1 1C #
61 m v v I I v v I m v v I v VvV 1 NC #
62 IV VvV II m v v O I v Vv I I v Vv I mc # #

I1:Proestrus. 1l1:Estrus. 1V:Metestrus. V:Diestrus. C:Copulated.
#: Not applicable.



INDIVIDUAL DATA 8-2
STUDY NO. SR09204 TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
Estrous cycle  ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 2 mg/kg

Administration day
Animal 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18

No. Pre-mating period Mating period
251 vV Im Iv vV o miwmv VvV o miIv VvV IO I Iv V 1 IIC
252 IV vV @I I v VvV oI m v VvV o miv Vv I mc # #
253 I miv VvV o miNv VvV o mIv VvV o 1 Iv V 1 IIC
254 IV .V @I I v V oI m v vV I m v Vv I mc # #
255 m v v v m mimv VvV vV o mimv VvV Vv I mc # #
256 IV V. II m v v O m v VvV I Im v VvV I mc # #
257 onmiIv VvV o mimv VvV vV I mIv VvV VvV I mc # #
| 258 I m v v @I I v vV II m v Vv II 1O Iv. VvV 1 1IcC
P 25 IV V. II m v v O m v Vv I Im v Vv I mc # #
'T 260 V V. II Im v v o m v v VvV I I IV V V IIC #
2600 IV V II M v v o m v VvV vV I v V I mc # #
262 nmiIv VvV o minv VvV I mIiv VvV I 1O Iv. vV 1 1IcC

I1:Proestrus. 1ll:Estrus. 1V :Metestrus. V:Diestrus. C:Copulated.
# : Not applicable.
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INDIVIDUAL DATA 8-3
STUDY NO. SR09204 TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
Estrous cycle  ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : 10 mg/kg

Administration day
Animal 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18

No. Pre-mating period Mating period
31 Vv @I m v v o mimv VvV o miImv VvV I mc # # #
352 I miv VvV o mNv VvV o mIv VvV o 1 Iv V 1 IIC
33 Vv @I m v v o miwmv Vv o miIv VvV I mc # # #
34 I m v v O m1v V I mIv vV IO I Iv V 1 IIC
35 VvV I m v v o m v Vv o miIv VvV I mc # # #
356 I miv VvV o m v VvV o mIv VvV o 1 Iv V 1 IIC
357 I m1Iv Vv o miwmv VvV o miv Vv o m Iv V 1 IIC
38 IV VvV @I O m v VvV II Im v v V I I mc # # #
359 n miIv Vv o miwmv VvV o miv Vv o m Iv V 1 IIC
30 IV VvV II I v v oo mimv v v miv Vv I mc # #
361 nmi1Iv Vv o miwmv VvV o miv VvV o m Iv VvV 1I IC
32 IV vV I I v vV vV v v v miwnv Vv I mc # #

I1:Proestrus. 1l1:Estrus. 1V:Metestrus. V:Diestrus. C:Copulated.
#: Not applicable.



INDIVIDUAL DATA 8-4

STUDY NO. SR09204 TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)

GROUP : 50 mg/kg

ANIMAL : Rat, Crl:CD(SD) SEX : Female

Estrous cycle

Administration day

15 16 17 18 19 20 21 22 23 24 25 26 27 28

10 11 12 13 14

9

8
Pre-mating period

2

1

Animal

Mating period

No.

#

mc

v o mNv VvV o miNv VvV I miv VvV I
v v 1o miwmv vV Vv 1o mINv VvV vV v

onmiIv VvV o mimv VvV o mIv VvV I I

451
452
453
454

#
#

#
#

vV VvV 1II ImC #
Iv. vV 1I IC #

mc

#

v o mNv VvV o mimNv VvV o miv VvV I

#
#

Iv. vV II IC # #
Iv vV II IC # #

mc

B E

- >
==
B E

= =
- >
==
E =

= =

455
456
457

#

v o miNv VvV o mimNv VvV o miv VvV I
v v 1o mimv VvV o mIv VvV o mIv Vv
onmiIv VvV o miImv VvV Vv m IV VvV I I
v v 1o miv Vv o miIv VvV o mIv Vv

I mc # # # #
Iv. vV 1II IIC # #
oI mc # # # #

458
459
460

—133—

#

#

Iv Vv 1II IC #

m v v I I
m v v I I

I
I

e
e

v
v

o Im
VvV I

e
v

461

v v v v v v v VvV v V vV V V IIC

462

IV :Metestrus. V:Diestrus. C:Copulated.

111 Estrus.

I1: Proestrus.

#: Not applicable.



INDIVIDUAL DATA 9-1
STUDY NO. SR09204 TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)

Reproduction performance  ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 0 mg/kg
Female Estrous cycle Paired . 3 Gestation .
No. Normal or Abnormal Mean cycle male No. Copulation Pregnancy Parturition length Nursing
Length (days) (days)
151 Normal 4.0 101 + + + 22 +
152 Normal 4.0 102 + + + 22 +
153 Normal 4.0 103 + + + 22 +
154 Normal 4.0 104 + + + 22 +
155 Normal 4.0 105 + + + 22 +
156 Normal 4.0 106 + + + 22 +
157 Normal 4.0 107 + + + 22 +
158 Normal 4.0 108 + + + 22 +
159 Normal 4.0 109 + + + 22 +
160 Normal 4.0 110 + + + 22 +
161 Normal 4.0 111 + + + 22 +
iR 162 Normal 4.0 112 + + + 23 +
R
| N 12 12
Mean 4.00 221
S.D. 0.00 0.3
Abnormal estrous Copulation index (%) Fertility Gestation Nursing
cycle (%) Male Female index (%) index (%) index (%)
0/12 (0.0) 12/12 (100.0) 12/12 (100.0) 12/12 (100.0) 12/12 (100.0) 12/12 (100.0)
M/C OOk 4.0761
F 2.5640t
H 3.8811

Estrous cycle : Female rats cycling normally ; Defined as having a cycle length between 4 and 6 days.

Female rats cycling abnormally ; Defined as having cycle length more than 7 days.
Copulation, pregnancy, parturition and nursing : + ; Positive.

Abnormal estrous cycle = (number of female with abnormal estrous cycle / number of females examined) x 100.

Copulation index = (number of copulated animals / number of animals mated) x 100.
Fertility index = (number of pregnant females / number of copulated females) x 100.

Gestation index = (number of females with live pups / number of pregnant females) x 100.

Nursing index = (number of females nursing live pups on lactation day 4 / number of females with live pups delivery) x 100.
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INDIVIDUAL DATA 9-2
STUDY NO. SR09204 TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
Reproduction performance  ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 2 mg/kg

Female Estrous cycle Paired . 3 Gestation .
No. Normal or Abnormal Mean cycle male No. Copulation Pregnancy Parturition length Nursing
Length (days) (days)
251 Normal 4.0 201 + + + 22 +
252 Normal 4.0 202 + + + 22 +
253 Normal 4.0 203 + + + 22 +
254 Normal 4.0 204 + + + 22 +
255 Normal 5.0 205 + + + 22 +
256 Normal 4.0 206 + + + 22 +
257 Normal 4.7 207 + + + 23 +
258 Normal 4.0 208 + + + 22 +
259 Normal 4.0 209 + + + 22 +
260 Normal 4.3 210 + + + 22 +
261 Normal 4.0 211 + + + 22 +
262 Normal 4.0 212 + + + 23 +
N 12 12
Mean 4.17 22.2
S.D. 0.34 0.4
Abnormal estrous Copulation index (%) Fertility Gestation Nursing
cycle (%) Male Female index (%) index (%) index (%)
0/12 (0.0) 12/12 (100.0) 12/12 (100.0) 12/12 (100.0) 12/12 (100.0) 12/12 (100.0)
t 0.4739

Estrous cycle : Female rats cycling normally ; Defined as having a cycle length between 4 and 6 days.
Female rats cycling abnormally ; Defined as having cycle length more than 7 days.
Copulation, pregnancy, parturition and nursing : + ; Positive.
Abnormal estrous cycle = (number of female with abnormal estrous cycle / number of females examined) x 100.
Copulation index = (number of copulated animals / number of animals mated) x 100.
Fertility index = (number of pregnant females / number of copulated females) x 100.
Gestation index = (number of females with live pups / number of pregnant females) x 100.
Nursing index = (number of females nursing live pups on lactation day 4 / number of females with live pups delivery) x 100.



INDIVIDUAL DATA 9-3
STUDY NO. SR09204 TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
Reproduction performance  ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 10 mg/kg

—9€T—

Female Estrous cycle Paired . 3 Gestation .
No. Normal or Abnormal Mean cycle male No. Copulation Pregnancy Parturition length Nursing
Length (days) (days)
351 Normal 4.0 301 + + + 23 +
352 Normal 4.0 302 + + + 22 +
353 Normal 4.0 303 + + + 23 +
354 Normal 4.0 304 + + + 22 +
355 Normal 4.0 305 + + + 23 +
356 Normal 4.0 306 + + + 22 +
357 Normal 4.0 307 + + + 23 +
358 Normal 5.0 308 + - # # #
359 Normal 4.0 309 + + + 23 +
360 Normal 4.0 310 + + + 23 +
361 Normal 4.0 311 + + + 22 +
362 Normal 4.0 312 + + + 22 +
N 12 11
Mean 4.08 225
S.D. 0.29 0.5
Abnormal estrous Copulation index (%) Fertility Gestation Nursing
cycle (%) Male Female index (%) index (%) index (%)
0/12 (0.0) 12/12 (100.0) 12/12 (100.0) 11/12 (91.7) 11/11 (100.0) 11/11 (100.0)
¢ 2.5703*

Estrous cycle : Female rats cycling normally ; Defined as having a cycle length between 4 and 6 days.
Female rats cycling abnormally ; Defined as having cycle length more than 7 days.
Copulation, pregnancy, parturition and nursing : + ; Positive, - ; Negative.
Abnormal estrous cycle = (number of female with abnormal estrous cycle / number of females examined) x 100.
Copulation index = (number of copulated animals / number of animals mated) x 100.
Fertility index = (number of pregnant females / number of copulated females) x 100.
Gestation index = (number of females with live pups / number of pregnant females) x 100.
Nursing index = (number of females nursing live pups on lactation day 4 / number of females with live pups delivery) x 100.

# : Not applicable.
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INDIVIDUAL DATA 9-4
STUDY NO. SR09204 TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
Reproduction performance  ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 50 mg/kg

Female Estrous cycle Paired . 3 Gestation .
No. Normal or Abnormal Mean cycle male No. Copulation Pregnancy Parturition length Nursing
Length (days) (days)
451 Normal 4.0 401 + + + 22 +
452 Normal 47 402 + + + 23 +
453 Normal 4.0 403 + + + 23 +
454 Normal 4.0 404 + + + 22 +
455 Normal 4.0 405 + + + 23 +
456 Normal 4.0 406 + + + 22 +
457 Normal 4.0 407 + + + 22 +
458 Normal 4.0 408 + + + 22 +
459 Normal 4.0 409 + + + 23 +
460 Normal 4.0 410 + + + 22 +
461 Normal 4.0 411 + + + 22 +
462 Abnormal a 412 + + + 22 +
N 11 12
Mean 4.06 22.3
S.D. 0.21 0.5
Abnormal estrous Copulation index (%) Fertility Gestation Nursing
cycle (%) Male Female index (%) index (%) index (%)
1/12 (8.3) 12/12 (100.0) 12/12 (100.0) 12/12 (100.0) 12/12 (100.0) 12/12 (100.0)
t 1.4217

Estrous cycle : Female rats cycling normally ; Defined as having a cycle length between 4 and 6 days.
Female rats cycling abnormally ; Defined as having cycle length more than 7 days.
Copulation, pregnancy, parturition and nursing : + ; Positive.
Abnormal estrous cycle = (number of female with abnormal estrous cycle / number of females examined) x 100.
Copulation index = (number of copulated animals / number of animals mated) x 100.
Fertility index = (number of pregnant females / number of copulated females) x 100.
Gestation index = (number of females with live pups / number of pregnant females) x 100.

Nursing index = (number of females nursing live pups on lactation day 4 / number of females with live pups delivery) x 100.

a : Not calculated due to continuing observed to diestrous until 16~27 days of administration.
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INDIVIDUAL DATA 10-1
STUDY NO. SR09204 TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
GROUP : 0 mg/kg

Pregnancy and litter data

ANIMAL : Rat, Crl:CD(SD)

SEX : Female

Dam Number !\lumber o_f Implantation  Delivery Lactation Pay 0 . _ _ La_ctation Day 4 __
No. of corpora Implar]tatl- index (%) index (%) Number of pups born Number of live pups Sex ratl_o !_lve birth Number of live pups _ .V|ab|I|ty
lutea on sites Total Male Female Dead Total Male Female Pupsborn Live pups index (%) Total Male Female Sex ratio index (%)
151 17 16 94.12 81.25 13 6 7 0 13 6 7 0.46 0.46 100.00 13 6 7 0.46 100.00
152 18 18 100.00 100.00 18 13 5 0 18 13 5 0.72 0.72 100.00 18 13 5 0.72 100.00
153 13 13 100.00 92.31 12 5 7 0 12 5 7 0.42 0.42 100.00 12 5 7 0.42 100.00
154 16 16 100.00 100.00 16 6 10 0 16 6 10 0.38 0.38 100.00 16 6 10 0.38 100.00
155 18 17 94.44 100.00 17 11 6 0 17 11 6 0.65 0.65 100.00 17 11 6 0.65 100.00
156 18 18 100.00 100.00 18 13 5 0 18 13 5 0.72 0.72 100.00 16 12 4 0.75 88.89
157 15 13 86.67 92.31 12 5 7 0 12 5 7 0.42 0.42 100.00 12 5 7 0.42 100.00
158 15 14 93.33 92.86 13 8 5 0 13 8 5 0.62 0.62 100.00 12 8 4 0.67 92.31
159 16 15 93.75 100.00 15 8 7 0 15 8 7 0.53 0.53 100.00 15 8 7 0.53 100.00
160 19 19 100.00 94.74 18 9 9 0 18 9 9 0.50 0.50 100.00 17 9 8 0.53 94.44
161 16 16 100.00 100.00 16 8 8 0 16 8 8 0.50 0.50 100.00 16 8 8 0.50 100.00
162 19 19 100.00 89.47 17 9 8 0 17 9 8 0.53 0.53 100.00 17 9 8 0.53 100.00
N 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 16.7 16.2 96.859 95.245 154 84 70 0.0 154 84 70 0.538 0.538 100.000 151 83 638 0.547 97.970
S.D. 1.8 21 4.352 5.939 24 28 16 0.0 24 28 16 0.116 0.116 0.000 22 26 18 0.123 3.862
M/C 8.2218* 8.1029* 3.3278 44561  9.1742* co**  97871* 2.5358  1.6804 co** 38893 3.2013 43.8988**
F 0.7739 0.7697 1.3358  1.4208 2.0095 1.7201
H 8.5195* 7.2511% 4.6791 3.8122 5.6060 3.7571 1.3260

Implantation index = (number of implantation sites / number of corpora lutea) x 100.
Delivery index = (number of pups born / number of implantation sites) x 100.
Sex ratio on Lactation Day 0 = (number of male pups born / number of pups born) and (number of live male pups / number of live pups).

Sex ratio on Lactation Day 4 = number of live male pups / number of live pups.
Live birth index = (number of live pups on lactation day 0 / number of pups born) x 100.

Viability index = (number of live pups on lactation day 4 / number of live pups on lactation day 0) x 100.
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INDIVIDUAL DATA 10-2
STUDY NO. SR09204 TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
GROUP : 2 mg/kg

Pregnancy and litter data

ANIMAL : Rat, Crl:CD(SD)

SEX : Female

Dam Number - Number of | \njantation  Delivery Lactation Day O - — Lactation Day 4 —
No. of corpora  implantati- ;. 4ey %) index (%) Number of pups born Number of live pups Sex ratl_o !_lve birth Number of live pups _ .Vlabl|lty
lutea on sites Total Male Female Dead Total Male Female Pupsborn Live pups index (%) Total Male Female Sex ratio index (%)
251 16 16 100.00 81.25 13 9 4 0 13 9 4 0.69 0.69 100.00 13 9 4 0.69 100.00
252 16 16 100.00 93.75 15 7 8 0 15 7 8 0.47 0.47 100.00 15 7 8 0.47 100.00
253 16 15 93.75 100.00 15 9 6 0 15 9 6 0.60 0.60 100.00 14 8 6 0.57 93.33
254 16 16 100.00 93.75 15 8 7 0 15 8 7 0.53 0.53 100.00 15 8 7 0.53 100.00
255 15 15 100.00 100.00 15 11 4 0 15 11 4 0.73 0.73 100.00 15 11 4 0.73 100.00
256 16 16 100.00 100.00 16 9 7 0 16 9 7 0.56 0.56 100.00 16 9 7 0.56 100.00
257 15 15 100.00 100.00 15 7 8 0 15 7 8 0.47 0.47 100.00 15 7 8 0.47 100.00
258 18 17 94.44 100.00 17 10 7 0 17 10 7 0.59 0.59 100.00 17 10 7 0.59 100.00
259 17 17 100.00 94.12 16 7 9 0 16 7 9 0.44 0.44 100.00 16 7 9 0.44 100.00
260 19 19 100.00 89.47 17 8 9 0 17 8 9 0.47 0.47 100.00 16 7 9 0.44 94.12
261 15 15 100.00 86.67 13 6 7 0 13 6 7 0.46 0.46 100.00 13 6 7 0.46 100.00
262 17 16 94.12 93.75 15 6 9 0 15 6 9 0.40 0.40 100.00 14 6 8 0.43 93.33
N 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 16.3 16.1 98.526 94.397 15.2 8.1 7.1 0.0 152 81 7.1 0.534 0.534 100.000 14.9 7.9 7.0 0.532 98.398
S.D. 1.2 1.2 2.671 6.143 1.3 16 17 0.0 1.3 1.6 17 0.102 0.102 0.000 12 1.6 1.7 0.100 2.904
U 61.0000 67.5000

Implantation index = (number of implantation sites / number of corpora lutea) x 100.
Delivery index = (number of pups born / number of implantation sites) x 100.
Sex ratio on Lactation day 0 = (number of male pups born / number of pups born) and (number of live male pups / number of live pups).

Sex ratio on Lactation day 4 = number of live male pups / number of live pups.
Live birth index = (number of live pups on lactation day 0 / number of pups born) x 100.

Viability index = (number of live pups on lactation day 4 / number of live pups on lactation day 0) x 100.



INDIVIDUAL DATA 10-3
STUDY NO. SR09204 TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
Pregnancy and litter data ANIMAL : Rat, Crl:CD(SD) SEX:Female GROUP : 10 mg/kg

—0orT—

Dam Number  Number of 5jantation  Delivery Lactation Day 0 - — Lactation Day 4 ——
No. of corpora implantati- i dex %) index (%) Number of pups born Number of live pups Sex ratl_o !_lve birth Number of live pups _ _Vlablllty
lutea on sites Total Male Female Dead Total Male Female Pupsborn Live pups index (%) Total Male Female Sex ratio index (%)
351 16 16 100.00 93.75 15 10 5 0 15 10 5 0.67 0.67 100.00 15 10 5 0.67 100.00
352 15 15 100.00 93.33 14 7 7 0 14 7 7 0.50 0.50 100.00 14 7 7 0.50 100.00
353 14 14 100.00 92.86 13 5 8 0 13 5 8 0.38 0.38 100.00 13 5 8 0.38 100.00
354 15 15 100.00 100.00 15 8 7 0 15 8 7 0.53 0.53 100.00 15 8 7 0.53 100.00
355 15 13 86.67 92.31 12 5 7 0 12 5 7 0.42 0.42 100.00 11 5 6 0.45 91.67
356 15 15 100.00 93.33 14 8 6 0 14 8 6 0.57 0.57 100.00 14 8 6 0.57 100.00
357 16 16 100.00 93.75 15 5 10 0 15 5 10 0.33 0.33 100.00 15 5 10 0.33 100.00
358° 0 0 # # # # # # # # # # # # # # # # #
359 14 14 100.00 100.00 14 5 9 0 14 5 9 0.36 0.36 100.00 8 2 6 0.25 57.14
360 16 15 93.75 100.00 15 8 7 1 14 7 7 0.53 0.50 93.33 14 7 7 0.50 100.00
361 15 15 100.00 93.33 14 6 8 0 14 6 8 0.43 0.43 100.00 14 6 8 0.43 100.00
362 15 14 93.33 92.86 13 5 8 0 13 5 8 0.38 0.38 100.00 13 5 8 0.38 100.00
N 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11
Mean 15.1 14.7 97.614 95.047 140 65 75 0.1 139 65 75 0.464 0.461 99.394 133 6.2 7.1 0.454 95.346
S.D. 0.7 0.9 4.456 3.207 1.0 1.8 14 0.3 09 17 14 0.105 0.103 2.011 21 21 14 0.118 12.916

U 27.5000*  37.0000

Implantation index = (number of implantation sites / number of corpora lutea) x 100.

Delivery index = (number of pups born / number of implantation sites) x 100.

Sex ratio on Lactation day 0 = (number of male pups born / number of pups born) and (number of live male pups / number of live pups).
Sex ratio on Lactation day 4 = number of live male pups / number of live pups.

Live birth index = (number of live pups on lactation day 0 / number of pups born) x 100.

Viability index = (number of live pups on lactation day 4 / number of live pups on lactation day 0) x 100.

# : Not apllicable.
a : Non-pregnant.
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INDIVIDUAL DATA 10-4
STUDY NO. SR09204 TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)

Pregnancy and litter data

ANIMAL : Rat, Crl:CD(SD)

SEX : Female

GROUP : 50 mg/kg

Dam Number  Number of 5jantation  Delivery Lactation Day 0 - — Lactation Day 4 ——
No. of corpora implantati- i dex (%) index (%) Number of pups born Number of live pups Sex ratl_o !_lve birth Number of live pups _ _Vlablllty
lutea on sites Total Male Female Dead Total Male Female Pupsborn Live pups index (%) Total Male Female Sex ratio index (%)
451 16 16 100.00 93.75 15 8 7 1 14 7 7 0.53 0.50 93.33 14 7 7 0.50 100.00
452 17 15 88.24 86.67 13 7 6 0 13 7 6 0.54 0.54 100.00 13 7 6 0.54 100.00
453 15 15 100.00 86.67 13 6 7 0 13 6 7 0.46 0.46 100.00 13 6 7 0.46 100.00
454 14 14 100.00 85.71 12 5 7 0 12 5 7 0.42 0.42 100.00 12 5 7 0.42 100.00
455 15 15 100.00 93.33 14 8 6 0 14 8 6 0.57 0.57 100.00 14 8 6 0.57 100.00
456 17 17 100.00 100.00 17 7 10 0 17 7 10 0.41 0.41 100.00 17 7 10 0.41 100.00
457 14 14 100.00 85.71 12 6 6 0 12 6 6 0.50 0.50 100.00 12 6 6 0.50 100.00
458 16 16 100.00 87.50 14 7 7 0 14 7 7 0.50 0.50 100.00 14 7 7 0.50 100.00
459 15 15 100.00 93.33 14 7 7 0 14 7 7 0.50 0.50 100.00 14 7 7 0.50 100.00
460 16 16 100.00 100.00 16 9 7 0 16 9 7 0.56 0.56 100.00 16 9 7 0.56 100.00
461 19 19 100.00 100.00 19 12 7 0 19 12 7 0.63 0.63 100.00 19 12 7 0.63 100.00
462 17 17 100.00 94.12 16 10 6 1 15 10 5 0.63 0.67 93.75 14 9 5 0.64 93.33
N 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 15.9 15.8 99.020 92.233 14.6 7.7 6.9 0.2 144 76 6.8 0.521 0.522 98.923 143 75 6.8 0.519 99.444
S.D. 14 14 3.395 5.710 2.1 1.9 11 0.4 21 19 12 0.071 0.078 2.516 2.1 18 1.2 0.073 1.925
U 52.0000 61.5000

Implantation index = (number of implantation sites / number of corpora lutea) x 100.
Delivery index = (number of pups born / number of implantation sites) x 100.
Sex ratio on Lactation day 0 = (number of male pups born / number of pups born) and (number of live male pups / number of live pups).

Sex ratio on Lactation day 4 = number of live male pups / number of live pups.
Live birth index = (number of live pups on lactation day 0 / number of pups born) x 100.

Viability index = (number of live pups on lactation day 4 / number of live pups on lactation day 0) x 100.



INDIVIDUAL DATA 11-1
STUDY NO. SR09204 TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
General appearance of pups  ANIMAL : Rat, Crl:CD(SD) SEX : Male, Female GROUP : 0 mg/kg

Day of Male Female
Dam No. lactation period Number of pups Findings Number of pups Findings
151 0-4 6 No abnormal findings ; 6 7 No abnormal findings ; 7
152 0-4 13 No abnormal findings ; 13 5 No abnormal findings ; 5
153 0-4 5 No abnormal findings ; 5 7 No abnormal findings ; 7
154 0-4 6 No abnormal findings ; 6 10 No abnormal findings ; 10
155 0-4 11 No abnormal findings ; 11 6 No abnormal findings ; 6
156 0,1 13 No abnormal findings ; 13 5 No abnormal findings ; 5
2 13 No abnormal findings ; 13 5 Death ; 1, No abnormal findings ; 4
3 13 Milk-band negative ; 1, No abnormal findings ; 12 4 No abnormal findings ; 4
4 13 Death ; 1, No abnormal findings ; 12 4 No abnormal findings ; 4
157 0-4 5 No abnormal findings ; 5 7 No abnormal findings ; 7
\ 158 0 8 No abnormal findings ; 8 5 No abnormal findings ; 5
5 1 8 No abnormal findings ; 8 5 Death (Lost) ; 1, No abnormal findings ; 4
| 2-4 8 No abnormal findings ; 8 4 No abnormal findings ; 4
159 0 8 Milk-band negative ; 1, No abnormal findings ; 7 7 No abnormal findings ; 7
1-4 8 No abnormal findings ; 8 7 No abnormal findings ; 7
160 0-2 9 No abnormal findings ; 9 9 No abnormal findings ; 9
3 9 No abnormal findings ; 9 9 Death (Lost) ; 1, No abnormal findings ; 8
4 9 No abnormal findings ; 9 8 No abnormal findings ; 8
161 0-4 8 No abnormal findings ; 8 8 No abnormal findings ; 8
162 0-4 9 No abnormal findings ; 9 8 No abnormal findings ; 8




INDIVIDUAL DATA 11-2
STUDY NO. SR09204 TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
General appearance of pups  ANIMAL : Rat, Crl:CD(SD) SEX : Male, Female GROUP : 2 mg/kg

Day of Male Female

Dam No. lactation period Number of pups Findings Number of pups Findings

—EerT—

251 0-2 9 No abnormal findings ; 9 4 No abnormal findings ; 4
34 9 Milk-band negative ; 1, No abnormal findings ; 8 4 No abnormal findings ; 4
252 0-4 7 No abnormal findings ; 7 8 No abnormal findings ; 8
253 0 9 Milk-band negative ; 1, No abnormal findings ; 8 6 No abnormal findings ; 6
1 9 Death (Lost) ; 1, No abnormal findings ; 8 6 No abnormal findings ; 6
2-4 8 No abnormal findings ; 8 6 No abnormal findings ; 6
254 0-4 8 No abnormal findings ; 8 7 No abnormal findings ; 7
255 0-4 11 No abnormal findings ; 11 4 No abnormal findings ; 4
256 0-4 9 No abnormal findings ; 9 7 No abnormal findings ; 7
257 0-4 7 No abnormal findings ; 7 8 No abnormal findings ; 8
258 0-3 10 No abnormal findings ; 10 7 No abnormal findings ; 7
4 10 Milk-band negative ; 1, No abnormal findings ; 9 7 No abnormal findings ; 7
259 0-4 7 No abnormal findings ; 7 9 No abnormal findings ; 9
260 0 8 Milk-band negative ; 1, No abnormal findings ; 7 9 No abnormal findings ; 9
1 8 Death (Lost) ; 1, No abnormal findings ; 7 9 No abnormal findings ; 9
2-4 7 No abnormal findings ; 7 9 No abnormal findings ; 9
261 0-4 6 No abnormal findings ; 6 7 No abnormal findings ; 7
262 0 6 No abnormal findings ; 6 9 No abnormal findings ; 9
1 6 No abnormal findings ; 6 9 Milk-band negative ; 1, No abnormal findings ; 8
2 6 No abnormal findings ; 6 9 Death (Lost) ; 1, No abnormal findings ; 8
34 6 No abnormal findings ; 6 8 No abnormal findings ; 8
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INDIVIDUAL DATA 11-3
STUDY NO. SR09204 TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)

General appearance of pups

ANIMAL : Rat, Crl:CD(SD) SEX: Male, Female GROUP : 10 mg/kg

Day of Male Female
Dam No. lactation period Number of pups Findings Number of pups Findings
351 0-4 10 No abnormal findings ; 10 5 No abnormal findings ; 5
352 0-4 7 No abnormal findings ; 7 7 No abnormal findings ; 7
353 0-4 5 No abnormal findings ; 5 8 No abnormal findings ; 8
354 0-4 8 No abnormal findings ; 8 7 No abnormal findings ; 7
355 0 5 Lost, a half of tail, because of trauma ; 1, No abnormal findings ; 4 7 Milk-band negative ; 1, No abnormal findings ; 6
1 5 Lost, a half of tail, because of trauma ; 1, No abnormal findings ; 4 7 Death (Lost) ; 1, No abnormal findings ; 6
2-4 5 Lost, a half of tail, because of trauma ; 1, No abnormal findings ; 4 6 No abnormal findings ; 6
356 0-4 8 No abnormal findings ; 8 6 No abnormal findings ; 6
357 0-4 5 No abnormal findings ; 5 10 No abnormal findings ; 10
359 0 5 No abnormal findings ; 5 9 Milk-band negative ; 1, No abnormal findings ; 8
1 5 Death ; 1, Milk-band negative ; 1, No abnormal findings ; 3 9 Death ; 1, Death (Lost) ; 1, Milk-band negative ; 1,
No abnormal findings ; 6
2 4 Death (Lost); 2, No abnormal findings ; 2 7 Death (Lost); 1, No abnormal findings ; 6
34 2 No abnormal findings ; 2 6 No abnormal findings ; 6
360 0 8 Death ; 1, No abnormal findings ; 7 7 No abnormal findings ; 7
1-4 7 No abnormal findings ; 7 7 No abnormal findings ; 7
361 0-4 6 No abnormal findings ; 6 8 No abnormal findings ; 8
362 0-4 5 No abnormal findings ; 5 8 No abnormal findings ; 8




INDIVIDUAL DATA 11-4
STUDY NO. SR09204 TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
General appearance of pups  ANIMAL : Rat, Crl:CD(SD) SEX : Male, Female GROUP : 50 mg/kg

Day of Male Female
Dam No. lactation period Number of pups Findings Number of pups Findings

451 0 8 Death ; 1, No abnormal findings ; 7 7 No abnormal findings ; 7

1-4 7 No abnormal findings ; 7 7 No abnormal findings ; 7

452 0-4 7 No abnormal findings ; 7 6 No abnormal findings ; 6

453 0-4 6 No abnormal findings ; 6 7 No abnormal findings ; 7

454 0-4 5 No abnormal findings ; 5 7 No abnormal findings ; 7

455 0-4 8 No abnormal findings ; 8 6 No abnormal findings ; 6

456 0-4 7 No abnormal findings ; 7 10 No abnormal findings ; 10

457 0-4 6 No abnormal findings ; 6 6 No abnormal findings ; 6

458 0-4 7 No abnormal findings ; 7 7 No abnormal findings ; 7

459 0-4 7 No abnormal findings ; 7 7 No abnormal findings ; 7

\ 460 0-4 9 No abnormal findings ; 9 7 No abnormal findings ; 7

= 461 0-4 12 No abnormal findings ; 12 7 No abnormal findings ; 7
cr 462 0 10 No abnormal findings ; 10 6 Death ; 1, No abnormal findings ; 5

1,2 10 No abnormal findings ; 10 5 No abnormal findings ; 5

3 10 Death ; 1, No abnormal findings ; 9 5 No abnormal findings ; 5

4 9 No abnormal findings ; 9 5 No abnormal findings ; 5
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INDIVIDUAL DATA 12-1

STUDY NO. SR09204  TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
SEX : Male, Female

Body weight of pups

ANIMAL : Rat, Crl:CD(SD)

GROUP : 0 mg/kg

Body weight (g)
Male Female
Lactation day Lactation day
0 1 4 0 1 4

DamNo. n Mean n Mean n Mean n Mean n Mean n Mean
151 6 6.7 6 7.8 6 10.8 7 6.4 7 7.4 7 10.5

152 13 5.9 13 6.4 13 9.3 5 5.7 5 6.2 5 9.3
153 5 6.5 5 7.0 5 10.4 7 6.2 7 6.8 7 10.4

154 6 6.6 6 7.3 6 10.5 10 6.1 10 6.7 10 9.8

155 11 5.7 11 6.2 11 8.8 6 55 6 6.0 6 8.6

156 13 5.6 13 5.8 12 8.3 5 5.1 5 55 4 8.4
157 5 6.3 5 7.1 5 111 7 5.8 7 6.3 7 10.0
158 8 6.7 8 7.3 8 11.6 5 5.9 4 6.5 4 10.1
159 8 6.9 8 7.6 8 10.8 7 6.6 7 7.3 7 10.1

160 9 6.2 9 6.8 9 10.0 9 5.6 9 5.9 8 8.7
161 8 7.0 8 7.6 8 10.8 8 6.7 8 7.1 8 10.2
162 9 7.9 9 8.9 9 12.3 8 7.1 8 7.8 8 10.6
N 12 12 12 12 12 12
Mean 6.50 7.15 10.39 6.06 6.63 9.73
S.D. 0.63 0.82 1.14 0.57 0.69 0.78
S.E. 0.18 0.24 0.33 0.16 0.20 0.22
M/C 0.4179 2.2103 1.4994 0.5669 2.4189 5.2235
F 2.5454t 1.7567 1.7312 2.7874t 2.3017% 1.8306

n : Number of pups.
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INDIVIDUAL DATA 12-2
STUDY NO. SR09204  TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
Body weight of pups  ANIMAL : Rat, Crl:CD(SD) SEX: Male, Female GROUP : 2 mg/kg

Body weight (g)
Male Female
Lactation day Lactation day
0 1 4 0 1 4
DamNo. n Mean n Mean n Mean n Mean n Mean n Mean
251 9 6.2 9 6.7 9 9.7 4 5.8 4 6.3 4 9.7
252 7 7.0 7 75 7 10.8 8 6.6 8 7.1 8 10.2
253 9 6.1 8 6.9 8 10.1 6 5.9 6 6.5 6 9.6
254 8 6.5 8 7.2 8 10.1 7 5.7 7 6.2 7 8.4
255 11 6.5 11 6.9 11 9.9 4 6.2 4 6.6 4 9.9
256 9 6.4 9 6.7 9 9.9 7 6.0 7 6.3 7 9.1
257 7 7.1 7 7.8 7 11.0 8 6.8 8 7.4 8 10.2
258 10 6.3 10 6.9 10 9.9 7 5.8 7 6.4 7 8.7
259 7 6.4 7 7.1 7 9.9 9 6.1 9 6.5 9 9.3
260 8 5.8 7 6.4 7 9.8 9 5.9 9 6.3 9 9.6
261 6 75 6 8.1 6 11.7 7 6.6 7 7.1 7 10.6
262 6 7.4 6 8.1 6 12.6 9 7.2 9 7.9 8 11.8
N 12 12 12 12 12 12
Mean 6.60 7.19 10.45 6.22 6.72 9.76
S.D. 0.53 0.56 0.91 0.47 0.54 0.90
S.E. 0.15 0.16 0.26 0.14 0.15 0.26
t 0.4274 0.7031 0.3151

n : Number of pups.



INDIVIDUAL DATA 12-3
STUDY NO. SR09204  TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
Body weight of pups  ANIMAL : Rat, Crl:CD(SD) SEX : Male, Female GROUP : 10 mg/kg
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Body weight (g)
Male Female
Lactation day Lactation day
0 1 4 0 1 4
DamNo. n Mean n Mean n Mean n Mean n Mean n Mean
351 10 7.2 10 7.8 10 10.4 5 7.0 5 75 5 9.9
352 7 6.3 7 6.8 7 10.3 7 5.7 7 6.4 7 9.6
353 5 8.1 5 9.1 5 13.3 8 7.8 8 8.6 8 12.7
354 8 6.7 8 6.9 8 9.8 7 6.3 7 6.7 7 9.5
355 5 8.0 5 9.0 5 134 7 7.1 6 8.7 6 13.2
356 8 6.6 8 7.1 8 10.8 6 6.1 6 6.3 6 9.2
357 5 7.6 5 8.6 5 125 10 6.9 10 7.9 10 114
359 5 6.7 4 7.0 2 9.6 9 6.3 7 6.2 6 8.6
360 7 7.3 7 8.2 7 12.0 7 7.2 7 7.8 7 11.6
361 6 7.0 6 7.6 6 11.7 8 6.5 8 7.3 8 11.0
362 5 6.8 5 7.4 5 11.3 8 6.7 8 7.4 8 10.9
N 11 11 11 11 11 11
Mean 7.12 1.77 11.37 6.69 7.35 10.69
S.D. 0.58 0.84 1.33 0.59 0.88 1.47
S.E. 0.18 0.25 0.40 0.18 0.26 0.44
t 2.5841* 2.7472* 2.4222

n : Number of pups.



INDIVIDUAL DATA 12-4
STUDY NO. SR09204  TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
Body weight of pups  ANIMAL : Rat, Crl:CD(SD) SEX : Male, Female GROUP : 50 mg/kg
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Body weight (g)
Male Female
Lactation day Lactation day
0 1 4 0 1 4
DamNo. n Mean n Mean n Mean n Mean n Mean n Mean
451 7 6.5 7 7.2 7 10.5 7 6.2 7 6.8 7 9.7
452 7 75 7 8.4 7 125 6 7.6 6 8.5 6 12.9
453 6 7.7 6 8.3 6 11.9 7 7.3 7 8.0 7 11.6
454 5 7.0 5 75 5 11.2 7 6.3 7 6.8 7 10.1
455 8 7.2 8 75 8 10.8 6 6.8 6 7.1 6 10.1
456 7 6.2 7 6.5 7 8.8 10 5.9 10 6.2 10 8.5
457 6 6.8 6 75 6 115 6 6.4 6 7.1 6 10.8
458 7 6.7 7 7.1 7 10.2 7 6.0 7 6.6 7 9.9
459 7 6.9 7 75 7 11.2 7 6.5 7 7.0 7 10.3
460 9 6.4 9 7.0 9 9.8 7 6.1 7 6.5 7 9.0
461 12 5.8 12 6.1 12 8.7 7 5.7 7 5.8 7 8.5
462 10 6.5 10 7.2 9 11.8 5 6.1 5 6.8 5 111
N 12 12 12 12 12 12
Mean 6.77 7.32 10.74 6.41 6.93 10.21
S.D. 0.54 0.65 1.20 0.57 0.73 1.28
S.E. 0.16 0.19 0.35 0.16 0.21 0.37
t 1.1398 1.5542 1.0599

n : Number of pups.
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INDIVIDUAL DATA 13-1
STUDY NO. SR09204 TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
Gross findings of pups euthanized on day 4 of lactation ~ANIMAL : Rat, Crl:CD(SD) GROUP : 0 mg/kg

Number of pups

Dam No. Male Female Findings
151 6 7 No abnormal findings
152 13 5 No abnormal findings
153 5 7 No abnormal findings
154 6 10 No abnormal findings
155 11 6 No abnormal findings
156 12 4 No abnormal findings
157 5 7 No abnormal findings
158 8 4 No abnormal findings
159 8 7 No abnormal findings
160 9 8 No abnormal findings
161 8 8 No abnormal findings
162 9 8 No abnormal findings




INDIVIDUAL DATA 13-2
STUDY NO. SR09204 TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
Gross findings of pups euthanized on day 4 of lactation ~ANIMAL : Rat, Crl:CD(SD) GROUP : 2 mg/kg

Number of pups

—16T—

Dam No. Male Female Findings
251 9 4 No abnormal findings
252 7 8 No abnormal findings
253 8 6 No abnormal findings
254 8 7 No abnormal findings
255 11 4 No abnormal findings
256 7 No abnormal findings
257 7 8 No abnormal findings
258 10 7 No abnormal findings
259 7 9 No abnormal findings
260 7 9 No abnormal findings
261 6 7 No abnormal findings
262 6 8 No abnormal findings




INDIVIDUAL DATA 13-3
STUDY NO. SR09204 TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
Gross findings of pups euthanized on day 4 of lactation ~ANIMAL : Rat, Crl:CD(SD) GROUP : 10 mg/kg

Number of pups

—¢ST—

Dam No. Male Female Findings

351 10 5 No abnormal findings

352 7 7 No abnormal findings

353 5 8 No abnormal findings

354 8 7 Kidney(left) : Dilatation, renal pelvis , Ureter(left) : Dilatation ; 1 (Male)

No abnormal findings ; 14

355 5 6 External : Lost, a half of tail, because of trauma ; 1(Male) , No abnormal findings ; 10
356 8 6 No abnormal findings

357 5 10 No abnormal findings

359 2 6 No abnormal findings

360 7 7 No abnormal findings

361 6 8 No abnormal findings

362 5 8 No abnormal findings




INDIVIDUAL DATA 13-4
STUDY NO. SR09204 TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
Gross findings of pups euthanized on day 4 of lactation ~ANIMAL : Rat, Crl:CD(SD) GROUP : 50 mg/kg

Number of pups

—EqT—

Dam No. Male Female Findings
451 7 7 No abnormal findings
452 7 6 No abnormal findings
453 6 7 No abnormal findings
454 5 7 No abnormal findings
455 8 6 No abnormal findings
456 7 10 No abnormal findings
457 6 6 No abnormal findings
458 7 7 No abnormal findings
459 7 7 No abnormal findings
460 9 7 No abnormal findings
461 12 7 No abnormal findings
462 9 5 No abnormal findings




INDIVIDUAL DATA 14
STUDY NO. SR09204 TITLE : 2-Ethyl-9,10-anthraquinone Reproduction/developmental toxicity screening test (p.o.)
Gross findings of dead pups on days 0-4 of lactation ~ANIMAL : Rat, Crl:CD(SD)

—VeT—

Day of Number of pups
Group Dam No. death Male Female Findings
0 mg/kg 156 2 0 1 No abnormal findings
4 1 0 No abnormal findings
158 1 0 1 Lost
160 3 0 1 Lost
2 mg/kg 253 1 1 0 Lost
260 1 1 0 Lost
262 2 0 1 Lost
10 mg/kg 355 1 0 1 Lost
359 1 1 1 No abnormal findings
1 0 1 Lost
2 2 1 Lost
360 0 1 0 No abnormal findings
50 mg/kg 451 0 1 0 No abnormal findings
462 0 0 1 No abnormal findings

3 1 0 No abnormal findings
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Appendix 1-2 SR09204
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Appendix 2-1

SR09204
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Appendix 2-2

SR09204
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Appendix 3-1

SR09204
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Appendix 3-2
SR09204

IATEERAEE S 1379
FEEMRIERER SHiEHE

Ea B % . 2-TFN-9,10-T > NI X ) DT v MIBIT 55 A5HRAR
A B ¥ 5 . SR09204
TR YW E L . 2=FNAL910-TNTXF
2 v b &F & : 4808H
i & 1% AF BT —RKER
O FE A B : 20114%1H6H
SVTRBRERSL . RKEFERE
B £ H B : 201141468
#H ® K ¥ : HPLC#:
A OB O &
FRBLIR AED sl
SopE magLy BRWEBRE  THE  ZBHM SAE
(mg/mL) TIEHERZE (%) (%)
1 0. 416
0.4 0.411
2 0. 394 3.8 102. 8
mg/mL + 0.0155
3 0. 424
1 2.12
2 2.09
2 2.08 1.1 104. 5
mg/mL + 0.023
3 2.08
1 10. 4
10 10. 5
2 10.5 1.0 105.0
mg/mL + 0.10
3 10.6
o o' OB ¥ . SARIN0 ~ 110%. TEHRED 5%UTOHEEEEE T 5,
& & H &' &

RBEMER KA (LAY R SRR

zo/l #® / A 7 &

2ol & / A 7 &

—163—



Appendix 4

SR09204
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Appendix 4
SR09204
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SR09204
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