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Y

123- R U AF AT D0 BB . R E o l), 40, 200 35 L0 1000 mg/kg/day % 1
REMERER- 12 PR Crl:CD(SD) 7 v Mz, HEZ v Moxt UTidsdhitar, REMNE L ORE%R %
Eieat 42 AM, MEZ v MR L CITASHIRT, ASRdE L OUERBI, 2o NIl 3 BETo
iR (40 ~ 53 AR BAKSE L, TOMREE, LRITE), TR I ON0HEOLMmICRIET
st Bat L2k R, LUFOREN S 6.

1.1 BB OV T

HEMWTIE, 1000 mg/kg B CHEREIZAMRIE QARG R, MISRERSZ b, E-, #
DI OB E IS KL OMERE O £ 5-B5E % OB ITIREN A L/, SREER T, 40
mg/kg BED i C)FIRE RS, 200 1 X T8 1000 mg/kg BEOMERET)FiRE L OB IRER IS &M
D3F 5, FIHTrE 200 mg/kg BEORER KO8 1000 mg/kg B R FFBg o> KR, 200 3 X T8 1000
mg/kg BED HECBIROFEE, 1000 mg/kg BEOMEIZBE RO KAUNR R ST, REERZEARAE T
%, 200 35 £ OV 1000 mg/kg FEDOMERELZ/NEEHU DM ITRIIEAR K, RELZITALRME ERZ D47 FE /]
K (2u-7" 2 7Y FURIC K D REGR AR BAabiT.

1.2 HEMWo AR X OEAIROFRAIZ DN T

VR, ZeRE, ZhAE, RRITENY, IREEE, ERK, ERE, WMREDE, s,
HEVRSR, HEERFOEFIRECE K USE U IRE, HAER, HEAWROME, HAEROAEFTLIC
1%, 1000 mg/kg B E CHEBRMER G ORBILRD bR T-.

FAEROKETHE, 1000 mgrke B TR 4 BIZIETIRE, M TEBEBENNS DAL, FAER
D RRIE, EFRS B OICHRPTRICE, ERMER 5 O BIIRY bR,

P EDZ e, RABRRIMTICEITS 1,2,3- 8 AFARUE U ORE)ORYES
(NOEL) X 40 mg/kg/day THIRE EOHIMATRD Lz 2 & 55 40 mg/kg/day A, FEathE:
(NOAEL)iZ, 200 mg/kg B THFEFS L OB IR E E O, NFigO R L OBIROMRBRE, Wb
AN /N IE UL R AR D D72 2 225 40 mg/kg/day TH D, MEF BN O
BLE (NOEL) B X OVMEFEME & (NOAEL) 13, 200 mg/kg B CHFEIS L OB B E &0, W
BRI TR T/ AR DPE PR AR R SRR D B 72 2 & 205 40 mg/kg/day & BT L7=. — 4,
BENM OETHREIC ST A M EE (NOEL) B X OEEM SR (NOAEL) X, #iE 5 \C B

72 &4EA 1000 mg/kg F TRED LD - 72 Z & A5 1000 mg/kg/day, AR DIEA - FEFIZxf
J M AE (NOEL) 5 L OMEEHME (NOAEL) i, 1000 mg/kg #f THIA TR E IR = 721X

\\\\\\

IR 23 A D372 2 & A B 200 mg/kg/day & HIlT L7,

-1l -
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2 fHE
123- R U AFARE Lm0 IR R YE 2 il), 40, 200 3 LT 1000 me/ke/day % 1
BEMERES 12 PR Crl:CD(SD) 7 v Mz, #ET » MOk U CIIAEdRT, REHE L ORE % %
EieAt 42 HRA, MEZ » MR U CIEachlnl, 28B03 L OYEIREIME, b NI o#% 3 B ETD
iR (40 ~ 53 AR BAKSE L, ZOMREE, £LRITE), TR ION0mE0LMIcRIET
=AU 72

3 MRk LU

3.1 HEBME
S Ffp LY 0 1,2,3- B U A F B 1,2,3-Trimethylbenzene
IEA NI AT
Hemimellitene
CAS No. : 526-73-8

HRATEHEES (LD - 2« 3-7, 3-3427
TR (HEE )Y
CHs
CH;

CH4

(2D : C¢H3(CH3);

SR £ 120.19

WRHESFIORERL AL ORI, RO~ DTN S e
WA 175~176°C

Rl ; -25°C
B ; 0.891~0.899 g/mL (20°C)
oy N : 87-092713
fliEE : 98 % (Annex 1-1)
Tl Nl
s : CGeneTech, Inc.
AT & : 1000 g
AFH :20134E 10 A9 H

-12-
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ZEME BT, % CGeneTech, Inc 2260 L, MBS 4 EhE L T4
EME S L72 (Annex 1-2).
IRAES AT & ORI : 3R ERAEZE ;201310 A 9 B (AF)~2014F 1 B 23 H (i

B DF-5-HE e L)
(eSS VR (GEIRIEEDE 4.8 ~9.5°C), #E, A
Bk EOEE D ELFLE, v AP RO A N R EEM U
Yo7y 7 RIS g ZEREL, B OBEHRTFEICIRTE L.

FRAWSME OME RERERIER TR, RS T A, EXEREEYE LRI L.
3.2 wER#E

R c hUET I
E:l ey CFHTA T AT S
7y MES : V2R9845, V2M9354
RIFSAF L IR
Bl LOER o SltatsQ BN
33 REHEORRE L MBS
BT BB REREL, IEOREL 2D LI hyEr a vl ke
LCHME, AZ—T—aHWTiEft - oS Er-.
A R i (6 AFIC 1 M2 L GRREIZ 7 AEAINICER L)

PRAFBETR L OMRAAAR] - R BRIFEOME ; 2013 4 12 4 2 B (FEIFAR) ~ 2014 4 1
H 25 B (FfkRlEs)

TRAESRME DL (GEIIEEDH 3.3 ~ 10.0°C), L, XE

HE EOEER BB IL R T 7 FRNTHERY, HRORICIE~2 7, FR, KA
HrEEERL, A, R, BB L ORESE L OBtz 8T/,

BRI GIRONE L BEARDOBEERIE, BRI D201, FEEREEWE L TR L.

DL ENER L OV —ME 1 20 25 200 mg/mL D IEEORERICHOWTI, FARE, BES
HFT7 ABMOZEMNHER S TWD Y, KRB TIE, 8 mg/mL @
FBELEIZOWT, B MmEEE T C7 A DOLREMNRABRZ ER L 7.
Z OFEER, RO T A 3R 101.5 % FEHRERZ 0.5 %) (26 L TRF
% OFRIFHED 100.6 % (FARTEERZE 0.6 %) Th U, HEAHE (HFH%E
B L OFRAESE 90.0 ~ 110.0%, FAXHEERZE 5.0 %LL V) OFEHATH -
7= (Annex 2-1).
F72, 8B L TN200 mg/mL DOFHEGERIZ DU TH—HAAER 2 EHE L 724

- 13-
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R, HAMEEREIZNR TN 11 EBXL009%TH Y, HEEkHE FExt
IEAERZE 5.0 %LA ) DA TH -7 (Annex 2-2).

5 59K O P LR s WIS X OEEEN) O i i Rl DI B2 AW T R E O 5IRIZ DN T,
WHRMEORE LA L. TORME, WG LOREEICRRE L
8, 40 3 KT 200 mg/mL & 51X, 77 AEIFIEIT 101.5 ~102.8 % (A8
RIFEHERE 7S 0.5 ~ 0.6 %), BHEET 102.9 ~ 106.5 % (FERHEHE(F 0.3 ~
0.7%)CTH Y, HTEUYE (HHF90.0~110.0%, FIHEARERE 5.0 %L
) O#FHNTH -7 (Annex 2-3, 2-4).

IRESHTITiE : Annex 3 (257,
3.4 ABCR
i« T : 7w b, Cil:CD(SD)
WAEAEAE : SPF
RPESEE  ARF v — LR - U= EREFT LS & —
WEBTE=L2 VT BMEEERIV T -FEATLE.
B E B Ty MIgEERBRE CBEHO LN TWIEMWRETH Y, HBIF%TT
DIEHBRBRPEE THLZ END ZDORMEBRE LT,
T IEEPEL D MEREL & 52 [T
FE TR i D HERE & 8 8 il
HHfar {40 B L HE D HEIZ 240 ~330 g, MEIT 160~230g
= ANFFIREEH . HE 269 ~300g, ME 180~215¢
% 5D 4 7 1 fin : HERE & & 10 B
P G-BRMANE ISR ME 352~415¢, M 214~262¢
B : MERRE 4 4F
SR ;MRS 12 T
3.5 RER XUEIL
Hira] D RREEINIESANH (BRIZ 1 B) ORI 6 H £ TN
BRI M 4 3 o 72 885313 B £ TO .
AL  MEBNIZ DT, BRIEK T BB R HE T 9 B OMEEEIRE
R AA T BB L0 o7,
FHik c—IRREA 1 R O1 MR U, KB A AN, %6 Al X UHE TR
CRIE L7

-14 -
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BIMEEART O — iR 58, A ARS K OMRE TIX, 261 TEFEIIR
oo T,

Bods L OWIMEHIM P ICEE L7z ReRBREBIRS JOERERE, & OISl WL Tt

RAEDKER B HIC

LT, $oEROEEE2RE L. FEONRALN 1§l (No.5034) %

BRE, MITOX ¥ A7 L&AH L C, $#5MFTBICZE D HOEREICE SV COUBEES I HE
IR RFEO YR EDBE =T D KO ICHER T 2T o7, L TROBWYOKREEHFIL, &
T352~414¢g, WET212~261g THY, FHIKRE (HE3854 ¢, M238.0g) O £20%LUNTH >
To. TSI BERI SAUTHERESS 4 VS, G BHAE D ISR BRI L, B FIEE I -

THY o 7=.

3.7 @B IO — 0N

)

3.8 @A

3.8.1 BB
il B

R - I

SAEIE~

P B e ]

|

><1=F

D BRI RN AR PR 7 = v b AR TREBICEN 2 AT, I ARER A

1T-7-.
BT REEMNCEME R EAEL, BIRENE2T- 7.
AV OWTIE, BEELIFIT DR 7.

CBE T RITEVERIR I (T LT T~ 23R No., #&51 No. (2 ABFE)

¥ No.), TR, 77— No.ls K UOFE /| RFEELENIF L TE I — Y Ol

R LTz,

BE R ITMER @y 1 L2 T ~ULIZ3BR No., B No., PERI,

WERHE, ME (KRS BLOM / ZRET L TEr— VORI

BoR Uiz, RBASIHEEIM) (3 FRC & BRI R 2508 Lo i 7~
(AL, REANLAR O NI RENLABD 7V — T2l L

THRRUIC W& T LIcMEI D T %O T SV L TOHE

R TNIEE 0 Ao 7 V—"74% %2070 L7z,

1309

122 +£3°C, 50+ 20% (FEHIEEH 20 ~ 23°C, 38~ 48 %)
2 10 ~ 15 [Al/IR¢fH]

c NTReBA 12 B[] (8 : 00~ 20 : 00)

3.82 fAB MBI OET HiE

br— OFEHA

: 77y FRE BB SR — Y (260W X 380D X 180H, mm)
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777 L, RBRSIMEMICOWTIIEIE 17 BB 4 B £ /N
ZIL & I EREHHAKE (KU A F7L—2, ORFy—L A
N—prA ety 2R L.

17—V &7 OWEEWE : s SCYHEHIR R JOREST R 1L, [FmH it

b VT

3% LT #A
N2 [T OD AS H
A AR AT HR

HEhfRACRE Ok &

BN OTER

ENOHEE

3.8.3 Sk
A - A F5
7y b EE
St
Fa BT 15

M 1 VS, ARERIAREI T 1 LS, vEEMIRI TR R L

CHE TR, 2O 2 I 1 BIOSEEE TR Lz, RS

DWTIHFRO BB LN 14 BizFEm L7,
W 2 A 5EfE L7z,

DHFIR 20 HICIRBE & b L7
D UM T AT A L Tz

D1 EFEREL .

t1 A1 el L7

HERAEERR LI URRHEERY | HEBEN TRAEICHERT27E
(=i = I W 1M ey TR B

: ERAAEL, CRP-1
: 130802, 131008
AU A VEERE T EM AL

CeRERETSE AV THRICERS B,

HRE B L OMAERA - BRI E A LTI N0 S 550 E H 2 WX ey oA &

3.84 Rk
e ¥
FaK T

o, HH LAy ORBHI DWW THHT LT, 1GYE 05X
—H1T gy T RT RS T N T AT 0 THRRS (Bt
Km0 gy T KT RT 4 T Dy NS ) (DR
5 AR-13-JP-002354-01, AR-13-JP-003236-01) 73, #/A:9km AL 13
BHEER (OPARBRER 1 E  No. 13G03-123, 13G03-159) 23+
ATV, o7 — 2 ZERHEEE b r » MECAF LTz, ofrE
B &R At (LA R FERT OAR MR E TIE B e
L7z, O R, WThOEAIZHHFELE X D EITRD bk
IS

: FLIR T AKGE K
 HEG/AKEEZ BV CHBICHE S ¥,
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BB A CRBRICEREE RIITTENOH DIGYBEOR ML, 2013110 A 1
HI L2014 F 1 A 2 RDICHEMAF R L RRKEE ORKim (306
B LB ERE L T L. o0 id A AR AR A KE
BRERF - No. A253323, A254742) W1\, T — X & AT L.
STATIREE E PR IR S (LB EVERTIERT AR EERMEFIRE
WCHEL U7z, T od R, W OMBIZ A EZ B A 5 HIZR

Lo T,
3.9 HWEWE O
39.1 HBEEORT
BhH& ;0 (XHR), 40, 200 3+ £ U 1000 mg/kg/day
Az EFR : 7w hEMWD 28 ARMIEHREGHMAR (k55 100, 300, 1000

mg/kg/day)” (23T, 1000 mg/ke BETHERMEIZHTEE, AREHMINE] =
o 2 A S A, 2R BB CIEMERE 1000 mg/kg B CHFIRE

BOEE, MO 300 5 X 001000 mg/kg B TEIREEDOBEN L LIL

7=, ST, 1o 1000 mg/kg B THIEOER, HED 300 35 5 T8 1000
mg/kg BETEMROIL KIS KOV AL A, FBRRHAR =AM C IIMERE D
1000 mg/kg BEF X OV 300 mg/kg B THMIAENR, HEo 300 38 L O°
1000 mg/kg £ CRIMRO A 78 2514, HE> 1000 mg/kg B Ca R IEASE

DEEDZ B, I BITHFBIMEOREDHEE LA LN, £z,

o> 1000 mg/kg BE THRIE D 5 > M3 Hii-. 100 mg/kg BETHE, #
B E R G ORBIIFRO N7, ZRoDZ ek, 54
FAFMEAER TIT 1000 mmg/kg RS L, HGHMOIERE 2 ZE

LCHAEE L UERAREIZITAL 5 TH L 7= 200 B £ U040 mg/keg/day
AERIELTZ.

3.9.2 FERBEOWHAK
RBREEOMER L BHOPMESILLUTO®EY & L.

kEE 33 RERE B (BMES)
AR (mgkg)  (mg/mL)  (mL/kg) HE i 3
xTRRRE 0 0 5.0 12 (10101 ~10112) 12 (50151 ~ 50162)
B &R 40 8 5.0 12 (10201 ~ 10212) 12 (50251 ~50262)
TR ER 200 40 5.0 12 (10301 ~ 10312) 12 (50351 ~50362)
= A &R 1000 200 5.0 12 (10401 ~ 10412) 12 (50451 ~ 50462)

XHRREEIZIE, MOBLRROFIETHRYE DA ZIRE L.
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HKEFTEBLORERE : 74 AR—FTANEY U TFRBILOT T A8 Y 2% v TR

5P
FEREZ
P52 ]

G

WCHANICRO&RE LTz,

1 H LA, EE&RELZ.

19 15~11:57.

: B 5 2ZEABALART 14 HMB L OZ 0% 28 HfM, 542 HF.

ME 5 ZZECBAAART 14 H B L OB E CORBLHIM, bICKR
BSTENTAT RS 3 L OVHE 3 H £ T, oWuEER)I3ATiR 25 H
FTC, KRBT ZEHBRE T O 6 23 OHE.

RO SRS B ISR B IEWEIE B OREICIESWCEIL

7.

Fe 5051k, Be5RE, F&GRIE LU G IR OSEEHH « REBRIET A R4 L TF

T L7z

3.10 #%, e LXUOHMAEBIER
WEBHBAZEE 1R, TRMAZITHREOR, DK TRZWHEOH LHEL-.

3.10.1 HEBMHIZONT
3.10.1.1 —fxIRBESBIZE
iz

15

oS

Bk

3.10.1.2 fAEHEIE
ik
HIE A

HIETT ik

RERENE

=

CBE1ENHHEE 42 BOBRAOHIRA (Day43) £T.

CfEH OGRS I OEE% 2. 2L, HRR BRI 1 E
E 2 DS, S, TTEESICOVWTEIR L. BREXAROLNLIES
i, FOSER L & NTER O3 LI L OVH RIS S V7o Rp%] & 506
L7-.

: 2]

51, 3, 7TH, F0%IE T BEORGAT, S5 THEBIUONIMRA
WZHE LTz

B RILRRE (GX-2000, #hksth =— - 7o N -5 1) AT
MEL, 1g B TR LT,

PRI LV EH L.

IKEHEINE (g)=4%5 42 RIKE (9 &5 1 AIKE (g)

- 18-



3.10.1.3 FEfEEHE

Bil%k
HER

e F7 ik

3.10.1.4  FkR
I
REHA
RA A

A e - A

3.10.1.5 #HEEEHE

i3k
i 51
eIk

FEXTEEO R H

TR AR & (g/rat/day) =

SR13054

==l
C[RERRA S 2 BB X ORI A 2k, (RERAIE S AU RIZFEM L

7.

(B A LMKEE (GX-2000, #EEAE =— - T U R-7A) ZRAVT,

0.1 g Bir Taosk L7-.
PGB B S B A AT % 7 — D EICAEEE L, 2 O%ITRIT A2
fRER L ORI RABIE Lz, 7272 L, SIRET R 125 &0 2 HE L
7. Wi TRIc LY, BAHE (g/ravday) 2R L.

FoEE & (g/rat)— FEEHE (g/rat)

H5E B O A $(day)

FA451

542 A0 E (Day43) (ZFEMB LT,
EARABEL, AV 7T BT THEEKEMNRD & ORI £ Y

TR S, 2HOHT ML ARMICBIE L. £, LMo
B A 10% PR R L D RICEE - R FE LT, 2R, BEE
FOWR ERIZ T 7 W THEE, 70% =% / — VIR LT, 4D
HHIMEIIONTUE, R L LEE - RIF L7

D T, e, RE, RSRLEMS, AR JUKEE (BRERE )

A7

il

: B A EMRFEE (GR-200, Rzt =— - 7 N - 74) 2T

UTOREDEEEZRE L. EAOHIWEIZ VWL, EA0P
HCHIE L.

CHEEE IR AICE L EENCHENEEEZ R L.

FEXTEER (g 27712 mg)
FEXTEE (g/100 g F 721X mg/100 g)= x 100
Tl BIRE (g)

DTN, EhE, RER, BRER, BE EERST); UE (9

HTIZAR 5 (mg)

-19 -
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3.10.1.6 JRERRERR AR A

Bil%k

ATtk

Y - A

3.102  MEEMIZOWT
3.102.1 —fRIRREEI
1%

S5 TR]

B

Bk

31022 {KEHAIE
1%

HIE A

s RPN OV TIEARN B A L, S KOS RO 5 O
AR AL ¥ L OV HAE FME 2 SR S 72 03 o To fEIC DUV TR
MLz, SROFR, Tl ORI ER S ORELEZ D
NOEERH LN Z Eh 0, &, THEHOATIEG X OBz
THHFMEFM L2, ZOfMoOIEE B>V TE, #HRYERE
DEELEZ bNHETFEO b o Tz, &, HHEHOH)
YMOGARITER LD 7. SRR IS DI IRA R E EHBALIZ D0
THHMm L7

2NT T 4 B EEIL, N hRT Y L = U AR A A ER
UCHitR L7, 7, 7D 200 mg/kg TED 2 11 (No.10303 33 & T8 10304)
XU 1000 mg/kg BED 3 1 (No.10401, 10402 33 X T8 10404) i
ZOWTE, a2u-Z w7 Y UHLRE FV o g Y AR A fERL L C
Bith L7,

DR, R BR, BEE (BEIRET), AL, SSEEREICEENADS
AUTZ Tl RS K OVB L. WA kP G LA CHIRR IR L - N BRA) BRI RS A 5
N7z 40 mg/kg BEDHE 1 6] (No.10203) OFEEFS T UNEHE LIk

X

cHeH 1 A DEIBAET

 HEE LR C

CHEE LT, Aok, BT L7EMITH AR ESCHICHIR L.

==

¥ E1, 3, 7, 14 HO®R 54,

T8z 0, 7, 143310020 A O G,

HE 0 B OGRS LOWEE 4 8.

72720, G b B3R 26 A (FlA),
REAESLHNZDWNTIE, #5521, 28, 35, 42, 49 HOELHIEB L
O ARG 51 ROFEA)

Tl L OVREIFHEHNZ DN TIE, TR R E X EE 5 H

-20 -



HIETTIE
IREHE I B

3.102.3 EBEEHIE
il
HEH

W& ik
3.102.4 HkR
E

RE]

ATk

H e

Qf‘é
E‘i?

3.102.5 SREEEHIE

E

7 450

il lawapes
FTHEEO R H

SR13054

DIRE ZFdk L7z,

CHEEM N U
CHUTFORKICE D EH L.

AEHC Al 521

RHEENE (9)=&5 14 BFE (o &5 1 BFE ()
AR

RENE (g)=iFk 20 BIAE (g)—4EIR 0 BIKE (g)
R

REBHME (9=WHE 4 LIEE (9—HHE 0 HEH (g

:
AP AG D D 2 B F O HE AR SV ho T2 8 & 2R AT

BloFARE 2R, BRERAEORIEHERLT. 72720, HE20HE
JOEE 4 BIIEEDA, HE0 BB IUMWE 0 B IXRIED .

D HEEH LR T

=l
B 4 B

72720, AEEHNIIE RBESNT, KRS HNIASE AR %
24 H (551 HOREH) IZ, 418 25 H £ THEPED L0 E
RRSZBIATHR 26 BT, FZMBE RS THT LIB335 REECH

WE L7,

D REE) LRIRRIZEIRR L, AT OWE - MfkE 10% P rEEdErLr < U o

WZIEE - SRAF LT, ERDOHDEHEITOWTIE, EA L BEKE - /A7
U7z, JEREEES L OERIERE A 7.

TR, BhE, OREE, FE, IR, FURB LORIRRYRT AL (F R

& DFENE & F ).

R H 2 BR < 21

Hll by

: KEEV) & (R C
 HEEM LR C

201 -
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HE 4 : AT, EhE G DAL (g)
SR 5 (mg)
3.10.2.6  FRERFHE AN
%K D RENZOWTEARER A ER L, SHREBICEHEREO 26725

ARSI L OREEBNZ D THik L. SR oORSR,
HRIBER G OB LELDNLENHALNZ Lo b, 1K, T
BHONMBICSW T HEME I Lz, ZOMOIB[E - MHkic o1 T
L, SBRMERGOFELEZONDIENTED SR D T,
K, FHEMOBW ORI L) -7. FEICA b - AR
R FEALIC OV T HEER L7,

BT  HEEM LT
ARE - AR CONE, E, B, REERIIAAALNITES X OB, i

LSO IE TR AR R EIT R 57 40 mg/kg BED |
Bl (No.50258) Dfffigis L OMENE, 1 %] (No.50261) OFERGEEE, 200
mg/kg FED 1 5] (No.50354) OASAEREE, 141 (No.50360) DKM,
R, B, B

3.10.3 HEMEN O AR L OB EROREIZ DN T

3.103.1 MEHImRE

%k WD 2215

HH : B B BRAH DRI H £ T,
ZERBAFESIHNE W T REC AR T H £ ¢

ik DX APYLE D K DR EBHIEAZ B U, SEREIRER T MR B
ZHT L.

HE PR O R RS GEIERTH, FAGH, FEIEEHB JORERES) %

AHG 6 HOMBTHRYIRTLOERER L Lic. BIERD D3
TBRIEIAA 7 H LA B L CAHDALD b O & B HIE £ 7o 1Mk Ik
FEIEFEE L, BELHELL.
51 B6HE5 14 BETO 14 BEICOWT, RBIGHFR, FE15E
b FOWEAIRE OBEERH L.

3.103.2  AFEREMTT

ik : HEHE O 215
Her 51 cRG 14 ALV R 14 AR (RECRAAE OE R A/ 1 A & LT).

-22 .
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AR DHERR T
ZIRRE

3.10.3.3
k=
o LR

IR T DRER

EEIRANT 0
PR 00 5

AR OERR A

:9:00 £ Tz

SR13054

LA REDBWE S KRR OB E 5L L7,
FIRBRDEN DMK | R4 B HEA T D 5 %) & ) SRR SN A E
TR S

DN E TR BT Lckte, &5 WIERIE A A TEEAR R Ok T

B EAT o 7.
L.

[FRBA LAY R RS E TOFTERHEZRE L.
KA OHEICRRRERE L.

WTNRRRO b AL RHSIA (R0 H) &

A2 R AR ST EN L
)2 (Copulation index, %)= %100
B EEN AL
TR OFIE L UHBIFICFENOSEFRBEOHEICLY
WA LRI EREER L.
R ENAEL
7Z A ST EN L

1To7-.

% I6 “F(Fertility index, %)= %100

Sk L O F IR %

Rk ar L ot 207
e RERR S BV 25 B IR il X E T
SIIRNEE A TR 21 B7:5 25 BET, HAADARILE B 3E (900,
13:00 B X017 : 00) #ZR L.
SRR T L EIs
UTOGEITREHES L.
HiE o T, FEREEHIGEBIENETHEL LTV A5E)
S IREL S R TS o s T ANHETE T E e o T REEY)
SEHCHEIRE D AUV NTAE T L BB
KA OEERICHEREZE N L.
1% HEME
I IRMERL

FOREWHFOR (E#%0R) &Lk

HEE# (Gestation index, %)= x100

HER O BSMEBE O R E TOMB OB A EE L.

SRR SO IO IBIER AR A HE L.
EEH LT

KA D IEEIZA R

23 -
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AR (Implantation index, %)= ————— x100
BN

O LT NTCOHEIRIZOWNTAERB L ORI 2R L, =%

BRU BEElAFIRL LS 2L, ER60aTF 2
FERE L L= e b fE I VAR R, AR OARKE IRHREZ,
BRfg e 2 I L7z,

A% 0 HOALFIREL

Hi4 % (Birth index, %)= %100
BERE
HEAE A IR K
A PEA R O (Sex ratio, %)= x100
AV S+ AR 7 R 5K

SR SR T R R (%) = (AR B R 8/ &r‘éﬁ'i‘ﬁﬂ%{) X100
SAERFIRERFONEDOME = SAREFIR2HOBEE / ESYK

3.103.4 HERO—ARIREHE

%K ;42 ff
SAEE c 1A/ H
1A AEROBNOEZRA4BETE L.
BBk CEBOABLUY RICAERATRR L, —IREER 1 [H8E L.
785, FETHIEHR HICHEIR L.
HAEWEFREOREN AR 0BBIOCEZ4I BOFEREFEZRANSE R L.
A% 0 HOAEFE (Viability index, %)= HROROETE x100
HHEE DA

Atk 4 BOAEAFRE

£ 4 A OAETFZE (Viability index, %)= %100

3.103.5 FEROKERT
CEFEREFAIIOWT, A% 0B L4 BITER L.
EBFREMAR (GX-2000, A&tk =— - 7o F-F4) AT

(-t
BIE &

3.103.6 #HER
IR - 515
BT

oo
_L
EI

R

A£1% 0 ROAEF R

@Bl c/EL, 0.1g T TREERL-. MHERIEHZY OFEHKREL
BH L.

CE® A BIZERNIOWTER L.
CRAR (OERAZED) 2881, XU MOULES—AF R ) oLl

-4 -
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Rl 51C L0 EZEFXEE, 2HOR[E A WIRMICEZ LT
3.11 WERTFRTTIE
AL a—HF AT A (MITOX, =R 2T LGRSt 2 AW CFER L7-.
RE, REWME, BfR, HFEOBSEERICHMER, BIEYHE, REEK 2R
T R4, IHIREEIREL, BRI L OERE, M, HPER O/ EG LU T IR,
IRHIM P L O R B E BRI 2V TP SO R4 B L, Bartlett Of&
THEERITV, S5EVEEENT Lz, 58 (p>0.05) OBEF— ol E S BoNTIETHF L, <
G (p<0.05) DAL Kruskal-Wallis OFREE THHT L7z, — BB ITORBE, T
ZZN I HIVIEHE (p<0.1) 13 Dunnett DT E % FH O CxEREE & D Hlg 217 - 72 Kruskal-Wallis
OO, BEENHONTHEE (p<0.1) i Steel ORRTEHEZE VO RAE & O E1T -
Tz, 7k, WARESRE JUOHA IR OEFRITHIEFHEMNT O AT & (S AT 2l &2 H
WT ERE & R ORE & 550 L 7.
PRI DS DI, R, M=, HER, Haottklt, SRR REeRi o OM
FEB X OYRBFRR AR A OFT AIZ DWW TIX,  Fisher O IRMERERMIETEZ AV =,
SHHERE & OB EIC DWW TE, AEAKUET 5% E L.

312 a s bEa—F¥ A7 ADOFA
UTIWRTAET — X IEITIE MITOX & A7 AEFEHA L.
FoIA T —H ; MERER B O —ROIRRE, REB LOMBE, s HE, WIS
A, FiAENROKE
FTIAL T =X  MERRIIRREE, ABFRRERRTE, BB, ARIE, EFRE, LTIREK,
HikR, BAEROMER, —HeRE
ava—&7a ba—dg, FXIEDOER, HEZEZHE L. b, FrIAr
WCRVAET—FHNET D, TROFEENEELIZEEGIE, £7 74 TEELEmLT.

4 K
4.1 HEIZHOWT
4.1.1 —fIKRE
WRIRRED AE % Table 1-1 ~ 1-11, Appendix 1-1 ~ 1-36 2757,
—MRRETIX, 1000 mg/kg FETHe G- HAM P ITARE A B PFABEIG G ET 9 B, MET S 6,
PRBEDIME T 3 Bl A B ATz
F DAz, 40 mg/kg BEOME 1 ] (No.50258) C, MiF 0 H2HHH 2 A £ TORIZARIE D #
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EBIGYL, MRRMARL O, ZOETIIRRAE, BEY, REDHEOHETHNRRD LILR
Molo. WE 2 NCEWE AT O DLHEE ST THR LA R, RO/, g/
DAOI, R AR A Tl R O MR O 5B D ZEE & 8 OO [ LRE O ZEHEE O THAEME:
DEARRBD LI, FEROZE(LD 1000 mg/kg FHETITALARNZ &b, HEBRMERE O
BE IV EEZ LT, £77, 200 mg/kg BEDOME 1 ] (No.50360) TIIMEH 2 B OFKSRING
FRARMER DS A b AL, BHOFERNIET LTWDONRREE SN, ZOEOHiE TiL, A
AR LOHEOREROL, KK, BIROKBMALE X OZEERE RO, Migo/MlE &
TR OFMUMR L B, FREERFIRA TIIMZPEEo M, BEEO LY EMEKIE, (R
FrEHL, AlifaBER L OWIR ORI, Mifa~ s oy r — Y O%E, BRICPSEE DR,
BEIRAE OEESEFS L OSREILE 2 O TR M, MIRIZTEEORKEOFEE, BIF
ICREOE M, BRI ICBIT A REMOIERNA B, WBREENPEREEZ bk
23, Al UZE{EAS 1000 mg/kg BETIEA LRV EMDEBEAREL EEZ N, 40 B IO
200 mg/kg FEDOMER 1 FIZ R TIERE AN & 4L, S CRIT IR, WSk rm & CHLIRO IR
DB HLALTZAY, 1000 mg/kg BETIXADILRWZ L DEBRWER G L OBEIIRWEEZ L
Lz, xHBREEORE 1 B35 XU 1000 mg/kg BEOME 1 BUZEIEEIT N A By, 77— U NFRUZER
TOHREEZ BN
412 K=

REHERS % Figure 1-1 38 L T8 1-2, Table 2-1 ~2-4, Appendix 2-1 ~2-20 2777,

AT T, 1000 mg/kg FEDOMETILYR 14 BT HRE & LB L CTRERBENR A L. EOE
BB L OMEOREEINE CIIS R E R 51 & SR L OfICAEBRZRITRO SN ho
7z,

413 fEfis

B B % Figure 2-1 35 L U 2-2, Table 3-1~3-4, Appendix 3-1 ~3-20 {257,
BETE T, 1000 mg/kg #F THEMED 53 BICABRRERZ L.

4.14 HiR

KA B4 Table 4-1 ~ 4-4, Appendix 4-1 ~ 4-10 {27~

HIFRTIL, HED 200 3 LT 1000 mg/kg FBETATIED KBNS 1 B8 L OV 7 4, BEIROBRED 2B L
Y6 5, HED 1000 mg/kg #E TREIRO AT 2 FIZ A DI T2, #ETIX 1000 mg/kg ZEOWHEE 4 B
TR CHFgR D KBS 1 Iz A BTz,

Z DM, HED 40 mg/kg FET 1 Gl A AIVEDIFE O/, FEE bR/ LOERHEB N
B b, FEHAREAMR A TR RICEEORME OFME, W ERICEE ORI,
B EREN AR B L O FREREA A .. T OISR AN 22k TH D

-26 -
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Zé, FEELVAECHETEHALNRNZ L006, HBRYERG L OEIIRNEER LU
2. WED 1000 mg/kg TEDRERE] | B TREDOPHSH 2 S 1, IWHALBFEAIRE CIIPEEORED
FEEARRD L vz, ZOBBITINMEDFRR EEZ LIz, ZOEYOFIR TIT -2 OPEEILR
BLOTIBREITE b & 5, PEEETIRE CIIBE O FEERE L OMMoNPLE,
TEATONBEO PRI, T2 E ORS8O KIEMEMIRENRD b, Zhb
PRGBS b A BN AT, FRE L HIOZOIBTHS = Lo b ARFERNRTEL
& L7z,

415 #WEER

INEEEORAE% Table 5-1 3 L 0V5-2, Appendix 5-1 ~ 5-14 {257,

FAEERE T, HEO 40 mg/kg #EO RO ERIZHEMREN, AN ERICAERSE, 200,
1000 mg/kg FED TR L OB DMt 35 L OMH E B BRTE & i U CREgHERICA B2 S
ED A DTz, HETIE, 200 mg/kg RED RO B &IZ S EER, A ER®ICA R mE, 1000
mg/kg FED APl O #E%T 35 L OFH* E B2 S UUZ 200 3 & O 1000 mg/kg FE O Bl O HextFs L O
SHAERICABERBENA LT

4.1.6 HEFEEFROMRE

I BEALRR 2 A9FT % Table 6-1 ~ 6-7, Appendix 6-1 ~ 6-20 (77~

TRELERR AL THE, 0> 200 3 KT8 1000 me/kg B T/NEE U AFFIAIE K 25 6 (BI) B
LV 12 (B S 1, BREE 7 ), SEALIRARE LR DA EME/IMA (No.10303, 10304, 10401, 10402
BELUN0404 IZOWTHEIE LTz a2u-7 17 U UHRURIC L B @mgit) A5 11 (R5% 8 5, #%
FE3G) L1261 (BB S B, BEE 76 (oAb, FONBBEE IR B L TS
mEECHo. MEOWHE 4 BEREITIX, 200 35 LT 1000 mg/kg FE TN UPEF HEAR AR K
N2 (B BLUVT B (k6 B, BXFE 1 B) (254, 1000 mg/kg BEO HBLAE AT 13kt REE &
E L THEREE ThH o 7o, B/ NERLMERTHAZAN K 1 1000 mg/kg B DD AL 2 5]
BIROZERTHANH L HIZH A BT

2%, HED 40 mg/kg TE TR TR A LB D AFERPE/ MEDS 5 BN BTz s, SHRREEC
HAFIHLNTND Z NG HREEMNRELEBZ NI, FOMIZ, BREOBEEIZITMT
fEx OEAERH BTN, HBBEEICHEBHRBER LGN RN Lnh, W BEIEFTAT
HoEHW LT

42  MEREBY) D EREES X ORI EROIEIZ DN T
42.1 MEEM
PEJE I O A& & Table 7, Appendix 7-1 ~7-8 [ 2739
RELAT 14 B B OMEEMSIL TIE, WThOBEOEMIZ &R Wi <, 28 RIS

-07-
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FORERIHITIE, SWRYER R LRI L OMICEERZIIRD b7z

40 mg/kg TED 2 #l (No. 50257, 50259) 35 L TV 1000 mg/kg HED 1 #5] (No. 50453) TAELHAM
2 12~ 13 A OEHEIEREE A T2, ZBRLATHRICIZR A A L\ 2 oz Tl
BEIETENE O AR 12 EARBAR 2R BRI A A S e 2 b, BRI G & ORI e
Wb o L HIE L7z

422 HEFEGEME

AEFHEEMR A D RCHE & Table 8-1 33 £ 0V 8-2, Appendix 8-1 ~ 8-8 {27777

TR, ZIFBLORERTER BT, SHBRmER GRE Lo I L OICH BT
O LRI T,

2%, 1000 mg/kg HED 1 %F (No. 10403, No. 50453) TiX, MEOMERMAELIERTE L 20,
SRR R 0 CRAIE NIRRT 7o D TR ASRRSE L Ao 7.

MEAS AL T & o T2 Mk D 5 & k[BREED 2 %} (No. 10102, 50152 3 £ U No.10103, 50153), 1000
mg/kg BED 1 %F (No. 10406, 50456) TIIMEIZHIR CTHOPAEN AL, NEOREEEZ HiL
7=. 40 mg/kg BED 1 %F (No. 10207, 50257)% & T} 1000 mg/kg B> 1 %F (No. 10409, 50459) Tk
FIHEDRFITIARBATH 57208, ZRBEDOILT DA LR & LR E G & OB IR
UNE BT L 7.

423 Stk ROV EKEEEIE

Syl L OB R BBIER O AR % Table 9-1 ~ 9-3, Appendix 9-1 ~9-12 {Z/R7.

AR IREL, BIREL, BAE, MR, HpEE, MERE, HEROATERES JUUEE
Vigk, AR, HEAROMERICE, SERMERGRE LR L OMICHERARATED O
otz WTROAFZRICHBARBRE A ORI o 7.

2285, 200 mg/kg BEOD 2 5] (N0.50359, 50362) I T HRNIZERENZNFR 1 BLT3I LN
72, MW ELEBEOHBIIRD T, SRERHOMET LB 2 7. 1000 mg/kg &

TIINERDE T RL LN T1=2 b d, ZOBLITEBRYE RS & OBEE TRV LB
2 BT,

424 HFAERO—BIREER L UEAFR

AR O —{RIRIER L OVAETFRORAE % Table 10 33 L OV 11, Appendix 10-1 ~ 10-8, 11-1 ~11-4
W

AN REETIE, WEBRERGICERT HIITRIIBD Lo 7o. 723, 40 mgkg
FED1E (No. 50258) 35 L1200 mg/kg B 1 IR (No. 50360) THAEIRIZ I A7 3 RRBFRD B
IRDol. ZBIE, FNENEBHORMBITHORT LS KO REOEMIZLIbD L
EZ BNz, FOMIZ b A ERMERLGRETIN T S RRBLRRWHERBBR 7o,

-28 -
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WTNH DT R TH Y, HEMORMBETEICLEFIIALNRNT LG, HBRYER
B roEITANEBZ BT,

A% 0 AR XOVER 4 ROEFRITIL, ZFWBRWERGHE LRI L ORNCAERZTRD

oY (RS ey
425 FEROKE

BrAEW OREORGRE % Figure 3, Table 12, Appendix 12-1 ~ 12-4 (27”7,

BFAEROEETIE, %0 BICIA R ERSHE L ARELOMICAERZTRDOONAR
modz. Efg 4 AT, 1000 mg/kg FEOMETHBRMEMEDR 2 541, BETHRMEHER TH - 7.

42.6 FERDOH R

B OHK ORAE % Table 13, Appendix 13-1 ~ 13-4 (2737,

% 0-4 DOETIRIB L OER 4 O OAFROTRTIE, HRWE & SICER T A1 LIXER
DL T, 12E, 40 mgkg BED 1 IE (No. 50258) DSR2 Bl TR RILIE, BB kRS
FeAl, B ICREREAMNEY, 200 mgke D 1 (No. 50360) TREBIMAIET: L 772 b 2248
WEEFHARD Y L SHITERIEBENSA LN, DO 1000 mg/kg #ETrXA L7
WZ D h, BB RE & OBEITRVWEEZ LT,

5 BE
123- R U AF_UB o0 (R b ravl), 40, 200 3 LT 1000 mg/kg/day & 1
BEMERESS 12 PRD Crl:CD(SD) 7 v MIZ, BET » BT UTIIAERHT, REHIH S X OB % &
BleFt 42 AR, MEZ » MR L CIIATELRT, RELIS K OUEIRBIF, 2RO NIHE 3 BETO
AR (40~53 AfM) OGS L, Foriipsee, KRATE, BB LO0RmEOAEIHIC KT
BHEABET L.

5.1 BE3izonT

FEN T 1000 mg/kg BECHMEREIZ SN RIE LB ARG S, MECHRE, MEDIEIREIM O EIC
(&M, MR GMEZOBMBICKRMENA SN, WBRWEHRGOFELEZ LN

JREEAUMRAE T, RO LU E I, KD 40 mg/ke BL B3 L UMED 200 mg/kg
U Lo CHEEREEELITREENA A O, HRMERSORELZ 2 bivlz. 28 AR
5 HEMRE VT, MO 1000 me/ke B CHFIRE BOBMNL LA TWS, ARBRIZHBW
TEYVEVCHENLER AL N-DE, HHMMS 42 Bl THL Z &ITMAT, 28 BX
BHRGEERR (RE0M 6B L0 EiBkoE (%5004 10 8k 2FEAL WD
EHMERL XU/, FIRTIE 200 mg/kg BEORERS 1 TN 1000 mg/kg FEDMERE CTATIR O KA A4 54,
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Fliet o 95 BRAR AR A O R AT TlE, 200 55 KT8 1000 mg/kg #E O MERET/NE DR FFIARIE K 2338
B, 28 [ EBCIE B SRR ¢ b UL HTAIENEAR 23 0 300 mg/ke BEFS & OMERED 1000
mg/kg FETHALNTED, FUELEEBEX LN, FT2, BI&RIZ 200 3 LT 1000 mg/kg LD
HECHEx s L ORI EEOA B 2@ EN A b, A8 CILEET 200 33 2 OV 1000 mg/kg L
il DHRLL, 1000 mg/kg BEIZEMRORIL 3 A DAL, FREAAME TR T 200 35 £ T 1000 mg/kg
FEDRE T ALRANE B OB NMEDP A BICHWVBEE TRO b, a2u-7 a7 U UK
X B % 200 1B LT 1000 mg/kg BEDOHED FIL 230 2 3 L O3 B0 B ik CF o L 7= 75 &,
BtETZ o 72 Z LG, MRS EROIFEEM M e 2u-2 0 T ) UBE L EZ BT a2u-
a7y UBHERRET v MCEARENTHY, b MUMETHZ LIXTE RN 20D 9,
BHEELTIIRNEE LT

52 HEMEEMOATEE L OHIAEROFRAEIZ DN T

BB OERREIC OV, PR, ZRR, hR, KETERE, MRERE, &K,
EIRR, ERMIM, e, [LERE, WERFOAFRES JKORCIRE, AR, LEER
OPELE, HAROAFRITRIZIE, 1000 mg/ke #f £ CHERME R GIZBE L £bidERo b
Moz,

WHAROFAE - FFICHOVWTIL, 1000 mg/kg BEOES 4 H OMEREOREIZAT S AR ¥ 72 12K
EERM A A DA, WRYER G ICBEE L ZHEROEEOME & B2 bz, FAERO—KIR
T, £1% 0 AR LU 4 AOAEFRR DL ISHIR TIIHRME &K 512 L 722 idsd o b
Moz,

Uz e, RBBREMHTIZETH 123- ) ATFAREB U OBEHEMOEYEE
(NOEL) % 40 mg/kg/day THIREREEOHMMNTRD LAV T & 55 40 mg/kg/day Kofi, HEEMEE
(NOAEL)iZ, 200 mg/kg B THFEFS L OB IR E E O, NFgO KRB L OBIROMRE, JWPbE
B C/ N ERODPERFIR AL R AR B 7= 2 & D25 40 mg/kg/day TH 0, MESRBNM O
FEE (NOEL) B X OESEME (NOAEL) i, 200 mg/ke # CIiFflEd L OB igE &N,
BRI TR C/ N AR OPE B AR R 358D B 72 2 & 225 40 mg/kg/day & HIF L=, — 5,
BE O AETHREI T 2 2R (NOEL) 3 X UVEFEM SR (NOAEL) X, #mE & 512 M
L 7225673 1000 mg/kg £ TR B> 722 & x5 1000 mg/kg/day, IRHEARDFE A - FEHIZRE
T EEEE (NOEL) B L UEEHEME (NOAEL) 1%, 1000 mg/kg #f TR ICIKEI 2 5
7= Z 55 200 mg/kg/day &I L 7=,
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6 REBIAEOEHEMEICHEL KT L Bbh 5 REER
2014 4 1 H 10 K RN OFS, M &I O —MRIRBBIE & Eii g Ik 5 21T 272729,
No.50151, 50157, 50159, 50253, 50254, 50256, 50260 OWHE 1 B D LRIO—HIRIE KE
Lot IROOE TIIATBBLOWE | BOBERIIRERLLNE DT L b
BE 1 BOESATL B IR bo/- LHE SN, 65T, ZO®RMIZ X HHBROGEMEIZ S
T AHRET A L L7

7 EEORAT
7.1 BRI ORI
T OB, St (LW S SE T O BAHEAE RIS 5 .
1. RBREHEER L ORI ELFE
2. T — & OO
3. ERHREE
4. fEA
5. wEmmEY
7.2 DRAFHALH]
HERK T 10 FRRAL, FOBRDRFECOWTITRRELE L OWBIC LV iEST 5.

8 ZEEH
1) ®Ee a7 — 57— b T L ERAS
2) Safety Data Sheet, Sigma-Aldrich
3) EEe P E L et — K
4) Product Specification, Sigma-Aldrich
5) RAKREE 1 123-F ) AFNAU VDT v NEAWD 28 ARBIKEK SRR, BMHE
A RSBEERLTAMMEE 5 —.
6) Swenberg, I.A., Short, B., Borghoff, S., Strasscr, J., Charbonncau, M. (1989) The Comparative

Pathobiology of « »,-Globulin Nephropathy. Toxicol. Appl. Pharmacol. 97, 35-46.
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Figure 1-1 Study No. : SR13054

Body weight, Male Period : FO Day 1-42 Species : Rat
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Figure 1-2

Body weight (g)

Body weight, Female
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Period : FO before mating Day 1-14, FO gestation Day 0-20, FO lactation Day 0-4

Study No. : SR13054

Species : Rat
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Before mating period (day)

Significantly different from Hemimellitene 0 mg/kg: * P<0.05
DT : Dunnett test

Gestation period (day) Lactation period (day)



-vg-

Figure 2-1

Food consumption (g)

Food consumption, Male Period : FO Day 1-42

Study No. : SR13054

Species : Rat
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Significantly different from Hemimellitene 0 mg/kg: ** P<0.01
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Figure 2-2

Food consumption (g)

Food consumption, Female Period : FO before mating Day 1-14, FO gestation Day 0-20, FO lactation Day 0-4

Study No. : SR13054

Species : Rat
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.
A
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—e— 200 mg/kg
—&— 1000 mg/kg
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Before mating period (day) Gestation period (day) Lactation
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(day)

Significantly different from Hemimellitene 0 mg/kg: ** P<0.01
DT : Dunnett test
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Figure 3

Body weight (g)

Study No. : SR13054

Body weight of offspring Period : Lactation Day 0-4 Species : Rat

Male Female

--0-- 0 mg/kg

—a— 40 mg/kg
—— 200 mg/kg

—&— 1000 mg/kg

Lactation period (day) Lactation period (day)

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

DT : Dunnett test



Table 1 -1 Study No. : SR13054
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Clinical sign Period : FO Day 1-43
Sex : Male Species : Rat
Test article Day 1 4 6
Dose Clinical signs Time 1 2 3 1 2 3 2 3 2 3 2 3
Hemimellitene n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Crushing of incisors 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(F3)
Hemimellitene n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
40 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Hemimellitene n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
200 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Hemimellitene n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg No abnormality 12 12 12 12 12 12 6 6 10 10 10 11 9 9 7 9
Soil of perigenital fur 0 0 0 0 0 0 6 [ 2 2 2 1 3 3 5 3
Test article Day 6 8 10 11
Dose Clinical signs Time 2 3 1 2 3 2 3 2 3 1 2 3 1 2
Hemimellitene n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Crushing of incisors 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(F3)
Hemimellitene n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
40 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Hemimellitene n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
200 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Hemimellitene n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mgrkg No abnormality 9 8 8 g 10 10 12 12 12 12 12 9 9 12 12 12
Sail of perigenital fur 3 4 4 4 2 2 0 0 0 0 0 3 3 0 0 0
Test article Day 11 12 13 14 15 16
Dose Clinical signs Time 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Hemimellitene n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 mgtkg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Crushing of incisors 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(F3)
Hemimellitene n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
40 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Hemimellitene n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
200 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Hemimellitene n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 8 8 10 7 8 8
Soil of perigenital fur 0 0 0 0 0 0 0 0 0 0 4 4 2 5 4 4

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

F3:Upper incisor
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Table 1 -2

Study No. : SR13054

Clinical sign Period : FO Day 1-43
Sex : Male Species : Rat
Test article Day 17 18 19 20 21 22
Dose Clinical signs Time 1 2 3 2 3 1 2 3 1 2 3 1 2 3 1
Hemimellitene n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Crushing of incisors 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(F3)
Hemimellitene n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
40 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Hemimellitene n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
200 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Hemimellitene n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg No abnormality 7 1 11 11 11 9 1 11 11 12 12 12 12 12 11 11
Soil of perigenital fur 5 1 1 1 1 3 1 1 1 0 0 0 0 0 1 1
Test article Day 22 23 24 25 26 27
Dose Clinical signs Time 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2
Hemimellitene n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 11
Crushing of incisors 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 1
(F3)
Hemimellitene n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
40 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Hemimellitene n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
200 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Hemimellitene n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg No abnormality 11 1 12 12 12 12 12 12 M 11 11 11 11 11 11 11
Sail of perigenital fur 1 1 0 0 0 0 0 0 1 1 1 1 1 1 1 1
Test article Day 27 28 29 30 31 32
Dose Clinical signs Time 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Hemimellitene n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 mgtkg No abnormality 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11
Crushing of incisors 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
(F3)
Hemimellitene n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
40 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Hemimellitene n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
200 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Hemimellitene n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg No abnormality 12 12 12 12 12 12 12 11 11 12 12 12 12 12 12 12
Soil of perigenital fur 0 0 0 0 0 0 0 1 1 0 0 0 0 0 0 0

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

F3:Upper incisor



Table 1-3 Study No. : SR13054
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Clinical sign Period : FO Day 1-43
Sex : Male Species : Rat
Test article Day 33 34 35 36 37 38
Dose Clinical signs Time 1 2 3 2 3 2 3 2 3 2 3
Hemimellitene n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 mg/kg No abnormality 11 11 11 12 12 12 12 12 12 12 12 12 12 12 12 12
Crushing of incisors 1 1 1 0 0 0 0 0 0 0 0 0 0 0 0 0
(F3)
Hemimellitene n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
40 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Hemimellitene n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
200 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Hemimellitene n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Soil of perigenital fur 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Test article Day 38 39 40 41 42 43
Dose Clinical signs Time 2 3 1 2 3 1 2 3 1 2 3 1 2 3 4
Hemimellitene n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Crushing of incisors 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(F3)
Hemimellitene n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
40 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Hemimellitene n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
200 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Hemimellitene n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Sail of perigenital fur 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

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

F3:Upper incisor
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Table 1 -4

Study No. : SR13054

Clinical sign Period : FO Day 1-52
Sex : Female Species : Rat
Test article Day 1 3 4 5 6
Dose Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1
Hemimellitene n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Hemimellitene n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
40 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Hemimellitene n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
200 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Hemimellitene n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg No abnormality 12 12 12 12 12 12 11 11 12 12 11 11 11 11 10 11
Soil of perigenital fur 0 0 0 0 0 0 1 1 0 0 1 1 1 1 2 1
Salivation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Test article Day 6 7 8 10 11
Dose Clinical signs Time 2 3 1 2 3 1 2 3 2 3 1 2 3 1 2
Hemimellitene n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Hemimellitene n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
40 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Hemimellitene n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
200 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Hemimellitene n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg No abnormality 11 1 11 12 12 12 12 12 12 12 12 12 12 12 12 12
Sail of perigenital fur 1 1 1 0 0 0 0 0 0 0 0 0 0 0 0 0
Salivation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Test article Day 11 12 13 14 15 16
Dose Clinical signs Time 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Hemimellitene n 12 12 12 12 12 12 12 12 12 12 5 5 5 4 4 4
0 ma/kg No abnormality 12 12 12 12 12 12 12 12 12 12 5 5 5 4 4 4
Hemimellitene n 12 12 12 12 12 12 12 12 12 12 8 8 8 7 7 7
40 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 8 8 8 7 7 7
Hemimellitene n 12 12 12 12 12 12 12 12 12 12 7 7 7 5] 6 5]
200 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 7 7 7 6 6 6
Hemimellitene n 12 12 12 12 12 12 12 12 12 12 7 7 7 5 5 5
1000 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 3 3 4 2 2 2
Soil of perigenital fur 0 0 0 0 0 0 0 0 0 0 4 4 3 3 3 3
Salivation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

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

Study No. : SR13054

Clinical sign Period : FO Day 1-52
Sex : Female Species : Rat
Test article Day 17 18 19 20 21 22
Dose Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1
Hemimellitene n 1 1 1 0 0 0 0 0 0 0 0 0 0 0 0 0
0 mg/kg No abnormality 1 1 1 0 0 0 0 0 0 0 0 0 0 0 0 0
Hemimellitene n 5 5 5 2 2 2 2 2 2 2 2 2 2 2 2 2
40 mg/kg No abnormality 5 5 5 2 2 2 2 2 2 2 2 2 2 2 2 2
Hemimellitene n 3 3 3 0 0 0 0 0 0 0 0 0 0 0 0 0
200 mg/kg No abnormality 3 3 3 0 0 0 0 0 0 0 0 0 0 0 0 0
Hemimellitene n 3 3 3 2 2 2 2 2 2 2 2 2 2 2 2 1
1000 mg/kg No abnormality 2 2 2 2 2 2 2 2 2 2 2 2 2 0 2 1
Soil of perigenital fur 1 1 1 0 0 0 0 0 0 0 0 0 0 0 0 0
Salivation 0 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0
Test article Day 22 23 24 25 26 27
Dose Clinical signs Time 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2
Hemimellitene n 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
0 mg/kg No abnormality 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hemimellitene n 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
40 mg/kg No abnormality 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Hemimellitene n 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 mg/kg No abnormality 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hemimellitene n 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
1000 mg/kg No abnormality 0 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Sail of perigenital fur 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Salivation 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Test article Day 27 28 29 30 31 32
Dose Clinical signs Time 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Hemimellitene n 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
0 ma/kg No abnormality 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hemimellitene n 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
40 mg/kg No abnormality 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hemimellitene n 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 mg/kg No abnormality 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hemimellitene n 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
1000 mg/kg No abnormality 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Soil of perigenital fur 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Salivation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

1 : Pre-dosing, 2 : Post-dosing, 3 : PM
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Table 1 -6

Study No. : SR13054

Clinical sign Period : FO Day 1-52
Sex : Female Species : Rat
Test article Day 33 34 35 36 37 38
Dose Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1
Hemimellitene n 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
0 mg/kg No abnormality 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hemimellitene n 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
40 mg/kg No abnormality 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hemimellitene n 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 mg/kg No abnormality 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hemimellitene n 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
1000 mg/kg No abnormality 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Soil of perigenital fur 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Salivation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Test article Day 38 39 40 41 42 43
Dose Clinical signs Time 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2
Hemimellitene n 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
0 mg/kg No abnormality 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hemimellitene n 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
40 mg/kg No abnormality 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hemimellitene n 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 mg/kg No abnormality 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hemimellitene n 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
1000 mg/kg No abnormality 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Sail of perigenital fur 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Salivation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Test article Day 43 44 45 46 47 48
Dose Clinical signs Time 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Hemimellitene n 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
0 ma/kg No abnormality 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hemimellitene n 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
40 mg/kg No abnormality 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hemimellitene n 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 mg/kg No abnormality 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hemimellitene n 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
1000 mg/kg No abnormality 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Soil of perigenital fur 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Salivation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

1 : Pre-dosing, 2 : Post-dosing, 3 : PM
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Table1-7

Study No. : SR13054

Clinical sign Period : FO Day 1-52

Sex : Female Species : Rat
Test article Day 49 50 51 52
Dose Clinical signs Time 1 2 1 1 4
Hemimellitene n 0 0 0 0 0 0 0 0 0 0
0 mg/kg No abnormality 0 0 0 0 0 0 0 0 0 0
Hemimellitene n 0 0 0 0 0 0 0 0 0 0
40 mg/kg No abnormality 0 0 0 0 0 0 0 0 0 0
Hemimellitene n 0 0 0 0 0 0 0 0 0 0
200 mg/kg No abnormality 0 0 0 0 0 0 0 0 0 0
Hemimellitene n 1 1 1 1 1 1 1 1 1 1
1000 mg/kg No abnormality 1 1 1 1 1 1 1 1 1 1

Soil of perigenital fur 0 0 0 0 0 0 0 0 0 0

Salivation 0 0 0 0 0 0 0 0 0 0

1: Pre-dosing, 2 : Post-dosing, 3 : PM, 4 : Necropsy day
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Table 1 -8

Study No. : SR13054

Clinical sign Period : FO gestation Day 0-26
Sex : Female Species : Rat
Test article Day 0O 1 3 5
Dose Clinical signs Time 1 2 3 1 2 3 2 3 2 3 2 3 1
Hemimellitene n 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
0 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Hemimellitene n 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11
40 mg/kg No abnormality 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11
Mass of subcutaneous 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(G3,12)
Hemimellitene n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
200 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mass of subcutaneous 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(G3)
Hemimellitene n 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9
1000 mgrkg No abnormality 6 6 6 7 7 7 8 8 8 9 9 9 9 9 9 9
Soail of perigenital fur 3 3 3 2 2 2 1 1 1 0 0 0 0 0 0 0
Salivation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crushing of incisors 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(F3)
Test article Day 5 6 7 9 10
Dose Clinical signs Time 2 3 1 2 3 1 2 3 2 3 2 3 1 2
Hemimellitene n i 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
0 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Hemimellitene n 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11
40 mg/kg No abnormality 11 11 11 1 11 11 11 1 11 1 11 1 11 1 11 11
Mass of subcutaneous 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(G3,12)
Hemimellitene n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
200 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mass of subcutaneous 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(G3)
Hemimellitene n 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9
1000 mg/kg No abnormality 9 9 9 9 9 8 8 8 8 8 8 8 8 8 8 8
Sail of perigenital fur 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Salivation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crushing of incisors 0 0 0 0 0 1 1 1 1 1 1 1 1 1 1 1
(F3)

1: Pre-dosing, 2 : Post-dosing, 3 : PM
F3:Upper incisor, G3:Right cervical, 12:Right abdomen
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Table1-9 Study No. : SR13054
Clinical sign Period : FO gestation Day 0-26
Sex : Female Species : Rat

Test article Day 10 11 12 13 14 15

Dose Clinical signs Time 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3

Hemimellitene n 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10

0 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10

Hemimellitene n 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11

40 mg/kg No abnormality 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11
Mass of subcutaneous 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(G3,12)

Hemimellitene n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

200 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mass of subcutaneous 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(G3)

Hemimellitene n 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9

1000 mgrkg No abnormality 8 8 8 8 9 9 9 9 9 9 9 9 9 9 9 9
Soail of perigenital fur 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Salivation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crushing of incisors 1 1 1 1 0 0 0 0 0 0 0 0 0 0 0 0
(F3)

Test article Day 16 17 18 19 20 21

Dose Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1

Hemimellitene n i 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10

0 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10

Hemimellitene n 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11

40 mg/kg No abnormality 11 11 11 0 10 10 10 10 10 10 10 10 10 10 10 10
Mass of subcutaneous 0 0 0 1 1 1 1 1 1 1 1 1 1 1 1 1
(G3,12)

Hemimellitene n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

200 mg/kg No abnormality 11 11 11 11 11 1 11 11 11 1 11 11 11 1 1" 11
Mass of subcutaneous 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
(G3)

Hemimellitene n 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9

1000 mg/kg No abnormality 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9
Sail of perigenital fur 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Salivation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crushing of incisors 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(F3)

1: Pre-dosing, 2 : Post-dosing, 3 : PM
F3:Upper incisor, G3:Right cervical, 12:Right abdomen
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Table 1 -10

Study No. : SR13054

Clinical sign Period : FO gestation Day 0-26
Sex : Female Species : Rat
Test article Day 21 22 23 24 25 26
Dose Clinical signs Time 2 3 1 2 3 1 1 1 3 4
Hemimellitene n 10 10 6 6 6 0 0 0 0 0 0 0 0 0 0
0 mg/kg No abnormality 10 10 6 6 6 0 0 0 0 0 0 0 0 0 0
Hemimellitene n 11 11 2 2 2 0 0 0 0 0 0 0 0 0 0
40 mg/kg No abnormality 10 10 2 2 2 0 0 0 0 0 0 0 0 0 0
Mass of subcutaneous 1 1 0 0 0 0 0 0 0 0 0 0 0 0 0
(G3,12)
Hemimellitene n 12 12 5 5 5 2 2 2 2 2 2 2 2 2 2
200 mg/kg No abnormality 11 1 4 4 4 2 2 2 2 2 2 2 2 2 2
Mass of subcutaneous 1 1 1 1 1 0 0 0 0 0 0 0 0 0 0
(G3)
Hemimellitene n 9 9 3 3 3 1 1 1 0 0 0 0 0 0 0
1000 mgrkg No abnormality 9 9 3 3 3 1 1 1 0 0 0 0 0 0 0
Soil of perigenital fur 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Salivation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crushing of incisors 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(F3)

1 : Pre-dosing, 2 : Post-dosing, 3 : PM, 4 : Necropsy day
F3:Upper incisor, G3:Right cervical, 12:Right abdomen
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Table 1 - 11

Study No. : SR13054

Clinical sign Period : FO lactation Day 0-4
Sex : Female Species : Rat
Test article Day O 1 3 4
Dose Clinical signs Time 2 3 1 2 3 2 3 2 3 4
Hemimellitene n 0 10 10 7 10 10 10 10 10 10 10 10 10
0 mg/kg No abnormality 10 10 10 7 10 10 10 10 10 10 10 10 10
Hemimellitene n 11 11 11 7 M 11 11 10 10 10 10 10 10
40 mg/kg No abnormality 9 9 9 5 9 9 9 9 9 9 9 9 9
Soil of perigenital fur 1 1 1 1 1 1 1 0 0 0 0 0 0
Mass of subcutaneous 1 1 1 1 1 1 1 1 1 1 1 1 1
(G3,12)
Mucous feces 0 0 0 0 0 0 1 0 0 0 0 0 0
Unclearance of placenta 1 0 0 0 0 0 0 0 0 0 0 0 0
Not nest building 0 0 0 1 0 0 0 0 0 0 0 0 0
Not etrieving 0 0 0 1 0 0 0 0 0 0 0 0 0
Hemimellitene n 0 10 10 10 10 10 10 10 10 10 9 9 9
200 mg/kg No abnormality 9 9 9 9 9 9 8 8 8 8 8 8 8
Death 0 0 0 0 0 0 0 0 0 1 0 0 0
Bradypnea 0 0 0 0 0 0 1 1 1 0 0 0 0
Mass of subcutaneous 1 1 1 1 1 1 1 1 1 1 1 1 1
(G3)
Hemimellitene n 9 9 9 9 9 9 9 9 9 9 9 9 9
1000 mg/kg No abnormality 9 9 9 9 9 9 9 9 9 9 9 9 9

1: Pre-dosing, 2 : Post-dosing, 3 : PM, 4 : Necropsy day
G3:Right cervical, 12:Right abdomen
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Table 2 -1 Study No. : SR13054
Body weight Period : FO Day 1-42
Sex : Male Unit : g Species : Rat
Test article /Day Body weight
Dose 1 3 7 14 21 28 35 42 gain
Hemimellitene n 12 12 12 12 12 12 12 12 12
0 mg/kg Mean 384.7 3929 411.9 438.5 463.0 489.2 512.8 529.5 144.8
S.D. 16.1 18.6 228 26.7 326 40.7 42.6 441 29.7
Hemimellitene n 12 12 12 12 12 12 12 12 12
40 mg/kg Mean 386.8 395.7 416.5 446.8 470.0 496.2 520.3 543.8 156.9
S.D. 19.2 19.9 245 25.8 27.9 31.2 311 37.6 27.7
Hemimellitene n 12 12 12 12 12 12 12 12 12
200 mg/kg Mean 383.1 393.8 412.8 442.4 463.8 493.8 521.6 539.3 156.2
S.D. 18.4 19.7 216 24.4 28.5 31.8 376 43.1 31.8
Hemimellitene n 12 12 12 12 12 12 12 12 12
1000 mg/kg Mean 387.1 388.8 405.3 430.8 446.7 468.8 490.5 508.4 121.3
S.D. 18.1 235 239 28.5 271 30.7 337 347 21.6

Not significantly different from Hemimellitene 0 mg/kg
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Table 2 - 2 Study No. : SR13054

Body weight Period : FO before mating Day 1-14
Sex : Female Unit : g Species : Rat
Test article /Day Body weight
Dose 1 3 7 14 gain
Hemimellitene n 12 12 12 12 12
0 mg/kg Mean 2355 239.4 247.2 259.0 235
S.D. 12.3 11.6 124 16.1 10.9
Hemimellitene n 12 12 12 12 12
40 mg/kg Mean 236.3 2411 246.6 255.8 19.6
S.D. 10.7 14.5 14.0 13.3 6.1
Hemimellitene n 12 12 12 12 12
200 mg/kg Mean 234.3 238.6 245.8 254.7 20.3
S.D. 10.5 126 13.4 13.6 7.1
Hemimellitene n 11 11 11 11 11
1000 mg/kg Mean 232.3 231.8 244 .5 252.1 19.8
S.D. 9.6 135 12.0 13.2 7.6

Not significantly different from Hemimellitene 0 mg/kg



Table 2 -3 Study No. : SR13054

Body weight Period : FO gestation Day 0-20
Sex : Female Unit : g Species : Rat
Test article /Day Body weight
Dose 0 7 14 20 gain
Hemimellitene n 10 10 10 10 10
0 mg/kg Mean 265.5 303.7 3455 4253 159.8
S.D. 15.7 19.9 26.6 323 194
Hemimellitene n 11 11 11 11 11
40 mg/kg Mean 270.8 310.1 3524 436.6 165.8
S.D. 16.5 16.8 18.4 24.0 12.8
Hemimellitene n 12 12 12 12 12
200 mg/kg Mean 264.3 298.4 338.6 417.3 153.0
S.D. 16.1 14.8 18.5 46.4 340
Hemimellitene n 9 9 9 9 9
1000 mg/kg Mean 256.8 283.6 3214 393.2 136.4
S.D. 13.3 227 13.4 27.9 21.7
DT =

-Og-

Significantly different from Hemimellitene 0 mg/kg: * P<0.05
DT : Dunnett test (two-side)
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Table2-4 Study No. : SR13054
Body weight Period : FQ lactation Day 0-4
Sex : Female Unit : g Species : Rat
Test article /Day Body weight
Dose 0 4 gain
Hemimellitene n 10 10 10
0 mg/kg Mean 3305 3455 15.0
S.D. 301 30.0 9.3
Hemimellitene n 11 10 10
40 mg/kg Mean 3211 342.7 16.8
S.D. 209 14.8 121
Hemimellitene n 10 9 9
200 mg/kg Mean 3254 345.6 18.6
S.D. 18.9 19.5 10.9
Hemimellitene n 9 9 9
1000 mg/kg Mean 310.3 325.7 15.3
S.D. 17.7 171 10.6

Not significantly different from Hemimellitene 0 mg/kg



Table 3 -1 Study No. : SR13054

Food consumption Period : FO Day 1-42
Sex : Male Unit : g Species : Rat
Test article /Day
Dose 3 7 14 35 42
Hemimellitene n 12 12 12 12 12
0 mg/kg Mean 24.43 24.63 24.01 23.80 23.13
S.D. 1.67 2.01 212 1.56 1.81
Hemimellitene n 12 12 12 12 12
40 mg/kg Mean 24.88 24.50 24.52 24.48 24.71
S.D. 1.73 2.46 2.21 2.28 2.68
Hemimellitene n 12 12 12 12 12
200 mg/kg Mean 23.57 23.75 23.68 24.18 23.93
S.D. 2.69 1.82 1.99 2.56 3.38
Hemimellitene n 12 12 12 12 12
1000 mg/kg Mean 19.09 23.62 23.85 24.83 25.17
S.D. 3.57 2.39 1.72 1.87 1.70
ST **

-Zg-

Significantly different from Hemimellitene 0 mg/kg: ** P<0.01
ST : Steel test (two-side)
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Table 3-2 Study No. : SR13054
Food consumption Period : FO before mating Day 1-14
Sex : Female Unit : g Species : Rat
Test article /Day
Dose 3 7 14
Hemimellitene n 12 12 12
0 mg/kg Mean 15.93 16.73 17.70
S.D. 2.66 1.81 1.79
Hemimellitene n 12 12 12
40 mg/kg Mean 16.36 16.59 17.42
S.D. 2.24 0.97 1.1
Hemimellitene n 12 12 12
200 mg/kg Mean 16.18 16.30 17.08
S.D. 273 1.55 1.34
Hemimellitene n 11 11 11
1000 mg/kg Mean 10.17 15.97 17.42
S.D. 2.92 1.42 1.48
DT =

Significantly different from Hemimellitene 0 mg/kg: ++ P<0.01

DT : Dunnett test (two-side)
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Table 3-3 Study No. : SR13054
Food consumption Period : FO gestation Day 0-20
Sex : Female Unit : g Species : Rat
Test article /Day
Dose 7 14 20
Hemimellitene n 10 10 10
0 mg/kg Mean 22.27 24.30 23.69
S.D. 2.44 3.47 2.91
Hemimellitene n 11 11 11
40 mg/kg Mean 22.32 24.04 23.40
S.D. 1.77 1.39 1.69
Hemimellitene n 12 12 12
200 mg/kg Mean 21.32 23.63 23.46
S.D. 1.38 1.49 2.42
Hemimellitene n 9 9 9
1000 mg/kg Mean 19.82 23.26 23.71
S.D. 3.30 2.37 2.36

Not significantly different from Hemimellitene 0 mg/kg



Table 3 - 4 Study No. : SR13054
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Food consumption Period : FO lactation Day 0-4
Sex : Female Unit : g Species : Rat
Test article /Day
Dose 4
Hemimellitene n 10
0 mg/kg Mean 31.37
S.D. 5.10
Hemimellitene n 10
40 mg/kg Mean 32.63
S.D. 2.94
Hemimellitene n 9
200 mg/kg Mean 33.26
S.D. 6.17
Hemimellitene n 9
1000 mg/kg Mean 30.37
S.D. 3.9

Not significantly different from Hemimellitene 0 mg/kg



.1 SR13054

Table 4 - 1 Study No
Necropsy findings
Sex : Male Stage : Day 43 Species : Rat
Test article Hemimellitene Hemimellitene Hemimellitene Hemimellitene
Dose 0 40 200 1000
Organ mg/kg mg/kg mg/kg mg/kg
Findings Number of Animals 12 12 12 12
Liver <12/12> <12/12> <11/12> <5/12>
Large size 0 0 1 7
Kidney <12/12> <12/12> <10/12> <6/12>
Pale discoloration 0 0 2 6
Large size 0 0 0 2
Testis <11/12> <11/12> <12/12> <12/12>
Small size, unilateral 1 1 0 0
Epididymis <11/12> <11/12> <12/12> <12/12>
Small size, unilateral 1 1 0 0
Yellowish white focus, caput, 0 1 0 Q0
unilateral
Other organs & tissues <12/12> <12/12> <12/12> <12/12>
<> : Not remarkable/Number of animals examined

1
w
o))

' P : Non-graded change



.1 SR13054

Table 4 -2 Study No
Necropsy findings
Sex : Female Stage : Lactation Day 4 Species : Rat
Test article Hemimellitene Hemimellitene Hemimellitene Hemimellitene
Dose 0 40 200 1000
Organ mg/kg mg/kg mg/kg mg/kg
Findings Number of Animals 10 10 9 9
Liver <10/10> <10/10> <9/9> <8/9>
Large size 0 0 0 1
Skin <10/10> <9/10> <8/9> <9/9>
Subcutaneous mass 0 1 1 0
Other organs & tissues <10/10> <10/10> <9/9> <9/9>
<> : Not remarkable/Number of animals examined

P : Non-graded change

_Lg-



Study No. : SR13054

Table4-3
Necropsy findings
Sex : Female Stage : Death Species : Rat
Test article Hemimellitene Hemimellitene Hemimellitene Hemimellitene
Dose 0 40 200 1000
Organ mg/kg mg/kg mg/kg mg/kg
Findings Number of Animals 0 0 1 0
Lung <0/1>
Dark red P 1
Kidney <0/1>
Black spot P 1
Pale brown P 1
Thymus <0/1>
Small size P 1
Adrenal <0/1>
Large size P 1
Thoracic cavity <0/1>
Hydrothorax P 1
(‘JI Other organs & tissues <1/1>
0 <> ; Not remarkable/Number of animals examined
' P : Non-graded change
Sex : Female Stage : Total litter loss Species : Rat
Test article Hemimellitene Hemimellitene Hemimellitene Hemimellitene
Dose 0 40 200 1000
Organ mg/kg mg/kg mg/kg mg/kg
Findings Number of Animals 0 1 0 0
Spleen <Q/1>
Small size P 1
Thymus <0/1>
Small size P 1
Other organs & tissues <1/1>
<> : Not remarkable/Number of animals examined

P : Non-graded change
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Study No. : SR13054

Table4-4
Necropsy findings
Sex : Female Stage : Non-delivery Species : Rat
Test article Hemimellitene Hemimellitene Hemimellitene Hemimellitene
Dose 0 40 200 1000
Organ mg/kg mg/kg mg/kg mg/kg
Findings Number of Animals 0 0 2 0
Other organs & tissues <2/2>
<> : Not remarkable/Number of animals examined
Sex : Female Stage : Non-pregnancy Species : Rat
Test article Hemimellitene Hemimellitene Hemimellitene Hemimellitene
Dose 0 40 200 1000
Organ mg/kg mg/kg mg/kg mg/kg
Findings Number of Animals 2 1 0 2
Uterus <1/2> <1/1> <1/2>
Retention, white mucus 1 0 1
Dilatation, lumen 1 0 1
Vagina <0/2> <1/1> <1/2>
Atresia 2 0 1
Qther organs & tissues <2/2> <1/1> <2/2>
<> : Not remarkable/Number of animals examined
P : Non-graded change
Sex : Female Stage : Unsuccessful mating Species : Rat
Test article Hemimellitene Hemimellitene Hemimellitene Hemimellitene
Dose 0 40 200 1000
Organ mg/kg mg/kg mg/kg mg/kg
Findings Number of Animals 0 0 0 1
Other organs & tissues <1/1>
<> : Not remarkable/Number of animals examined
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Table 5-1 Study No. : SR13054
Organ weight Stage : FO Day 43
Sex : Male Species : Rat
Body Liver Kidney Testis Epididymis
weight

Test article AB RE AB RE AB RE AB RE
Dose g g g/100g g g/100g g g/100g g g/100g
Hemimellitene n 12 12 12 12 12 12 12 12 12
0 mg/kg Mean 531.8 17.377 3.262 3.502 0.661 3.362 0.638 1.331 0.252

S.D. 44.3 2.196 0.264 0.247 0.028 0.308 0.079 0.142 0.024
Hemimellitene n 12 12 12 12 12 12 12 12 12
40 mg/kg Mean 547.8 19.851 3.613 3.795 0.694 3.070 0.563 1.283 0.234

S.D. 38.6 2.854 0.356 0.219 0.041 0.437 0.083 0.133 0.027

DT *

Hemimellitene n 12 12 12 12 12 12 12 12 12
200 mg/kg Mean 544.8 20.301 3.713 4.016 0.738 3.334 0.615 1.395 0.258

S.D. 441 2.910 0.278 0.355 0.041 0.202 0.073 0.110 0.026

DT = DT #x DT == DT xx

Hemimellitene n 12 12 12 12 12 12 12 12 12
1000 mg/kg Mean 511.4 25.134 4,904 4.491 0.881 3.418 0.672 1.336 0.263

S.D. 34.3 2.764 0.295 0.377 0.065 0.147 0.028 0.124 0.029

DT ** DT *x DT =% DT #x
Prostate Seminal
vesicle

Test article AB RE AB RE
Dose mg mg/100g g/100g
Hemimellitene n 12 12 12 12
0 mg/kg Mean 7444 140.048 2.325 0.438

S.D. 162.2 27.582 0.200 0.052
Hemimellitene n 12 12 12 12
40 mg/kg Mean 799.7 146.548 2434 0.449

S.D. 214.5 39.784 0.292 0.078
Hemimellitene n 12 12 12 12
200 mg/kg Mean 836.5 154.003 2.446 0.452

S.D. 2447 44.821 0.256 0.068
Hemimellitene n 12 12 12 12
1000 mg/kg Mean 648.9 126.878 2.178 0.426

S.D. 98.2 16.852 0.313 0.054

AB : Absolute weight, RE : Relative weight by body weight
Significantly different from Hemimellitene 0 mg/kg: * P<0.05, == P<0.01

DT : Dunnett test (two-side)



Table5-2 Study No. : SR13054

Organ weight Stage : FO lactation Day 4
Sex : Female Species : Rat
Body Liver Kidney Ovary
weight

Test article AB RE AB RE AB RE
Dose g g g/100g g g/100g mg mg/100g
Hemimellitene n 10 10 10 10 10 10 10
0 mg/kg Mean 345.5 14.029 4.058 2,222 0.643 111.4 32.158

S.D. 30.0 1.678 0.283 0.235 0.055 18.8 4179
Hemimellitene n 10 10 10 10 10 10 10
40 mg/kg Mean 342.7 14.532 4.240 2.326 0.677 113.5 33.133

S.D. 14.8 1.249 0.283 0.160 0.048 12.0 3.430
Hemimellitene n 9 9 9 9 9 9 9
200 mg/kg Mean 345.6 15.588 4.514 2.466 0.713 115.2 33.359

S.D. 19.5 0.796 0.195 0.271 0.060 16.4 4.503

DT = DT = DT =

Hemimellitene n 9 9 9 9 9 9 9
1000 mg/kg Mean 325.7 18.451 5.658 2.512 0.772 107.2 32,983

S.D. 171 1.855 0.361 0.173 0.045 11.6 3.647

DT ** DT ** DT = DT *x

-[9-

AB : Absolute weight, RE : Relative weight by body weight
Significantly different from Hemimellitene 0 mg/kg: * P<0.05, == P<0.01
DT : Dunnett test (two-side)
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Table 6 - 1

Histopathological findings

Study No. : SR13054

Sex : Male Stage : Day 43 Species : Rat
Test article Hemimellitene Hemimellitene Hemimellitene Hemimellitene
Dose 0 40 200 1000
mg/kg mg/kg mg/kg mg/kg
Organ Number of Animals 12 12 12 12
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Liver <12> <12> <12> <12>
Hypertrophy, hepatocyte,
centrilobular 12 0 0 0 O 12 0 0 0 O 6 6 0 0 O 0 5 7 0 O
EF FT$ FT $3
Microgranuloma 10 2 0 0 O 11 1 0 0 O M1 1 0 0 O M 1 0 0 O
Kidney <12> <12> <12> <12>
Eosinophilic body, proximal tubular epithelium 8 4 0 0 O 7 5 0 0 0 1 8 3 0 0 0 5 7 0 0
FT $% FT $$
Basophilic change, renal tubule M1 1 0 0 0 0 2 0 0 0 8 4 0 0 O 12 0 0 0 0
Infiltration, inflammatory cell,
renal pelvic mucosa 111 0 0 0 111 0 0 O 12 0 0 0 O 12 0 0 0 O
Cyst 12 0 0 0 O 02 0 0 0 12 0 0 0 O 12 0 0 0 0
EF EF
Testis <12> <2> <0> <12>
Atrophy, seminiferous tubule 1 0 0 1 0 1.0 0 0 1 0O 0 0 0 O 12 0 0 0 O
ED
Epididymis <12> <2> <0> <12>
Decrease, spermatozoa 11 0 0 0 1 1.0 0 0 1 0 0 0 0 0 12 0 0 0 O
ED
Cell debris, lumen 11 1 0 0 0 1 1 0 0 0 0 0 0 0 O 12 0 0 0 0
ED
Granuloma, spermatic M1 1 0 0 O 11 0 0 O 0 0 0 0 O 12 0 0 0 0

<> : Number of animals examined
- : Not remarkable
1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe

Significantly different from Hemimellitene 0 mg/kg: $ P<0.05, $$ P<0.01

FT : Fisher's exact test (two-side)

ED : The number of samples of a treated group is less than 2.

EF : The averages of all groups are same and all data is 0 in frequency. (all data of all groups is identical.)
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Table 6 - 2 Study No. : SR13054
Histopathological findings
Sex : Male Stage : Day 43 Species : Rat
Test article Hemimellitene Hemimellitene Hemimellitene Hemimellitene
Dose 0 40 200 1000
mg/kg mg/kg mg/kg mg/kg
Organ Number of Animals 12 12 12 12
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Prostate <12> <1> <0> <12>
Inflammation 8 3 1 0 0 1.0 0 0 O 0 0 0 0 O 8 4 0 0 O
ED ED
Seminal vesicle, Coagulating gland <12> <1> <0> <12>
12 1 0 12
ED ED EF

<> : Number of animals examined

- : Not remarkable

1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe
Not significantly different from Hemimellitene 0 mg/kg
ED : The number of samples of a treated group is less than 2.

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



Table 6 -3 Study No. : SR13054

Histopathological findings

-v9-

Sex : Female Stage : Lactation Day 4 Species : Rat
Test article Hemimelliten Hemimelliten Hemimelliten Hemimelliten
Dose 0 40 200 1000
mg/kg mg/kg ma/kg mg/kg
Organ Number of Animals 10 10 9 9
Findings Grade - 1+ 2+ 3+ 4+ P - 1+ 2+ 3+ 4+ P - 1+ 2+ 3+ 4+ P - 1+ 2+ 3+ 4+ P
Liver <10> <10> <9> <9>
Hypertrophy, hepatocyte,
centrilobular 10 0 0 0 O 10 0 0 0 O 7 2 0 0 O 2 6 1 0 0
EF FT $$
Microgranuloma 10 0 0 0 O 10 0 0 0 O 8 1.0 0 O 9 0 0 0 O
EF EF
Kidney <10> <0> <0> <9>
Basophilic change, renal tubule 9 1 0 0 O 0 0 0 0 O 0 0 0 0 O 9 0 0 0 0
ED ED
Infiltration, inflammatory cell,
renal pelvic mucosa 9 1 0 0 0 0 0 0 0 0 6 0 0 0 0 9 0 0 0 O
ED ED
Mammary gland <0> <1> <1> <0>
Adenocarcinama 0 0 0 1 0 1 0 Q
ED ED ED
Ovary, Uterine horn,Uterine cervix,Vagina <10> <0> <0> <9>
10 0 0 9
ED ED EF

<> : Number of animals examined

- : Not remarkable

1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe, P : Non-graded finding

Significantly different from Hemimellitene 0 mg/kg: $$ P<0.01

FT : Fisher's exact test (two-side)

ED : The number of samples of a treated group is less than 2.

EF : The averages of all groups are same and all data is 0 in frequency. (all data of all groups is identical.)
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Table 6 -4 Study No. : SR13054
Histopathological findings
Sex : Female Stage : Death Species : Rat
Test article Hemimellitene Hemimellitene Hemimellitene Hemimellitene
Dose 0 40 200 1000
mg/kg mg/kg mg/kg mg/kg

Organ Number of Animals 0 0 1 0

Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Lung <1>

Thrombus 0 0 1 0

Edema, perivascular 01 0 O

Hemorrhage, focal 01 0 O

Mineralization, alveolar septa 0 1 0 0

Mineralization, pleura 01 0 0

Aggregation, macrophage, alveolar 0 1 0 0
Liver <1>
Kidney <1>

Thrombus 0 0 1 0

Necrosis, renal tubule, cortex 0 0 1 0

Mineralization, renal tubule,

cortex 0 0 1 0O

Cast, hyaline 1 0 0 O
Thymus <>

Atrophy, cortex 0 0 1 0
Adrenal <1>

Congestion 0 1 0 O

Hypertrophy, cortical cell,

zona fasciculata 1. 0 0 O

<> : Number of animals examined
- : Not remarkable
1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe
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Table 6 -5

Study No. : SR13054
Histopathological findings
Sex : Female Stage : Total litter loss Species : Rat
Test article Hemimellitene Hemimellitene Hemimellitene Hemimellitene
Dose 0 40 200 1000
mg/kg mg/kg mg/kg mg/kg
Organ Number of Animals 0 1 0 0
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+
Liver <1>
Vacuolation, hepatocyte,
periportal 0o 1 0 0 O
Spleen <1>
Atrophy, white pulp 0 0 1 0 O
Thymus <1>
Atrophy, cortex 0 0 0 1 0
<> : Number of animals examined
- : Not remarkable
1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe
Sex : Female Stage : Non-delivery Species : Rat
Test article Hemimellitene Hemimellitene Hemimellitene Hemimellitene
Dose 0 40 200 1000
mg/kg mg/kg mg/kg mg/kg
Organ Number of Animals 0 0 2 0
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+
Liver <2>

Microgranuloma
<> : Number of animals examined

0 2 0 0 0

- : Not remarkable
1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe
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Table 6 -6

Histopathological findings

Study No. : SR13054

Sex : Female Stage : Non-pregnancy Species : Rat
Test article Hemimellitene Hemimellitene Hemimellitene Hemimellitene
Dose 0 40 200 1000
mg/kg mg/kg mg/kg mg/kg
Organ Number of Animals 2 1 0 2
Findings Grade 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+
Liver <2> <1> <2>
Hypertrophy, hepatocyte,
centrilobular 0 0 0 O 170 0 0 O 2 0 0 O
Microgranuloma 0 0 0 O 1 0 0 0 O 1 0 0 O
Kidney <2> <1> <2>
Basophilic change, renal tubule 1 0 0 0 1 0 0 0 O 0 0 0 O
Cyst 1.0 0 O 170 0 0 O 0 0 0 O
Ovary <2> <1> <2>
1
Uterine horn <2> <1> <2>
Dilatation, lumen 1. 0 0 Q 1.0 0 0 0 01 0 0
Infiltration, neutrophil,
endometrium 0 1 0 0 10 0 0 O 01 0 0
Uterine cervix <2> <1> <2>
Dilatation, lumen 1 0 0 O 10 0 0 @ 01 0 0
Infiltration, inflammatory cell,
lamina propria 0 0 0 @ 10 0 0 Q 0 1 0 0
Vagina <2> <1> <2>
Septum 0 0 2 0 1 0 0 0 O 0 0 1 0
Infiltration, inflammatory cell,
lamina propria 1 0 0 0 1 0 0 0 O 0 0 0 O

<> : Number of animals examined
- : Not remarkable
1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe
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Table6-7 Study No. : SR13054
Histopathological findings
Sex : Female Stage : Unsuccessful mating Species : Rat
Test article Hemimellitene Hemimellitene Hemimellitene Hemimellitene
Dose 0 40 200 1000
mg/kg mg/kg mg/kg mg/kg
Organ Number of Animals 0 0 0 1
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Liver <1>

Hypertrophy, hepatocyte,
centrilobular

Kidney,Ovary,Uterine horn,Uterine cervix,Vagina

<1>

<> : Number of animals examined
- : Not remarkable
1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe
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Table 7

Estrus cycles
Generation : FO

Study No. : SR13054

Species : Rat

/Before mating

Mean length of Number of Number of animals with acyclic or
Test article estrous cycle estrus irregular cycle
Dose {Days)
Hemimellitene n 12 12 12
0 mg/kg {0)
Mean 4.08 3.5
S.D. 0.19 0.5
Hemimellitene n 12 12 12
40 mg/kg (0)
Mean 4.00 3.6
S.D. 0.00 0.5
EF
Hemimellitene n 12 12 12
200 mg/kg (0)
Mean 4.08 3.6
S.D. 0.19 0.5
EF
Hemimellitene n 12 12 12
1000 mgrkg (0)
Mean 4.38 3.3
S.D. 0.48 0.5
EF

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



Table 8 - 1 Study No. : SR13054

Reproductive performance

Generation : FO Sex : Male Species : Rat
1st mating 2nd mating Total
Test article Number of Day of Copulation Fertility Copulation Fertility Copulation Fertility
Dose pairs conceiving index (%) index (%) index (%) index (%) index (%) index (%)
Hemimellitene n 12 12 (12/12) (10/12) (12/12) (10/12)
0 mg/kg Mean 1.8 100.0 83.3 100.0 83.3
S.D. 1.1
Hemimellitene n 12 12 (12/12) (11/12) (12/12) (11/12)
40 mg/kg Mean 4.3 100.0 91.7 100.0 91.7
S.D. 4.7
Hemimellitene n 12 12 (12/12) (12/12) (12/12) (12/12)
200 mg/kg Mean 2.3 100.0 100.0 100.0 100.0
S.D. 1.3
Hemimellitene n 12 1 (11/12) (9/11) (11/12) (9/11)
1000 mg/kg Mean 2.5 91.7 81.8 91.7 81.8
S.D. 21

-OL-

Not significantly different from Hemimellitene 0 mg/kg



Table 8- 2 Study No. : SR13054

Reproductive performance

Generation : FO Sex : Female Species : Rat
1st mating 2nd mating Total
Test article Number of Day of Copulation Fertility Copulation Fertility Copulation Fertility
Dose pairs conceiving index (%) index (%) index (%) index (%) index (%) index (%)
Hemimellitene n 12 12 (12/12) (10/12) (12/12) (10/12)
0 mg/kg Mean 1.8 100.0 83.3 100.0 83.3
S.D. 1.1
Hemimellitene n 12 12 (12/12) (11/12) (12/12) (11/12)
40 mg/kg Mean 4.3 100.0 91.7 100.0 91.7
S.D. 4.7
Hemimellitene n 12 12 (12/12) (12/12) (12/12) (12/12)
200 mg/kg Mean 2.3 100.0 100.0 100.0 100.0
S.D. 1.3
Hemimellitene n 12 1 (11/12) (9/11) (11/12) (9/11)
1000 mg/kg Mean 2.5 91.7 81.8 91.7 81.8
S.D. 21

-[L-

Not significantly different from Hemimellitene 0 mg/kg
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Table 9 - 1

Study No. : SR13054

Delivery data
Generation : FO Species : Rat
Gestation ~ Number of Birth Number of Number of Sex rate Number of Gestation
Test article period implantation index offspring live newborns (offspring) dead newborns index
Dose (day) (%) M F Total (%) Dead Cannibalism Total (%)
Hemimellitene n 10 10 10 10 10 10 10 66/130 10 10 10 10/10
0 mg/kg Mean 22.60 15.5 84.59 13.3 6.6 6.4 13.0 50.8 0.2 0.1 0.3 100.0
S.D. 0.52 1.2 15.07 2.1 2.2 1.9 1.9 0.6 0.3 0.7 0.00
Hemimellitene n 11 11 11 11 11 11 11 81/168 11 11 11 11/11
40 mg/kg Mean 22.18 16.9 90.24 15.6 7.4 7.9 15.3 48.2 0.4 0.0 0.4 100.0
S.D. 0.40 1.7 7.41 2.2 27 3.1 2.1 0.7 0.0 0.7 0.00
Hemimellitene n 10 12 12 10 10 10 10 81/154 10 10 10 10/12
200 mg/kg Mean 22.30 14.0 78.38 15.7 8.1 7.3 154 52.6 0.3 0.0 0.3 83.3
S.D. 0.48 5.8 37.25 1.6 1.7 1.4 1.7 0.7 0.0 0.7 0.30
Hemimellitene n 9 9 9 9 9 9 9 571119 9 9 9 9/9
1000 mg/kg Mean 22.44 14.4 90.81 13.2 6.3 6.9 13.2 47.9 0.0 0.0 0.0 100.0
S.D. 0.73 27 10.40 3.3 3.3 27 3.3 0.0 0.0 0.0 0.00

M : Male, F : Female

Not significantly different from Hemimellitene 0 mg/kg
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Table9-2 Study No. : SR13054
Delivery data
Generation : FO Species : Rat
Number of Number of Implantation
Test article corpora implan- index
Dose lutea tation (%)
Hemimellitene n 10 10 10
0 mg/kg Mean 16.0 15.5 97.05
S.D. 1.5 1.2 3.12
Hemimellitene n 11 11 11
40 mg/kg Mean 171 16.9 98.88
S.D. 1.6 1.7 2.50
Hemimellitene n 12 12 12
200 mg/kg Mean 14.7 14.0 92.03
S.D. 4.9 5.8 24.65
Hemimellitene n 9 9 9
1000 mg/kg Mean 15.2 14.4 94.48
S.D. 2.1 27 11.07

Not significantly different from Hemimellitene 0 mg/kg
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Table9-3

Delivery data (External examination of offspring)

Generation : FO

Study No. : SR13054

Days after birth : 0

Species : Rat

Hemimellitene

Hemimellitene

Hemimellitene

Hemimellitene

Test article
Dose 0 40 200 1000
Dose unit mg/kg mg/kg mg/kg mg/kg
Number of dams 10 11 10 9
Number of offspring 130 168 154 119
Number of dams with anomalous offspring (incidence %) 0(0.00) 0(0.00) 0{(0.00) 0(0.00)
EF EF EF
Number of offspring with any anomaly {incidence «) 0(0.00) 0(0.00) 0(0.00) 0(0.00)
EF EF EF

Not significantly different from Hemimellitene 0 mg/kg

EF : The averages of all groups are same and all data is 0 in frequency. (all data of all groups is identical.)
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Table 10

Clinical sign of offspring

Study No. : SR13054

Generation : FO Species : Rat
Test article Day after hirth 0 1 2 3 4
Dose Clinical signs Time 1 1 1 1 1
Hemimellitene Number of dams examined 10 10 10 10 10
0 mg/kg Number of offspring 130 129 129 129 128
Number of dams with anomalous offspring 0 0 0 0 0
Hemimellitene Number of dams examined 11 11 10 10 10
40 mg/kg Number of offspring 168 166 152 152 149
Number of dams with anomalous offspring 2 1 0 0 1
Milk-band negative 18 14 0 0 2
Hemimellitene Number of dams examined 10 10 10 10 9
200 mg/kg Number of offspring 154 154 154 147 139
Number of dams with anomalous offspring 1 0 1 1 0
Milk-band negative 1 0 12 5 0
Hemimellitene Number of dams examined 9 9 9 9 9
1000 mg’kg Number of offspring 112 119 119 119 118
Number of dams with anomalous offspring 2 0 0 0 0
Milk-band negative 18 0 0 0 Q
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Table 11

Litter size and viability index of offspring

Study No. : SR13054

Generation : FO Species : Rat
/Days after birth
0 0 4
Test article Viability Viability
Dose index (%) index (%)
Hemimellitene Total 130 128
0 mg/kg n 10 10 10 10
Mean 97.96 98.46
S.D. 4.54 3.25
Hemimellitene Total 168 149
40 mg/kg n 11 1 11 11
Mean 97.75 88.95
S.D. 4.02 29.69
Hemimellitene Total 154 139
200 mg/kg n 10 10 9 9
Mean 98.04 97.86
S.D. 4.64 3.22
Hemimellitene Total 119 118
1000 mg/kg n 9 9 9 9
Mean 100.00 99.31
S.D. 0.00 2.07

Not significantly different from Hemimellitene 0 mg/kg
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Table 12 Study No. : SR13054
Body weight of offspring
Generation : FO Unit : g Species : Rat
Test article /Days after birth
Dose 0 4
Hemimellitene Male n 10 10
0 mg/kg Mean 7.029 11.702
S.D. 0.555 1.553
Female n 10 10
Mean 6.697 11.266
S.D. 0.698 1.576
Hemimellitene Male n 11 10
40 mg/kg Mean 6.531 10.764
S.D. 0.458 0.904
Female n 11 10
Mean 6.127 10.308
S.D. 0.356 0.739
Hemimellitene Male n 10 9
200 mg/kg Mean 6.657 10.761
S.D. 0.468 1.049
Female n 10 9
Mean 6.173 10.197
S.D. 0.538 0.900
Hemimellitene Male n 9 9
1000 mg/kg Mean 6.559 10.318
S.D. 0.884 1.608
Female n 9 9
Mean 6.210 9.777
S.D. 0.876 1.707
DT =

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

DT : Dunnett test (two-side)



-8L-

Table 13

Necropsy findings of offspring
Generation : FO

Study No. : SR13054

Species : Rat

Hemimellitene

Hemimellitene

Hemimellitene

Hemimellitene

Test article
Dose 0 40 200 1000
Dose unit mg/kg mg/kg mg/kg mg/kg
Number of dams 10 11 10 9
Number of live offspring examined on Day 4 of birth 128 149 139 118
Finding absent 128 149 139 118
Number of dead offspring examined on Day 0-4 of birth 4 20 15 0
Finding absent 4 18 10 0
Glandular stomach : Dark red discoloration, mucosa ] 2 0 ]
Gastrointestinal tract : Dark red contents ¢] 2 0 (]
Kidney : Dilatation, renal pelvis 4} 2 5 4}




Appendix 1 - 1 Study No. : SR13054
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Clinical sign Period : FO Day 1-43
Sex : Male Dose : Hemimellitene 0 mg/kg Species : Rat

Day 1 2 3 4 5 6
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
10101 No abnormality - - - - - - - - - - - R - - R N N R
10102 No abnormality - - - - - - - - - - - - R - R - _ R
10103 No abnormality - - - - - - - - - R - - - N B R N .
10104 No abnormality - - - - - - - - - - - - - - R - - R
10105 No abnormality - - - - - - - - - - - R R - B - _ R
10106 No abnormality - - - - - - - - - - - - R - R - _ R
10107 No abnormality - - - - - - - - - R - - - N B R R .
10108 No abnormality - - - - - - - - - - - - - - R - _ R
10109 Crushing of incisors - - - - - - - - - - - R R - B - _ R
10110 No abnormality - - - - - - - - - - - - - - - - - R
10111 No abnormality - - - - - - - - - - - - - - R - _ R
10112 No abnormality - - - - - - - - - - - - - R - R R B

Day 7 8 9 10 11 12
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
10101 No abnormality - - - - - - - - - - - - - R - R R B
10102 No abnormality - - - - - - - - - - - - - - R - - N
10103 No abnormality - - - - - - - - - - - - R - - - - R
10104 No abnormality - - - - - - - - - - - - - - R - _ R
10105 No abnormality - - - - - - - - - - - - - R - R R B
10106 No abnormality - - - - - - - - - - - - - - - - - _
10107 No abnormality - - - - - - - - - - - B B N B - - N
10108 No abnormality - - - - - - - - - - - - - - B N - N
10109 Crushing of incisors - - - - - - - - R - - B B N R _ _ R
10110 No abnormality - - - - - - - - - R - . _ N . R N _
10111 No abnormality - - - - - - - - - - - B B N B - - B
10112 No abnormality - - - - - - - - - - - - - - R - z N

Day 13 14 15 16 17 18
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
10101 No abnormality - - - - - - - - - - - - - - R - z N
10102 No abnormality - - - - - - - - - - - . _ N B N N _
10103 No abnormality - - - - - - - - - R - . . N _ R N _
10104 No abnormality - - - - - - - - - - N B R - B - B N
10105 No abnormality - - - - - - - - - - - - - - R - z N
10106 No abnormality - - - - - - - - - - - . . N . N N _
10107 No abnormality - - - - - - - - - R - . . R . R R _
10108 No abnormality - - - - - - - - - - - R R - N - N N
10109 Crushing of incisors - - - - - - - - - - - R R _ N - _ R
10110 No abnormality - - - - - - - - - - - . . N . N N _
10111 No abnormality - - - - - - - - - R - . . R . R R _
10112 No abnormality - - - - - - - - - - N . . R . N N _

1 : Pre-dosing, 2 : Post-dosing, 3 : PM
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Clinical sign Period : FO Day 1-43
Sex : Male Dose : Hemimellitene 0 mg/kg Species : Rat

Day 19 20 21 22 23 24
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
10101 No abnormality - - - - - - - - - - - R - - R N N R
10102 No abnormality - - - - - - - - - - - - R - R - _ R
10103 No abnormality - - - - - - - - - R - - - N B R N .
10104 No abnormality - - - - - - - - - - - - - - R - - R
10105 No abnormality - - - - - - - - - - - R R - B - _ R
10106 No abnormality - - - - - - - - - - - - R - R - _ R
10107 No abnormality - - - - - - - - - R - - - N B R R .
10108 No abnormality - - - - - - - - - - - - - - R - _ R
10109 Crushing of incisors - - - - - - - - - - - R R - B - _ R
10110 No abnormality - - - - - - - - - - - - - - - - - R
10111 No abnormality - - - - - - - - - - - - - - R - _ R
10112 No abnormality - - - - - - - - - - - - - R - R R B

Day 25 26 27 28 29 30
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
10101 No abnormality - - - - - - - - - - - - - R - R R B
10102 No abnormality - - - - - - - - - - - - - - R - - N
10103 No abnormality - - - - - - - - - - - - R - - - - R
10104 No abnormality - - - - - - - - - - - - - - R - _ R
10105 No abnormality - - - - - - - - - - - - - R - R R B
10106 No abnormality - - - - - - - - - - - - - - - - - _
10107 No abnormality - - - - - - - - - - - B B N B - - N
10108 No abnormality - - - - - - - - - - - - - - B N - N
10109 Crushing of incisars - - - - - - + + + + + + + + + + + +
10110 No abnormality - - - - - - - - - R - . _ N . R N _
10111 No abnormality - - - - - - - - - - - B B N B - - B
10112 No abnormality - - - - - - - - - - - - - - R - z N

Day 31 32 33 34 35 36
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
10101 No abnormality - - - - - - - - - - - - - - R - z N
10102 No abnormality - - - - - - - - - - - . _ N B N N _
10103 No abnormality - - - - - - - - - R - . . N _ R N _
10104 No abnormality - - - - - - - - - - N B R - B - B N
10105 No abnormality - - - - - - - - - - - - - - R - z N
10106 No abnormality - - - - - - - - - - - . . N . N N _
10107 No abnormality - - - - - - - - - R - . . R . R R _
10108 No abnormality - - - - - - - - - - - R R - N - N N
10109 Crushing of incisors + + + + + + + + + - - - R - R - - N
10110 No abnormality - - - - - - - - - - - . . N . N N _
10111 No abnormality - - - - - - - - - R - . . R . R R _
10112 No abnormality - - - - - - - - - - N . . R . N N _

1 : Pre-dosing, 2 : Post-dosing, 3 : PM
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Clinical sign Period : FO Day 1-43
Sex : Male Dose : Hemimellitene 0 mg/kg Species : Rat
Day 37 38 39 40 41 42
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
10101 No abnormality - - - - - - - - - - - R - - R N N R
10102 No abnormality - - - - - - - - - - - - R - R - _ R
10103 No abnormality - - - - - - - - - R - - - N B R N .
10104 No abnormality - - - - - - - - - - - - - - R - - R
10105 No abnormality - - - - - - - - - - - R R - B - _ R
10106 No abnormality - - - - - - - - - - - - R - R - _ R
10107 No abnormality - - - - - - - - - R - - - N B R R .
10108 No abnormality - - - - - - - - - - - - - - R - _ R
10109 Crushing of incisors - - - - - - - - - - - R R - B - _ R
10110 No abnormality - - - - - - - - - - - - - - - - - R
10111 No abnormality - - - - - - - - - - - - - - R - _ R
10112 No abnormality - - - - - - - - - - - - - R - R R B
Day 43
Animal No. Clinical signs Time 4
10101 No abnormality -
10102 No abnormality -
10103 No abnormality -
10104 No abnormality -
10105 No abnormality -
10106 No abnormality -
10107 No abnormality -
10108 No abnormality -
10109 Crushing of incisars -
10110 No abnormality -
10111 No abnormality -
10112 No abnormality -

1: Pre-dosing, 2 : Post-dosing, 3 : PM, 4 : Necropsy day
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Clinical sign Period : FO Day 1-43
Sex : Male Dose : Hemimellitene 40 mg/kg Species : Rat

Day 1 2 3 4 5 6
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
10201 No abnormality - - - - - - - - - - - R - - R N N R
10202 No abnormality - - - - - - - - - - - - R - R - _ R
10203 No abnormality - - - - - - - - - R - - - N B R N .
10204 No abnormality - - - - - - - - - - - - - - R - - R
10205 No abnormality - - - - - - - - - - - R R - B - _ R
10206 No abnormality - - - - - - - - - - - - R - R - _ R
10207 No abnormality - - - - - - - - - R - - - N B R R .
10208 No abnormality - - - - - - - - - - - - - - R - _ R
10209 No abnormality - - - - - - - - - - - R R - B - _ R
10210 No abnormality - - - - - - - - - - - - - - - - - R
10211 No abnormality - - - - - - - - - - - - - - R - _ R
10212 No abnormality - - - - - - - - - - - - - R - R R B

Day 7 8 9 10 11 12
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
10201 No abnormality - - - - - - - - - - - - - R - R R B
10202 No abnormality - - - - - - - - - - - - - - R - - N
10203 No abnormality - - - - - - - - - - - - R - - - - R
10204 No abnormality - - - - - - - - - - - - - - R - - R
10205 No abnormality - - - - - - - - - - - - - R - R R B
10206 No abnormality - - - - - - - - - - - - - - - - - _
10207 No abnormality - - - - - - - - - - - R R - R - - R
10208 No abnormality - - - - - - - - - - - - - - B N - N
10209 No abnormality - - - - - - - - - - - . . N B N N _
10210 No abnormality - - - - - - - - - R - . . N . R N _
10211 No abnormality - - - - - - - - - - - - - - R - - R
10212 No abnormality - - - - - - - - - - - - - - R - z N

Day 13 14 15 16 17 18
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
10201 No abnormality - - - - - - - - - - - - - - R - z N
10202 No abnormality - - - - - - - - - - - . _ N B N N _
10203 No abnormality - - - - - - - - - R - . . N _ R N _
10204 No abnormality - - - - - - - - - - N B R - B - B N
10205 No abnormality - - - - - - - - - - - - - - R - z N
10206 No abnormality - - - - - - - - - - - . . N . N N _
10207 No abnormality - - - - - - - - - R - . . R . R R _
10208 No abnormality - - - - - - - - - - - R R - N - N N
10209 No abnormality - - - - - - - - - - - R R _ N - z R
10210 No abnormality - - - - - - - - - - - . . N . N N _
10211 No abnormality - - - - - - - - - R - . . R . R R _
10212 No abnormality - - - - - - - - - - N . . R . N N _

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



Appendix 1 - 5 Study No. : SR13054

-68-

Clinical sign Period : FO Day 1-43
Sex : Male Dose : Hemimellitene 40 mg/kg Species : Rat

Day 19 20 21 22 23 24
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
10201 No abnormality - - - - - - - - - - - R - - R N N R
10202 No abnormality - - - - - - - - - - - - R - R - _ R
10203 No abnormality - - - - - - - - - R - - - N B R N .
10204 No abnormality - - - - - - - - - - - - - - R - - R
10205 No abnormality - - - - - - - - - - - R R - B - _ R
10206 No abnormality - - - - - - - - - - - - R - R - _ R
10207 No abnormality - - - - - - - - - R - - - N B R R .
10208 No abnormality - - - - - - - - - - - - - - R - _ R
10209 No abnormality - - - - - - - - - - - R R - B - _ R
10210 No abnormality - - - - - - - - - - - - - - - - - R
10211 No abnormality - - - - - - - - - - - - - - R - _ R
10212 No abnormality - - - - - - - - - - - - - R - R R B

Day 25 26 27 28 29 30
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
10201 No abnormality - - - - - - - - - - - - - R - R R B
10202 No abnormality - - - - - - - - - - - - - - R - - N
10203 No abnormality - - - - - - - - - - - - R - - - - R
10204 No abnormality - - - - - - - - - - - - - - R - - R
10205 No abnormality - - - - - - - - - - - - - R - R R B
10206 No abnormality - - - - - - - - - - - - - - - - - _
10207 No abnormality - - - - - - - - - - - R R - R - - R
10208 No abnormality - - - - - - - - - - - - - - B N - N
10209 No abnormality - - - - - - - - - - - . . N B N N _
10210 No abnormality - - - - - - - - - R - . . N . R N _
10211 No abnormality - - - - - - - - - - - - - - R - - R
10212 No abnormality - - - - - - - - - - - - - - R - z N

Day 31 32 33 34 35 36
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
10201 No abnormality - - - - - - - - - - - - - - R - z N
10202 No abnormality - - - - - - - - - - - . _ N B N N _
10203 No abnormality - - - - - - - - - R - . . N _ R N _
10204 No abnormality - - - - - - - - - - N B R - B - B N
10205 No abnormality - - - - - - - - - - - - - - R - z N
10206 No abnormality - - - - - - - - - - - . . N . N N _
10207 No abnormality - - - - - - - - - R - . . R . R R _
10208 No abnormality - - - - - - - - - - - R R - N - N N
10209 No abnormality - - - - - - - - - - - R R _ N - z R
10210 No abnormality - - - - - - - - - - - . . N . N N _
10211 No abnormality - - - - - - - - - R - . . R . R R _
10212 No abnormality - - - - - - - - - - N . . R . N N _

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



Appendix 1 -6 Study No. : SR13054

-VS-

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

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

Day 43

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

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



Appendix 1 -7 Study No. : SR13054

-98-

Clinical sign Period : FO Day 1-43
Sex : Male Dose : Hemimellitene 200 mg/kg Species : Rat

Day 1 2 3 4 5 6
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
10301 No abnormality - - - - - - - - - - - R - - R N N R
10302 No abnormality - - - - - - - - - - - - R - R - _ R
10303 No abnormality - - - - - - - - - R - - - N B R N .
10304 No abnormality - - - - - - - - - - - - - - R - - R
10305 No abnormality - - - - - - - - - - - R R - B - _ R
10306 No abnormality - - - - - - - - - - - - R - R - _ R
10307 No abnormality - - - - - - - - - R - - - N B R R .
10308 No abnormality - - - - - - - - - - - - - - R - _ R
10309 No abnormality - - - - - - - - - - - R R - B - _ R
10310 No abnormality - - - - - - - - - - - - - - - - - R
10311 No abnormality - - - - - - - - - - - - - - R - _ R
10312 No abnormality - - - - - - - - - - - - - R - R R B

Day 7 8 9 10 11 12
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
10301 No abnormality - - - - - - - - - - - - - R - R R B
10302 No abnormality - - - - - - - - - - - - - - R - - N
10303 No abnormality - - - - - - - - - - - - R - - - - R
10304 No abnormality - - - - - - - - - - - - - - R - - R
10305 No abnormality - - - - - - - - - - - - - R - R R B
10306 No abnormality - - - - - - - - - - - - - - - - - _
10307 No abnormality - - - - - - - - - - - B B N B - - B
10308 No abnormality - - - - - - - - - - - - - - B N - N
10309 No abnormality - - - - - - - - - - - . . N B N N _
10310 No abnormality - - - - - - - - - R - . . N . R N _
10311 No abnormality - - - - - - - - - - - - - - R - - R
10312 No abnormality - - - - - - - - - - - - - - R - z N

Day 13 14 15 16 17 18
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
10301 No abnormality - - - - - - - - - - - - - - R - z N
10302 No abnormality - - - - - - - - - - - . _ N B N N _
10303 No abnormality - - - - - - - - - R - . . N _ R N _
10304 No abnormality - - - - - - - - - - N B R - B - B N
10305 No abnormality - - - - - - - - - - - - - - R - z N
10306 No abnormality - - - - - - - - - - - . . N . N N _
10307 No abnormality - - - - - - - - - R - . . R . R R _
10308 No abnormality - - - - - - - - - - - R R - N - N N
10309 No abnormality - - - - - - - - - - - R R _ N - z R
10310 No abnormality - - - - - - - - - - - . . N . N N _
10311 No abnormality - - - - - - - - - R - . . R . R R _
10312 No abnormality - - - - - - R - R - - B N - B z z N

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



Appendix 1 - 8 Study No. : SR13054

-98-

Clinical sign Period : FO Day 1-43
Sex : Male Dose : Hemimellitene 200 mg/kg Species : Rat

Day 19 20 21 22 23 24
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
10301 No abnormality - - - - - - - - - - - R - - R N N R
10302 No abnormality - - - - - - - - - - - - R - R - _ R
10303 No abnormality - - - - - - - - - R - - - N B R N .
10304 No abnormality - - - - - - - - - - - - - - R - - R
10305 No abnormality - - - - - - - - - - - R R - B - _ R
10306 No abnormality - - - - - - - - - - - - R - R - _ R
10307 No abnormality - - - - - - - - - R - - - N B R R .
10308 No abnormality - - - - - - - - - - - - - - R - _ R
10309 No abnormality - - - - - - - - - - - R R - B - _ R
10310 No abnormality - - - - - - - - - - - - - - - - - R
10311 No abnormality - - - - - - - - - - - - - - R - _ R
10312 No abnormality - - - - - - - - - - - - - R - R R B

Day 25 26 27 28 29 30
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
10301 No abnormality - - - - - - - - - - - - - R - R R B
10302 No abnormality - - - - - - - - - - - - - - R - - N
10303 No abnormality - - - - - - - - - - - - R - - - - R
10304 No abnormality - - - - - - - - - - - - - - R - - R
10305 No abnormality - - - - - - - - - - - - - R - R R B
10306 No abnormality - - - - - - - - - - - - - - - - - _
10307 No abnormality - - - - - - - - - - - B B N B - - B
10308 No abnormality - - - - - - - - - - - - - - B N - N
10309 No abnormality - - - - - - - - - - - . . N B N N _
10310 No abnormality - - - - - - - - - R - . . N . R N _
10311 No abnormality - - - - - - - - - - - - - - R - - R
10312 No abnormality - - - - - - - - - - - - - - R - z N

Day 31 32 33 34 35 36
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
10301 No abnormality - - - - - - - - - - - - - - R - z N
10302 No abnormality - - - - - - - - - - - . _ N B N N _
10303 No abnormality - - - - - - - - - R - . . N _ R N _
10304 No abnormality - - - - - - - - - - N B R - B - B N
10305 No abnormality - - - - - - - - - - - - - - R - z N
10306 No abnormality - - - - - - - - - - - . . N . N N _
10307 No abnormality - - - - - - - - - R - . . R . R R _
10308 No abnormality - - - - - - - - - - - R R - N - N N
10309 No abnormality - - - - - - - - - - - R R _ N - z R
10310 No abnormality - - - - - - - - - - - . . N . N N _
10311 No abnormality - - - - - - - - - R - . . R . R R _
10312 No abnormality - - - - - - R - R - - B N - B z z N

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



Appendix 1 -9 Study No. : SR13054

-LS-

Clinical sign Period : FO Day 1-43
Sex : Male Dose : Hemimellitene 200 mg/kg Species : Rat
Day 37 38 39 40 41 42

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

Day 43

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

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



-88-

Appendix 1 - 10

Study No. : SR13054

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

1 : Pre-dosing, 2 : Post-dosing, 3 : PM
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Appendix 1 - 11

Clinical sign
Sex : Male

Period : FO Day 1-43

Dose : Hemimellitene 1000 mg/kg

Study No. : SR13054

Animal No.

Clinical signs

Day 19

20

22

2

10401

Soil of perigenital fur

Time 1 2 3

10402

Soil of perigenital fur

10403

Soil of perigenital fur

10404

No abnormality

10405

No abnormality

10406

Soil of perigenital fur

10407

Soil of perigenital fur

10408

No abnormality

10409

Soil of perigenital fur

10410

Soil of perigenital fur

10411

Soil of perigenital fur

10412

Soil of perigenital fur

Animal No.

Clinical signs

Day 25

10401

Soil of perigenital fur

Time 1 2 3

10402

Soil of perigenital fur

10403

Soil of perigenital fur

10404

No abnormality

10405

No abnormality

10406

Soil of perigenital fur

10407

Soil of perigenital fur

10408

No abnormality

10409

Soil of perigenital fur

10410

Soil of perigenital fur

10411

Soil of perigenital fur

10412

Soil of perigenital fur

Animal No.

Clinical signs

Species : Rat
24
3 1 2 3
30
3 1 2 3
- + + -
36

10401

Soil of perigenital fur

10402

Soil of perigenital fur

10403

Soil of perigenital fur

10404

No abnormality

10405

No abnormality

10406

Soil of perigenital fur

10407

Soil of perigenital fur

10408

No abnormality

10409

Soil of perigenital fur

10410

Soil of perigenital fur

10411

Soil of perigenital fur

10412

Soil of perigenital fur

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



-06-

Appendix 1 -12

Study No. : SR13054

Clinical sign Period : FO Day 1-43
Sex : Male Dose : Hemimellitene 1000 mg/kg Species : Rat
Day 37 38 39 40 4 42

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

Day 43

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

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



Appendix 1-13 Study No. : SR13054

-[6-

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

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



Appendix 1 - 14 Study No. : SR13054

-Z6-

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

1 : Pre-dosing, 2 : Post-dosing, 3 : PM
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Appendix 1 - 15

Study No. : SR13054

Clinical sign Period : FO Day 1-52
Sex : Female Dose : Hemimellitene 0 mg/kg Species : Rat
Day 37 38 39 40 41 42
Animal No. Clinical signs Time 1 1 1 1 1 3 1 2 3
50151 No abnormality
50152 No abnormality
50153 No abnormality
50154 No abnormality
50155 No abnormality
50156 No abnormality
50157 No abnormality
50158 No abnormality
50159 No abnormality
50160 No abnormality
50161 No abnormality
50162 No abnormality
Day 43 44 45 46 47 48
Animal No. Clinical signs Time 1 1 1 1 1 3 1 2 3
50151 No abnormality
50152 No abnormality
50153 No abnormality
50154 No abnormality
50155 No abnormality
50156 No abnormality
50157 No abnormality
50158 No abnormality
50159 No abnormality
50160 No abnormality
50161 No abnormality
50162 No abnormality
Day 49 50 51 52
Animal No. Clinical signs Time 1 1 1 4
50151 No abnormality
50152 No abnormality
50153 No abnormality
50154 No abnormality
50155 No abnormality
50156 No abnormality
50157 No abnormality
50158 No abnormality
50159 No abnormality
50160 No abnormality
50161 No abnormality
50162 No abnormality

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



Appendix 1 - 16 Study No. : SR13054

-v6-

Clinical sign Period : FO gestation Day 0-26
Sex : Female Dose : Hemimellitene 0 mg/kg Species : Rat
Day 0 1 2 3 4 5
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
50151 No abnormality - - - - - - - - - - - R - - R N N R
50152 No abnormality - $ - % - % -5 -3% -8% - % -3% -85 -% -85 -9% - % -9% -5 -5 -85 -8
50153 No abnormality - $ -% -8%-8%-5-8%-%-8%-9%$-8%-86-8%-8%-9%-5%5-8%-6-35
50154 No abnormality - - - - - - - - - - - - - R - R R B
50155 No abnormality - - - - - - - - - - - R R - B - _ R
50156 No abnormality - - - - - - - - - - - - R - R - _ R
50157 No abnormality - - - - - - - - - R - - - N B R N .
50158 No abnormality - - - - - - - - - - - - - R - R R B
50159 No abnormality - - - - - - - - - - - R R - B - _ R
50160 No abnormality - - - - - - - - - - - - - - - - - R
50161 No abnormality - - - - - - - - - - - - - - R - _ R
50162 No abnormality - - - - - - - - - - - - - R - R R B
Day 6 7 8 9 10 11
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
50151 No abnormality - - - - - - - - - - - - - R - R R B
50152 No abnormality - $ -% -6%-8%-8%-8%-9%-8%-8%-8%-5%5-9%-9%-93%5-95-98%-95 -8
50153 No abnormality - %$ - % - % -% -8% -8% -8% -8% -8% -8%-98%-5%-8%-93%-95-98% -85 -8
50154 No abnormality - - - - - - - - - - - - - - R - - R
50155 No abnormality - - - - - - - - - - - - - R - R R B
50156 No abnormality - - - - - - - - - - - - - - - - - _
50157 No abnormality - - - - - - - - - - - B B N B - - B
50158 No abnormality - - - - - - - - - - - - - - B N - N
50159 No abnormality - - - - - - - - - - - . . N B N N _
50160 No abnormality - - - - - - - - - R - . . N . R N _
50161 No abnormality - - - - - - - - - - - B B N B - - B
50162 No abnormality - - - - - - - - - - - - - - R - z N
Day 12 13 14 15 16 17
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
50151 No abnormality - - - - - - - - - - - - - - R - z N
50152 No abnormality - $ -%$-%$-8%6-%-8%-¢%-9%-8%-%-5%5-8%-8%-3%-9%-9%-5-3%
50153 No abnormality - % - % - % -9%-8%-8%-9%-9%-9%-3%-98%-8%-%-9%-5%5-3%5-95-8§
50154 No abnormality - - - - - - - - - - N B R - B - B N
50155 No abnormality - - - - - - - - - - - - - - R - z N
50156 No abnormality - - - - - - - - - - - . . N . N N _
50157 No abnormality - - - - - - - - - R - . . R . R R _
50158 No abnormality - - - - - - - - - - - R R - N - N R
50159 No abnormality - - - - - - - - - - - R R _ N - z R
50160 No abnormality - - - - - - - - - - - . . N . N N _
50161 No abnormality - - - - - - - - - R - . . R . R R _
50162 No abnormality - - - - - - - - - - - - R - R _ - N

1 : Pre-dosing, 2 : Post-dosing, 3 : PM
$ : Excepted data from calculation
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Appendix 1 -17

Clinical sign

Period : FO gestation Day 0-26

Study No. : SR13054

Sex : Female Dose : Hemimellitene 0 mg/kg Species : Rat
Day 18 19 20 21 22 23
Animal No. Clinical signs Time 1 2 3 1 1 1 1 3 1
50151 No abnormality - - - -
50152 No abnormality - $ - - § - 8 $ - 8 $ - § - $§ - % - % $ $
50153 No abnormality - 5 - - % - 8 $ - % § - § - $ - % - 8 $ $
50154 No abnormality - - - - - - - -
50155 No abnormality - - - - - - - -
50156 No abnormality - - - - - -
50157 No abnormality - - - - - -
50158 No abnormality - - - - - - - -
50159 No abnormality - - - - - -
50160 No abnormality - - - - - - - -
50161 No abnormality - - - - - - - -
50162 No abnormality - - - - - - - -
Day 24 25 26
Animal No. Clinical signs Time 1 2 3 1 4
50151 No abnormality
50152 No abnormality - $ - - § - 8 $ - %
50153 No abnormality - § - - §5 - 8 $ - §
50154 No abnormality
50155 No abnormality
50156 No abnormality
50157 No abnormality
50158 No abnormality
50159 No abnormality
50160 No abnormality
50161 No abnormality
50162 No abnormality

1: Pre-dosing, 2 : Post-dosing, 3 : PM, 4 : Necropsy day
$ : Excepted data from calculation
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Appendix 1 - 18

Clinical sign
Sex : Female

Period : FO lactation Day 0-4

Dose :

Hemimellitene 0 mg/kg

Study No. : SR13054

Species : Rat

Animal No.

Clinical signs

Day

1

Time

1

50151

No abnormality

1 2

3

MV

50154

No abnormality

50155

No abnormality

50156

No abnormality

50157

No abnormality

MV

50158

No abnormality

50159

No abnormality

MV

50160

No abnormality

50161

No abnormality

50162

No abnormality

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

MV : Missing value



Appendix 1 -19 Study No. : SR13054

-L6-

Clinical sign Period : FO Day 1-52
Sex : Female Dose : Hemimellitene 40 mg/kg Species : Rat
Day 1 2 3 4 5 6
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
50251 No abnormality - - - - - - - - - - - R - - R N N R
50252 No abnormality - - - - - - - - - - - R R _ R _ _ R
50253 No abnormality - - - - - - - - - - - - - N B N N B
50254 No abnormality - - - - - - - - - - - - - R - R R B
50255 No abnormality - - - - - - - - - - - R R - B - _ R
50256 No abnormality - - - - - - - - - - - R R _ R _ _ R
50257 No abnormality - - - - - - - - - - - - - N B N N B
50258 No abnormality - - - - - - - - - - - - - R - R R B
50259 No abnormality - - - - - - - - - - - R R - B - _ R
50260 No abnormality - - - - - - - - - - - - - - - - - R
50261 No abnormality - - - - - - - - - - - - - R - R R B
50262 No abnormality - - - - - - - - - - - - - R - R R B
Day 7 8 9 10 11 12
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
50251 No abnormality - - - - - - - - - - - - - - - - - B
50252 No abnormality - - - - - - - - - B - - - - - R - .
50253 No abnormality - - - - - - - - - - - - R - - - - R
50254 No abnormality - - - - - - - - - - - - - R - R R .
50255 No abnormality - - - - - - - - - - - - - R - R R B
50256 No abnormality - - - - - - - - - - - - - - - - - _
50257 No abnormality - - - - - - - - - - - R R - R - - R
50258 No abnormality - - - - - - - - - - - - - - - - - .
50259 No abnormality - - - - - - - - - - - . . N B N N _
50260 No abnormality - - - - - - - - - R - . . N . R N _
50261 No abnormality - - - - - - - - - - - B B N B - - B
50262 No abnormality - - - - - - - - - - - - - - R - z N
Day 13 14 15 16 17 18
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
50251 No abnormality - - - - - - R
50252 No abnormality - - - - - - - - - N N B
50253 No abnormality - - - - - -
50254 No abnormality - - - - - -
50255 No abnormality - - - - - - - - - - - - - - R
50256 No abnormality - - - - - -
50257 No abnormality - - - - - - - - - R - . . R . R R _
50258 No abnormality - - - - - - - - . R N .
50259 No abnormality - - - - - - - - - - - R R _ N - z R
50260 No abnormality - - - - - -
50261 No abnormality - - - - - - - - - R R . . R .
50262 No abnormality - - - - - - - - - - - - R - R

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



Appendix 1 - 20 Study No. : SR13054

-86-

Clinical sign Period : FO Day 1-52
Sex : Female Dose : Hemimellitene 40 mg/kg Species : Rat
Day 19 20 21 22 23 24
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
50251 No abnormality
50252 No abnormality
50253 No abnormality
50254 No abnormality
50255 No abnormality
50256 No abnormality
50257 No abnormality - - - - - - - - - - - - - - - - - -
50258 No abnormality
50259 No abnormality - - - - - - - - - - - - - - - - - -
50260 No abnormality
50261 No abnormality
50262 No abnormality
Day 25 26 27 28 29 30
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
50251 No abnormality
50252 No abnormality
50253 No abnormality
50254 No abnormality
50255 No abnormality
50256 No abnormality
50257 No abnormality - - - - - - - - -
50258 No abnormality
50259 No abnormality - - - - - - - - -
50260 No abnormality
50261 No abnormality
50262 No abnormality
Day 31 32 33 34 35 36
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
50251 No abnormality
50252 No abnormality
50253 No abnormality
50254 No abnormality
50255 No abnormality
50256 No abnormality
50257 No abnormality
50258 No abnormality
50259 No abnormality
50260 No abnormality
50261 No abnormality
50262 No abnormality

1 : Pre-dosing, 2 : Post-dosing, 3 : PM
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Appendix 1 - 21

Study No. : SR13054

Clinical sign Period : FO Day 1-52
Sex : Female Dose : Hemimellitene 40 mg/kg Species : Rat
Day 37 38 39 40 41 42
Animal No. Clinical signs Time 1 2 3 1 2 1 1 1 3 1 2 3
50251 No abnormality
50252 No abnormality
50253 No abnormality
50254 No abnormality
50255 No abnormality
50256 No abnormality
50257 No abnormality
50258 No abnormality
50259 No abnormality
50260 No abnormality
50261 No abnormality
50262 No abnormality
Day 43 44 45 46 47 48
Animal No. Clinical signs Time 1 2 3 1 2 1 1 1 3 1 2 3
50251 No abnormality
50252 No abnormality
50253 No abnormality
50254 No abnormality
50255 No abnormality
50256 No abnormality
50257 No abnormality
50258 No abnormality
50259 No abnormality
50260 No abnormality
50261 No abnormality
50262 No abnormality
Day 49 50 51 52
Animal No. Clinical signs Time 1 2 3 1 2 1 4
50251 No abnormality
50252 No abnormality
50253 No abnormality
50254 No abnormality
50255 No abnormality
50256 No abnormality
50257 No abnormality
50258 No abnormality
50259 No abnormality
50260 No abnormality
50261 No abnormality
50262 No abnormality

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



Appendix 1 - 22 Study No. : SR13054

- 001 -

Clinical sign Period : FO gestation Day 0-26
Sex : Female Dose : Hemimellitene 40 mg/kg Species : Rat
Day 0 1 2 3 4 5
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
50251 No abnormality - - - - - - - - - - - R - - R N N R
50252 No abnormality - - - - - - - - - - - R R _ R _ _ R
50253 No abnormality - - - - - - - - - R - - - N B R N .
50254 No abnormality - - - - - - - - - - - - - R - R R B
50255 No abnormality - - - - - - - - - - - R R - B - _ R
50256 No abnormality - - - - - - - - - - - R R _ R _ _ R
50257 No abnormality - $ -3% -8% -8%-5-8%-3%-8%-9%-8%-86-8%-8%-9%-5-8%-86-35
50258 No abnormality - - - - - - - - - - - - - R - R R B
50259 No abnormality - - - - - - - - - - - R R - B - _ R
50260 No abnormality - - - - - - - - - - - - - - - - - R
50261 Mass of subcutaneous - - - - - - - - - - - - - - - - - B
50262 No abnormality - - - - - - - - - - - - - R - R R B
Day 6 7 8 9 10 11
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
50251 No abnormality - - - - - - - - - - - - - R - R R B
50252 No abnormality - - - - - - - - - B - - - - - R - .
50253 No abnormality - - - - - - - - - - - - R - - - - R
50254 No abnormality - - - - - - - - - - - - - - R - - R
50255 No abnormality - - - - - - - - - - - - - R - R R B
50256 No abnormality - - - - - - - - - - - - - - - - - _
50257 No abnormality - $ - 3% -% -8% -%-8%-8%-5%-9%-8%-95%5-9%-8%-53%5-5%5-9%-5-35
50258 No abnormality - - - - - - - - - - - - - - B N - N
50259 No abnormality - - - - - - - - - - - . . N B N N _
50260 No abnormality - - - - - - - - - R - . . N . R N _
50261 Mass of subcutaneous - - - - - - - - - - - - - - R - - _
50262 No abnormality - - - - - - - - - - - - - - R - z N
Day 12 13 14 15 16 17
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
50251 No abnormality - - - - - - - - - - - - - - R - z N
50252 No abnormality - - - - - - - - - - - . _ N B N N _
50253 No abnormality - - - - - - - - - R - . . N _ R N _
50254 No abnormality - - - - - - - - - - N B R - B - B N
50255 No abnormality - - - - - - - - - - - - - - R - z N
50256 No abnormality - - - - - - - - - - - . . N . N N _
50257 No abnormality - % -%$-6%6-9%-6%-%-%-9%-8%-%-5%-5%-5%-9%-8%-5%-95-25
50258 No abnormality - - - - - - - - - - - R R - N - N R
50259 No abnormality - - - - - - - - - - - R R _ N - z R
50260 No abnormality - - - - - - - - - - - . . N . N N _
50261 Mass of subcutaneous - - - - - - - - - - - - N - N + + +
50262 No abnormality - - - - - - - - - - - - R - R _ - N

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



Appendix 1 -23 Study No. : SR13054

- 101 -

Clinical sign Period : FO gestation Day 0-26
Sex : Female Dose : Hemimellitene 40 mg/kg Species : Rat
Day 18 19 20 21 22 23
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
50251 No abnormality - - - - - - - - - - - -
50252 No abnormality - - - - - - - - - - - -
50253 No abnormality - - - - - - - - - - - -
50254 No abnormality - - - - - - - - - - - -
50255 No abnormality - - - - - - - - - - - - - - -
50256 No abnormality - - - - - - - - - - - -
50257 No abnormality - % -3%-8%-5%5-5%-8%-%-9%-9%-8%-5%5-93%-8%-9%-9%-98%-35-35
50258 No abnormality - - - - - - - - - - - - - - -
50259 No abnormality - - - - - - - - - - - -
50260 No abnormality - - - - - - - - - - - -
50261 Mass of subcutaneous + + + + + + + + + + + +
50262 No abnormality - - - - - - - - - - - -
Day 24 25 26
Animal No. Clinical signs Time 1 2 3 1 2 3 4
50251 No abnormality
50252 No abnormality
50253 No abnormality
50254 No abnormality
50255 No abnormality
50256 No abnormality
50257 No abnormality - $ - % - % -8 -3 -% -8
50258 No abnormality
50259 No abnormality
50260 No abnormality
50261 Mass of subcutaneous
50262 No abnormality

1: Pre-dosing, 2 : Post-dosing, 3 : PM, 4 : Necropsy day
$ : Excepted data from calculation
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Appendix 1 -24

Clinical sign
Sex : Female

Period : FO lactation Day 0-4
Dose : Hemimellitene 40 mg/kg

Study No. : SR13054

Species : Rat

Animal No.

Clinical signs

Day 0 1

Time 1 2 3 1

50251

No abnormality

50252

No abnormality

50253

No abnormality

- - - W

50254

No abnormality

- - - W

50255

No abnormality

50256

No abnormality

MV

50258

Soil of perigenital fur
Mucous feces
Unclearance of placenta
Not nest building

Not etrieving

+
+
+

+

+ 1
o
o

'

.
.
+ 4+

50259

No abnormality

50260

No abnormality

MV

50261

Mass of subcutaneous

50262

No abnormality

1 : Pre-dosing, 2 : Post-dosing, 3 : PM, 4 : Necropsy day
MV : Missing value, ... : Mortality data



Appendix 1 - 25 Study No. : SR13054

- €01 -

Clinical sign Period : FO Day 1-52
Sex : Female Dose : Hemimellitene 200 mg/kg Species : Rat
Day 1 2 3 4 5 6
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
50351 No abnormality - - - - - - - - - - - R - - R N N R
50352 No abnormality - - - - - - - - - - - R R _ R _ _ R
50353 No abnormality - - - - - - - - - - - - - N B N N B
50354 No abnormality - - - - - - - - - - - - - R - R R B
50355 No abnormality - - - - - - - - - - - R R - B - _ R
50356 No abnormality - - - - - - - - - - - R R _ R _ _ R
50357 No abnormality - - - - - - - - - - - - - N B N N B
50358 No abnormality - - - - - - - - - - - - - R - R R B
50359 No abnormality - - - - - - - - - - - R R - B - _ R
50360 No abnormality - - - - - - - - - - - - - - - - - R
50361 No abnormality - - - - - - - - - - - - - R - R R B
50362 No abnormality - - - - - - - - - - - - - R - R R B
Day 7 8 9 10 11 12
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
50351 No abnormality - - - - - - - - - - - - - - - - - B
50352 No abnormality - - - - - - - - - B - - - - - R - .
50353 No abnormality - - - - - - - - - - - - R - - - - R
50354 No abnormality - - - - - - - - - - - - - R - R R .
50355 No abnormality - - - - - - - - - - - - - R - R R B
50356 No abnormality - - - - - - - - - - - - - - - - - _
50357 No abnormality - - - - - - - - - - - B B N B - - B
50358 No abnormality - - - - - - - - - - - - - - - - - .
50359 No abnormality - - - - - - - - - - - . . N B N N _
50360 No abnormality - - - - - - - - - - - - - - - - - -
50361 No abnormality - - - - - - - - - - - B B N B - - B
50362 No abnormality - - - - - - - - - - - - - - R - z N
Day 13 14 15 16 17 18
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
50351 No abnormality - - - - - - - - - - - -
50352 No abnormality - - - - - - - - B
50353 No abnormality - - - - - - - - - R N . _ R _
50354 No abnormality - - - - - -
50355 No abnormality - - - - - -
50356 No abnormality - - - - - -
50357 No abnormality - - - - - - - - - R R . . R .
50358 No abnormality - - - - - - - - . R N .
50359 No abnormality - - - - - -
50360 No abnormality - - - - - - - - - - N . . N .
50361 No abnormality - - - - - - - - - R R .
50362 No abnormality - - - - - _

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



Appendix 1 - 26 Study No. : SR13054

- 01 -

Clinical sign Period : FO Day 1-52
Sex : Female Dose : Hemimellitene 200 mg/kg Species : Rat
Day 19 20 21 22 23 24
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
50351 No abnormality
50352 No abnormality
50353 No abnormality
50354 No abnormality
50355 No abnormality
50356 No abnormality
50357 No abnormality
50358 No abnormality
50359 No abnormality
50360 No abnormality
50361 No abnormality
50362 No abnormality
Day 25 26 27 28 29 30
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
50351 No abnormality
50352 No abnormality
50353 No abnormality
50354 No abnormality
50355 No abnormality
50356 No abnormality
50357 No abnormality
50358 No abnormality
50359 No abnormality
50360 No abnormality
50361 No abnormality
50362 No abnormality
Day 31 32 33 34 35 36
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
50351 No abnormality
50352 No abnormality
50353 No abnormality
50354 No abnormality
50355 No abnormality
50356 No abnormality
50357 No abnormality
50358 No abnormality
50359 No abnormality
50360 No abnormality
50361 No abnormality
50362 No abnormality

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



- ¢01 -

Appendix 1 - 27

Study No. : SR13054

Clinical sign Period : FO Day 1-52
Sex : Female Dose : Hemimellitene 200 mg/kg Species : Rat
Day 37 38 39 40 41 42
Animal No. Clinical signs Time 1 2 3 1 1 1 1 3 1 2 3
50351 No abnormality
50352 No abnormality
50353 No abnormality
50354 No abnormality
50355 No abnormality
50356 No abnormality
50357 No abnormality
50358 No abnormality
50359 No abnormality
50360 No abnormality
50361 No abnormality
50362 No abnormality
Day 43 44 45 46 47 48
Animal No. Clinical signs Time 1 2 3 1 1 1 1 3 1 2 3
50351 No abnormality
50352 No abnormality
50353 No abnormality
50354 No abnormality
50355 No abnormality
50356 No abnormality
50357 No abnormality
50358 No abnormality
50359 No abnormality
50360 No abnormality
50361 No abnormality
50362 No abnormality
Day 49 50 51 52
Animal No. Clinical signs Time 1 2 3 1 1 4
50351 No abnormality
50352 No abnormality
50353 No abnormality
50354 No abnormality
50355 No abnormality
50356 No abnormality
50357 No abnormality
50358 No abnormality
50359 No abnormality
50360 No abnormality
50361 No abnormality
50362 No abnormality

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



Appendix 1 - 28 Study No. : SR13054

- 901 -

Clinical sign Period : FO gestation Day 0-26
Sex : Female Dose : Hemimellitene 200 mg/kg Species : Rat
Day 0 1 2 3 4 5
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
50351 No abnormality - - - - - - - - - - - R - - R N N R
50352 No abnormality - - - - - - - - - - - R R _ R _ _ R
50353 No abnormality - - - - - - - - - R - - - N B R N .
50354 Mass of subcutaneous - - - - - - - - - - - - - - - - R R
50355 No abnormality - - - - - - - - - - - R R - B - _ R
50356 No abnormality - - - - - - - - - - - R R _ R _ _ R
50357 No abnormality - - - - - - - - - R - - - N B R N .
50358 No abnormality - - - - - - - - - - - - - R - R R B
50359 No abnormality - - - - - - - - - - - R R - B - _ R
50360 No abnormality - - - - - - - - - - - - - - - - - R
50361 No abnormality - - - - - - - - - - - - - - R - _ R
50362 No abnormality - - - - - - - - - - - - - R - R R B
Day 6 7 8 9 10 11
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
50351 No abnormality - - - - - - - - - - - - - R - R R B
50352 No abnormality - - - - - - - - - B - - - - - R - .
50353 No abnormality - - - - - - - - - - - - R - - - - R
50354 Mass of subcutaneous - - - - - - - - - - - - - - R - R R
50355 No abnormality - - - - - - - - - - - - - R - R R B
50356 No abnormality - - - - - - - - - - - - - - - - - _
50357 No abnormality - - - - - - - - - - - B B N B - - B
50358 No abnormality - - - - - - - - - - - - - - B N - N
50359 No abnormality - - - - - - - - - - - . . N B N N _
50360 No abnormality - - - - - - - - - - - - - - - - - -
50361 No abnormality - - - - - - - - - - - B B N B - - B
50362 No abnormality - - - - - - - - - - - - - - R - z N
Day 12 13 14 15 16 17
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
50351 No abnormality - - - - - - - - - - - - - - R - z N
50352 No abnormality - - - - - - - - - - - . _ N B N N _
50353 No abnormality - - - - - - - - - R - . . N _ R N _
50354 Mass of subcutaneous - - - - N - B B B - - N + + + ¥ T +
50355 No abnormality - - - - - - - - - - - - - - R - z
50356 No abnormality - - - - - - - - - - - . . N . N N _
50357 No abnormality - - - - - - - - - R - . . R . R R _
50358 No abnormality - - - - - - - - - - - R R - N - N R
50359 No abnormality - - - - - - - - - - - R R _ N - z R
50360 No abnormality - - - - - - - - - - - . . N . N N _
50361 No abnormality - - - - - - - - - R - . . R . R R _
50362 No abnormality - - - - - - - - B - - R R - N - N R

1 : Pre-dosing, 2 : Post-dosing, 3 : PM
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Appendix 1 - 29

Clinical sign
Sex : Female

Period : FO gestation Day 0-26

Dose : Hemimellitene 200 mg/kg

Study No. : SR13054

Animal No.

Clinical signs

Day

18

19

Time

50351

No abnormality

50352

No abnormality

50353

No abnormality

50354

Mass of subcutaneous

Species : Rat
23
3 1 2 3
+

50355

No abnormality

50356

No abnormality

50357

No abnormality

50358

No abnormality

50359

No abnormality

50360

No abnormality

50361

No abnormality

50362

No abnormality

Animal No.

Clinical signs

Day 24

Time

1

50351

No abnormality

50352

No abnormality

50353

No abnormality

50354

Mass of subcutaneous

50355

No abnormality

50356

No abnormality

50357

No abnormality

50358

No abnormality

50359

No abnormality

50360

No abnormality

50361

No abnormality

50362

No abnormality

1: Pre-dosing, 2 : Post-dosing, 3 : PM, 4 : Necropsy day
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Appendix 1 - 30

Clinical sign
Sex : Female

Period : FO lactation Day 0-4
Hemimellitene 200 mg/kg

Dose :

Study No. : SR13054

Species : Rat

Animal No.

Clinical signs

Day

Time

3

50351

No abnormality

50352

No abnormality

50353

No abnormality

50354

Mass of subcutaneous

0
1 2
+ +

50355

No abnormality

50356

No abnormality

50357

No abnormality

50358

No abnormality

50360

Death
Bradypnea

50361

No abnormality

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

... . Mortality data
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Appendix 1 - 31

Clinical sign
Sex : Female

Period : FO Day 1-52

Dose : Hemimellitene 1000 mg/kg

Study No. : SR13054

Animal No.

Clinical signs

Day 1

Time 1 2 3

50451

No abnormality

2

50452

Soil of perigenital fur

50453

Salivation

50454

No abnormality

50455

Soil of perigenital fur

50456

Soil of perigenital fur

50457

Salivation

50458

Soil of perigenital fur

50459

No abnormality

50460

No abnormality

50461

No abnormality

50462

Soil of perigenital fur

Animal No.

Clinical signs

Day 7

Time 1 2 3

50451

No abnormality

50452

Soil of perigenital fur

50453

Salivation

50454

No abnormality

50455

Soil of perigenital fur

50456

Soil of perigenital fur

50457

Salivation

50458

Soil of perigenital fur

50459

No abnormality

50460

No abnormality

50461

No abnormality

50462

Soil of perigenital fur

Animal No.

Clinical signs

Day 13

Time 1 2 3

50451

No abnormality

50452

Soil of perigenital fur

Species : Rat
6
3 1 2 3
+ + + +
+ - -
12
3 1 2 3
18
3 1 2 3
"

50453

Salivation

50454

No abnormality

50455

Soil of perigenital fur

50456

Soil of perigenital fur

50457

Salivation

50458

Soil of perigenital fur

50459

No abnormality

50460

No abnormality

50461

No abnormality

50462

Soil of perigenital fur

1 : Pre-dosing, 2 : Post-dosing, 3 : PM
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Appendix 1 - 32

Study No. : SR13054

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

1 : Pre-dosing, 2 : Post-dosing, 3 : PM
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Appendix 1 - 33

Study No. : SR13054

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

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



Appendix 1 - 34

Clinical sign

Period : FO gestation Day 0-26

Study No. : SR13054

Sex : Female Dose : Hemimellitene 1000 mg/kg Species : Rat
Day 0 1 2 3 4 5
Animal No. Clinical signs Time 1 2 3 1 2 1 1 1 3 1 2 3
50451 No abnormality - - - - - - - - - - N
50452 Soil of perigenital fur + + + - - - - R R - - R
50454 No abnormality - - - - - - - - B R N B
50455 Soil of perigenital fur + + + + + - - N N B - _
Crushing of incisors - - - - - - - - -
50456 No abnormality - - - - - - - R $ - $ - % - 3% - §
50457 No abnormality - - - - - - - - B R R B
50458 No abnormality - - - - - - - - R - - R
50459 Salivation - - - - - - - - $ - % - 8% - 8% - §
50460 No abnormality - - - - - - - - R - - R
50461 No abnormality - - - - - - - - R - - R
50462 Soil of perigenital fur + + + + + + - - R - - R
Day 6 7 8 9 10 11
Animal No. Clinical signs Time 1 2 3 1 2 1 1 1 3 1 2 3
50451 No abnormality - - - - - - - - R - - R
50452 Soil of perigenital fur - - - - - - - - R - - R
50454 No abnormality - - - - - - - R R - - R
50455 Soil of perigenital fur - - - - - - - R R - - R
Crushing of incisors - - - + + + + + + + + +
50456 No abnormality - - - - - - - - $ - -8 -8 $
50457 No abnormality - - - - - - - B B - - B
50458 No abnormality - - - - - - - - B N - B
50459 Salivation - - - - - - - - $ - $ - % - $ - §
50460 No abnormality - - - - - - - - - - - R
50461 No abnormality - - - - - - - B B - - B
50462 Soil of perigenital fur - - - - - - - R R B B B
Day 12 13 14 15 16 17
Animal No. Clinical signs Time 1 2 3 1 2 1 1 1 3 1 2 3
50451 No abnormality - - - - - - - - R - - R
50452 Soil of perigenital fur - - - - - - - - - - - R
50454 No abnormality - - - - - - - N B z z N
50455 Soil of perigenital fur - - - - - - - R N - B N
Crushing of incisors - - - - - - - - - - - -
50456 No abnormality - - - - - - - R $ - $ - % - 5 - §
50457 No abnormality - - - - - - - N R - z N
50458 No abnormality - - - - - - - R R - N N
50459 Salivation - + - - - - - - $ - % - % - 3% - §
50460 No abnormality - - - - - - - R R _ _ N
50461 No abnormality - - - - - - - N R - z N
50462 Soil of perigenital fur - - - - - - - N R _ z R

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



Appendix 1 - 35 Study No. : SR13054

-ell-

Clinical sign Period : FO gestation Day 0-26
Sex : Female Dose : Hemimellitene 1000 mg/kg Species : Rat
Day 18 19 20 21 22 23
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3

50451 No abnormality - - - - - - - - - R - _
50452 Soil of perigenital fur - - - - - - - - R - - R
50454 No abnormality - - - - - - - - - R - - - N B R N .
50455 Soil of perigenital fur - - - - - - R _ R _ - R

Crushing of incisors - - - - - - - - - - - -
50456 No abnormality - % - $ - % -5 - 3% - 8% - % - 9% -5 -% -85 -9% -% -3% -5 -6 -3 -8
50457 No abnormality - - - - - - - - - R - B B N .
50458 No abnormality - - - - - - - - - - R -
50459 Salivation - % -% -6 -6%6-8%-8% -%-9%-6%6-9%6-8%-8%-%-9% -8 -85 -8 -8
50460 No abnormality - - - - - - - - - - - - - - -
50461 No abnormality - - - - - - - - - - R -
50462 Soil of perigenital fur - - - - - - - - - - - -

Day 24 25 26
Animal No. Clinical signs Time 1 2 3 1 2 3 4

50451 No abnormality
50452 Soil of perigenital fur
50454 No abnormality
50455 Soil of perigenital fur

Crushing of incisors
50456 No abnormality - $ - $§ - $ - % - % - % - 3
50457 No abnormality
50458 No abnormality
50459 Salivation - $ - % -8 -8 -8 -8 -8
50460 No abnormality
50461 No abnormality
50462 Soil of perigenital fur

1: Pre-dosing, 2 : Post-dosing, 3 : PM, 4 : Necropsy day
$ : Excepted data from calculation
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Appendix 1 - 36

Clinical sign
Sex : Female

Period : FO lactation Day 0-4

Dose :

Hemimellitene 1000 mg/kg

Study No. : SR13054

Species : Rat

Animal No.

Clinical signs

Day

Time

3

2

50451

No abnormality

1 2

50452

No abnormality

50454

No abnormality

50455

No abnormality

50457

No abnormality

50458

No abnormality

50460

No abnormality

50461

No abnormality

50462

No abnormality

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



Appendix 2 - 1 Study No. : SR13054

Body weight Period : FO Day 1-42

Sex : Male Dose : Hemimellitene 0 mg/kg Unit : g Species : Rat

/Day Body weight
Animal No. 1 3 7 14 21 28 35 42 gain

10101 370 375 394 420 446 473 492 497 127
10102 375 385 408 432 456 479 502 526 151
10103 391 403 419 451 482 520 545 562 171
10104 384 389 414 442 455 481 504 527 143
10105 355 355 367 392 411 428 450 463 108
10106 403 413 436 460 496 536 563 571 168
10107 369 376 387 408 426 444 468 484 115
10108 384 394 403 427 448 472 500 519 135
10109 380 393 407 427 444 455 477 490 110
10110 410 419 441 474 507 544 572 596 186
10111 392 398 423 444 465 483 499 520 128
10112 403 415 444 485 520 555 581 599 196
n 12 12 12 12 12 12 12 12 12
Mean 384.7 392.9 411.9 438.5 463.0 489.2 512.8 529.5 144.8
S.D. 16.1 18.6 22.8 26.7 326 40.7 42.6 441 29.7

g



Appendix 2 - 2 Study No. : SR13054

Body weight Period : FO Day 1-42
Sex : Male Dose : Hemimellitene 40 mg/kg Unit : g Species : Rat
/Day Body weight
Animal No. 1 3 7 14 21 28 35 42 gain
10201 357 363 373 402 428 452 472 491 134
10202 390 397 423 448 472 494 514 529 139
10203 388 397 419 455 491 527 551 585 197
10204 396 405 424 447 475 506 543 568 172
10205 384 398 420 445 470 495 514 533 149
10206 358 368 391 435 459 494 525 554 196
10207 415 420 448 489 518 544 559 603 188
10208 377 383 402 421 445 466 491 513 136
10209 392 401 419 445 459 466 486 513 121
10210 404 414 439 474 496 534 555 577 173
10211 413 426 453 481 498 520 548 569 156
10212 368 376 387 419 429 456 485 490 122
n 12 12 12 12 12 12 12 12 12
Mean 386.8 395.7 416.5 446.8 470.0 496.2 520.3 543.8 156.9
S.D. 19.2 19.9 24.5 25.8 27.9 31.2 31.1 376 27.7

“9I11 -



Appendix 2 - 3 Study No. : SR13054

Body weight Period : FO Day 1-42
Sex : Male Dose : Hemimellitene 200 mg/kg Unit : g Species : Rat
/Day Body weight
Animal No. 1 3 7 14 21 28 35 42 gain
10301 392 400 423 459 472 499 527 542 150
10302 354 365 375 399 410 435 457 465 111
10303 405 424 446 483 512 551 585 617 212
10304 403 413 432 463 499 538 585 613 210
10305 372 385 405 439 461 489 525 538 166
10306 402 410 430 466 489 519 548 563 161
10307 380 387 403 431 459 479 501 513 133
10308 352 363 382 410 428 459 482 507 155
10309 397 409 427 442 459 487 501 507 110
10310 385 393 409 441 452 482 515 530 145
10311 388 404 426 454 474 501 524 542 154
10312 367 373 395 422 450 486 509 534 167
n 12 12 12 12 12 12 12 12 12
Mean 383.1 393.8 412.8 442.4 463.8 493.8 521.6 539.3 156.2
S.D. 184 19.7 21.6 24.4 28.5 31.8 376 4341 318

LT~



Appendix 2 - 4 Study No. : SR13054

Body weight Period : FO Day 1-42
Sex : Male Dose : Hemimellitene 1000 mg/kg Unit : g Species : Rat
/Day Body weight
Animal No. 1 3 7 14 21 28 35 42 gain
10401 383 384 396 429 447 466 498 513 130
10402 389 400 417 452 466 490 520 539 150
10403 387 387 402 418 437 453 484 500 113
10404 400 400 416 443 458 475 503 526 126
10405 375 378 397 427 436 454 480 499 124
10406 362 347 370 387 402 423 431 448 86
10407 371 375 387 411 434 455 481 501 130
10408 414 419 445 478 492 522 540 556 142
10409 361 359 371 386 403 418 427 442 81
10410 403 407 434 465 473 501 521 544 141
10411 414 428 431 450 470 494 504 518 104
10412 386 381 397 423 442 474 497 515 129
n 12 12 12 12 12 12 12 12 12
Mean 387.1 388.8 405.3 430.8 446.7 468.8 490.5 508.4 121.3
S.D. 18.1 23.5 239 28.5 271 307 337 347 21.6

-8l -



Appendix 2 - 5

Study No. : SR13054

Body weight Period : FO before mating Day 1-14

Sex : Female Dose : Hemimellitene 0 mg/kg Unit : g Species : Rat

/Day Body weight
Animal No. 1 3 7 14 gain

50151 223 233 241 245 22
50152 238 243 256 265 27
50153 246 247 257 274 28
50154 247 256 269 280 33
50155 234 246 252 255 21
50156 217 228 239 262 45
50157 235 231 239 256 21
50158 227 240 248 259 32
50159 230 226 229 241 11
50160 262 261 263 285 23
50161 226 226 232 229 3
50162 241 236 241 257 16
n 12 12 12 12 12
Mean 2355 2394 247.2 259.0 235
S.D. 12.3 11.6 124 16.1 10.9

-6l11 -



Appendix 2 - 6 Study No. : SR13054

Body weight Period : FO Day 15-49
Sex : Female Dose : Hemimellitene 0 mg/kg Unit : g Species : Rat

/Day
Animal No. 21 28 35 42 49

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

n 0 0 0 0 0
Mean
S.D.

=021 -



Appendix 2 - 7 Study No. : SR13054

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

50151 252 280 314 398 146

50152 269 § 308 $ 323 % 313 § 44 §

50153 284 § 337§ 374 § 361§ 77$

50154 290 331 384 472 182

50155 264 310 346 391 127

50156 272 317 371 459 187

50157 259 295 330 419 160

50158 272 310 358 445 173

50159 245 278 315 395 150

50160 289 329 375 459 170

50161 247 279 313 385 138

50162 265 308 349 430 165

n 10 10 10 10 10
Mean 265.5 303.7 3455 4253 159.8
S.D. 15.7 19.9 26.6 323 194

- 121 -

$ : Excepted data from calculation



Appendix 2 - 8 Study No. : SR13054

Body weight Period : FO lactation Day 0-4

Sex : Female Dose : Hemimellitene 0 mg/kg Unit : g Species : Rat

/Day Body weight
Animal No. 0 4 gain

50151 310 316 6
50154 379 397 18
50155 326 340 14
50156 354 376 22
50157 303 326 23
50158 342 369 27
50159 300 317 17
50160 374 369 -5
50161 301 311 10
50162 316 334 18
n 10 10 10
Mean 330.5 345.5 15.0
S.D. 30.1 30.0 9.3

-l -



Appendix 2 - 9

Study No. : SR13054

Body weight Period : FO before mating Day 1-14

Sex : Female Dose : Hemimellitene 40 mg/kg Unit : g Species : Rat

/Day Body weight
Animal No. 1 3 7 14 gain

50251 255 269 272 278 23
50252 225 237 243 249 24
50253 233 228 233 250 17
50254 233 228 234 248 15
50255 238 241 250 252 14
50256 238 238 242 255 17
50257 220 224 229 236 16
50258 231 249 249 264 33
50259 227 229 236 237 10
50260 235 234 242 259 24
50261 248 253 261 268 20
50262 252 263 268 274 22
n 12 12 12 12 12
Mean 236.3 2411 246.6 255.8 19.6
S.D. 10.7 14.5 14.0 13.3 6.1

- eCl -
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Appendix 2 - 10

Study No. : SR13054

Body weight Period : FO Day 15-49
Sex : Female Dose : Hemimellitene 40 mg/kg Unit : g Species : Rat
/Day
Animal No. 21 28 35 42 49

50251

50252

50253

50254

50255

50256

50257 281

50258

50259 285

50260

50261

50262

n 2 0 0
Mean 283.0
S.D. 2.8
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Appendix 2 - 11 Study No. : SR13054

Body weight Period : FO gestation Day 0-20
Sex : Female Dose : Hemimellitene 40 mg/kg Unit : g Species : Rat
/Day Body weight
Animal No. 0 7 14 20 gain
50251 280 328 372 457 177
50252 256 299 350 421 165
50253 248 284 322 398 150
50254 258 298 334 429 171
50255 265 305 349 421 156
50256 253 295 331 416 163
50257 303 $ 286 § 285§ 295 § 8%
50258 275 318 365 457 182
50259 298 327 364 450 152
50260 269 298 343 423 154
50261 286 324 368 451 165
50262 291 335 378 480 189
n 11 11 11 11 11
Mean 270.8 310.1 3524 436.6 165.8
S.D. 16.5 16.8 184 24.0 12.8

$ : Excepted data from calculation
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Appendix 2 - 12

Study No. : SR13054

Body weight Period : FO lactation Day 0-4

Sex : Female Dose : Hemimellitene 40 mg/kg Unit: g Species : Rat

/Day Body weight
Animal No. 0 4 gain
50251 335 365 30
50252 322 358 36
50253 310 324 14
50254 324 330 6
50255 320 330 10
50256 304 336 32
50258 273 B
50259 317 334 17
50260 338 347 9
50261 341 340 -1
50262 348 363 15
n 11 10 10
Mean 3211 342.7 16.8
S.D. 20.9 14.8 12.1
... - Mortality data, ::: : Impossible to calculate
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Appendix 2 - 13

Study No. : SR13054

Body weight Period : FO before mating Day 1-14

Sex : Female Dose : Hemimellitene 200 mg/kg Unit : g Species : Rat

/Day Body weight
Animal No. 1 3 7 14 gain

50351 242 252 263 273 31
50352 239 248 248 253 14
50353 237 243 252 262 25
50354 242 242 250 259 17
50355 253 251 256 267 14
50356 232 232 239 251 19
50357 229 236 240 244 15
50358 244 257 269 278 34
50359 226 219 224 244 18
50360 225 222 233 236 11
50361 229 238 245 253 24
50362 214 223 230 236 22
n 12 12 12 12 12
Mean 234.3 238.6 2458 254.7 20.3
S.D. 10.5 12.6 134 13.6 71
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Appendix 2 - 14

Body weight
Sex : Female

Period : FO Day 15-49
Dose : Hemimellitene 200 mg/kg

Unit : g

Study No. : SR13054

Species : Rat

Animal No.

/Day

21 28 35

42

49

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

n
Mean
S.D.
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Appendix 2 - 15

Study No. : SR13054

Body weight Period : FO gestation Day 0-20

Sex : Female Dose : Hemimellitene 200 mg/kg Unit : g Species : Rat

/Day Body weight
Animal No. 0 7 14 20 gain

50351 290 320 364 449 159
50352 256 298 348 435 179
50353 283 314 348 445 162
50354 263 300 337 422 159
50355 271 309 348 443 172
50356 257 290 329 417 160
50357 264 294 331 413 149
50358 287 321 369 486 199
50359 249 280 311 329 80
50360 259 289 334 420 161
50361 257 289 337 422 165
50362 235 277 307 326 91
n 12 12 12 12 12
Mean 264.3 298.4 338.6 417.3 153.0
S.D. 16.1 14.8 18.5 46.4 34.0
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Appendix 2 - 16

Study No. : SR13054

Body weight Period : FO lactation Day 0-4

Sex : Female Dose : Hemimellitene 200 mg/kg Unit: g Species : Rat

/Day Body weight
Animal No. 0 4 gain
50351 359 371 12
50352 326 345 19
50353 329 348 19
50354 304 332 28
50355 340 344 4
50356 319 344 25
50357 312 347 35
50358 349 372 23
50360 311 ¥
50361 305 307 2
n 10 9 9
Mean 3254 345.6 18.6
S.D. 18.9 19.5 10.9
... » Mortality data, ::: : Impossible to calculate



Appendix 2 - 17

Study No. : SR13054

Body weight Period : FO before mating Day 1-14

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

/Day Body weight
Animal No. 1 3 7 14 gain

50451 236 228 235 250 14
50452 234 242 248 250 16
50453 243 241 248 253 10
50454 224 210 235 244 20
50455 225 228 244 252 27
50456 232 225 238 241 9
50457 214 222 225 231 17
50458 242 238 249 258 16
50459 242 243 255 268 26
50460 229 218 241 241 12
50461 229 238 250 261 32
50462 248 258 270 277 29
n 12 12 12 12 12
Mean 233.2 232.6 244 .8 252.2 19.0
S.D. 9.7 13.2 11.5 12.6 7.7

- 1€l -
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Appendix 2 - 18

Study No. : SR13054

Body weight Period : FO Day 15-49
Sex : Female Dose : Hemimellitene 1000 mg/kg Unit : g Species : Rat
/Day
Animal No. 21 28 35 42 49
50451
50452
50453 290 300 300 295 304
50454
50455
50456
50457 250
50458
50459
50460
50461
50462
n 2 1 1 1 1
Mean 270.0 300.0 300.0 295.0 304.0
S.D. 28.3




Appendix 2 - 19 Study No. : SR13054

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

50451 252 290 315 385 133

50452 266 304 341 421 155

50454 248 280 307 345 97

50455 254 230 318 412 158

50456 251§ 275 § 272'% 285§ 343

50457 247 275 306 357 110

50458 259 292 326 420 161

50459 277 $ 315 § 328 § 361 % 84 8

50460 237 282 312 381 144

50461 266 292 326 405 139

50462 282 307 342 413 131

n 9 9 9 9 9
Mean 256.8 283.8 3214 393.2 136.4
S.D. 13.3 22.7 134 27.9 21.7

- gel -

$ : Excepted data from calculation
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Appendix 2 - 20

Study No. : SR13054

Body weight Period : FO lactation Day 0-4

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

/Day Body weight
Animal No. 0 4 gain

50451 290 301 11
50452 311 350 39
50454 295 309 14
50455 315 335 20
50457 297 316 19
50458 330 334 4
50460 297 312 15
50461 343 346 3
50462 315 328 13
n 9 9 9
Mean 310.3 325.7 15.3
S.D. 17.7 17.1 10.6




Appendix 3 - 1 Study No. : SR13054

Food consumption Period : FO Day 1-42
Sex : Male Dose : Hemimellitene 0 mg/kg Unit : g Species : Rat
/Day
Animal No. 3 7 14 35 42
10101 23.8 23.9 241 23.8 21.2
10102 237 24.7 24.0 237 242
10103 24.3 24.3 25.6 25.0 247
10104 259 28.3 27.3 24.8 253
10105 222 21.5 20.6 21.7 20.8
10106 222 23.1 216 235 216
10107 22.0 21.7 20.8 21.2 21.6
10108 26.0 24.4 24.1 25.6 243
10109 257 247 23.4 227 20.9
10110 252 26.0 255 259 25.8
10111 25.1 26.0 24.9 22.4 237
10112 27.0 27.0 26.2 25.3 23.5
n 12 12 12 12 12
Mean 24.43 24.63 24.01 23.80 23.13
S.D. 1.67 2.01 212 1.56 1.81

-Sel -



Appendix 3 - 2 Study No. : SR13054

Food consumption Period : FO Day 1-42
Sex : Male Dose : Hemimellitene 40 mg/kg Unit : g Species : Rat
/Day
Animal No. 3 7 14 35 42

10201 242 20.2 215 22.1 221

10202 229 24.3 227 23.0 222

10203 256 26.5 27.2 26.1 26.9

10204 26.7 23.7 24.6 27.9 275

10205 24.0 23.9 24.4 225 23.1

10206 23.2 237 26.3 26.9 277

10207 25.8 27.0 26.6 25.6 28.1

10208 25.1 24.9 22.8 24.7 24.6

10209 24.8 247 23.8 238 233

10210 27.8 27.5 27.2 26.7 26.9

10211 26.6 27.4 26.2 24.3 24.2

10212 21.9 20.2 20.9 20.2 19.9

n 12 12 12 12 12
Mean 24.88 24.50 24 .52 24.48 24.71
S.D. 1.73 2.46 2.21 2.28 2.68

-9¢l -



Appendix 3 - 3 Study No. : SR13054

Food consumption Period : FO Day 1-42
Sex : Male Dose : Hemimellitene 200 mg/kg Unit : g Species : Rat
/Day
Animal No. 3 7 14 35 42
10301 225 23.8 24.9 234 24.3
10302 24.8 22.4 21.8 21.6 20.3
10303 29.3 28.0 27.9 28.8 30.1
10304 26.0 25.3 259 29.8 30.2
10305 215 22.5 222 23.0 21.8
10306 253 256 255 24.6 242
10307 20.5 21.6 22.6 22.6 21.8
10308 216 23.2 233 23.8 24.9
10309 225 222 21.1 21.7 191
10310 253 23.8 23.4 241 23.2
10311 23.6 24.3 23.2 23.2 229
10312 19.9 22.5 22.3 23.6 24.4
n 12 12 12 12 12
Mean 23.57 23.75 23.68 24.18 23.93
S.D. 2.69 1.82 1.99 2.56 3.38

- LET -



Appendix 3 - 4 Study No. : SR13054

Food consumption Period : FO Day 1-42
Sex : Male Dose : Hemimellitene 1000 mg/kg Unit : g Species : Rat
/Day
Animal No. 3 7 14 35 42
10401 15.8 23.2 25.6 26.1 25.0
10402 201 22.8 24 .4 257 259
10403 18.6 19.4 21.2 24.6 25.1
10404 16.9 23.7 23.4 24.8 24.9
10405 20.1 25.8 257 24.9 259
10406 126 21.1 226 21.1 222
10407 22.3 24.0 24.8 27.0 27.8
10408 233 271 26.0 25.7 259
10409 16.7 20.5 20.6 21.8 22.0
10410 19.0 25.1 24 1 24.6 24.9
10411 25.8 24.1 23.2 24.2 25.2
10412 17.9 26.6 24.6 27.5 27.2
n 12 12 12 12 12
Mean 19.09 23.62 23.85 24.83 2517
S.D. 3.57 2.39 1.72 1.87 1.70

- 8¢l -



Appendix 3 - 5 Study No. : SR13054

Food consumption Period : FO before mating Day 1-14
Sex : Female Dose : Hemimellitene 0 mg/kg Unit : g Species : Rat
/Day
Animal No. 3 7 14
50151 16.6 13.5 16.8
50152 15.2 18.3 18.2
50153 15.0 16.9 19.2
50154 21.4 20.4 21.0
50155 18.8 16.9 16.9
50156 19.0 18.3 20.4
50157 14.9 16.3 17.2
50158 15.9 15.8 15.9
50159 12.6 14.6 16.2
50160 155 17.5 185
50161 13.0 16.4 15.3
50162 13.2 15.9 16.8
n 12 12 12
Mean 15.93 16.73 17.70
S.D. 2.66 1.81 1.79

- 6gl -



Appendix 3 - 6 Study No. : SR13054

Food consumption Period : FO Day 15-49
Sex : Female Dose : Hemimellitene 0 mg/kg Unit : g Species : Rat

/Day
Animal No. 35 42 49

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

n 0 0 0
Mean
S.D.

-O0vl -



Appendix 3 - 7 Study No. : SR13054

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

50151 194 20.7 20.0

50152 229 % 226 % 152 %

50153 270% 3008 180 %

50154 255 29.9 29.1

50155 241 24.3 22.0

50156 257 30.4 28.2

50157 20.6 22.2 23.6

50158 19.9 22.0 21.6

50159 20.1 21.6 221

50160 239 26.4 24.8

50161 20.4 22.2 23.1

50162 23.1 23.3 22.4

n 10 10 10
Mean 22.27 24.30 23.69
S.D. 2.44 3.47 2.91

- Ivl -

$ : Excepted data from calculation
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Appendix 3 - 8 Study No. : SR13054
Food consumption Period : FO lactation Day 0-4
Sex : Female Dose : Hemimellitene 0 mg/kg Unit : g Species : Rat
/Day
Animal No. 4
50151 24.8
50154 359
50155 23.8
50156 30.4
50157 34.2
50158 38.9
50159 32.0
50160 36.3
50161 30.8
50162 26.6
n 10
Mean 31.37
S.D. 5.10




Appendix 3 - 9 Study No. : SR13054

Food consumption Period : FO before mating Day 1-14
Sex : Female Dose : Hemimellitene 40 mg/kg Unit : g Species : Rat
/Day
Animal No. 3 7 14
50251 20.1 18.5 18.2
50252 18.0 16.4 16.8
50253 14.2 16.7 18.0
50254 14.6 17.1 18.1
50255 13.7 15.8 16.5
50256 15.3 15.5 16.7
50257 14.9 15.6 16.5
50258 194 17.0 18.5
50259 14.4 15.7 15.8
50260 15.8 15.8 16.4
50261 17.0 171 18.0
50262 18.9 17.9 19.5
n 12 12 12
Mean 16.36 16.59 17.42
S.D. 2.24 0.97 1.11

S evl -



Appendix 3 - 10 Study No. : SR13054

Food consumption Period : FO Day 15-49
Sex : Female Dose : Hemimellitene 40 mg/kg Unit : g Species : Rat

/Day
Animal No. 35 42 49

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

n 0 0 0
Mean
S.D.

“vhl -
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Appendix 3 - 11 Study No. : SR13054

Food consumption Period : FO gestation Day 0-20
Sex : Female Dose : Hemimellitene 40 mg/kg Unit : g Species : Rat
/Day
Animal No. 7 14 20
50251 23.8 25.3 263
50252 223 24.0 221
50253 20.3 241 23.6
50254 22.4 23.4 241
50255 21.2 23.3 21.8
50256 19.6 20.9 213
50257 134 % 15.0 § 157 $
50258 243 25.0 233
50259 23.2 23.2 21.8
50260 20.9 25.1 26.7
50261 22.1 24.0 227
50262 254 26.1 24.7
n 11 11 11
Mean 22.32 24.04 23.40
S.D. 1.77 1.39 1.69

$ : Excepted data from calculation



Appendix 3 - 12 Study No. : SR13054

Food consumption Period : FO lactation Day 0-4
Sex : Female Dose : Hemimellitene 40 mg/kg Unit: g Species : Rat
/Day
Animal No. 4
50251 36.2
50252 353
50253 32.3
50254 33.8
50255 28.4
50256 299
50258
50259 34.3
50260 36.3
50261 299
50262 299
n 10
Mean 32.63
S.D. 2.94

-9Vl -

... - Mortality data



Appendix 3 - 13 Study No. : SR13054

Food consumption Period : FO before mating Day 1-14
Sex : Female Dose : Hemimellitene 200 mg/kg Unit : g Species : Rat
/Day
Animal No. 3 7 14
50351 17.5 16.3 16.7
50352 19.7 15.6 16.2
50353 16.8 18.3 19.6
50354 16.4 17.7 17.9
50355 19.3 13.8 17.0
50356 14.5 16.1 17.0
50357 14.8 16.5 16.3
50358 19.6 19.5 19.7
50359 11.9 15.0 15.9
50360 11.8 15.3 16.0
50361 17.2 15.9 17.0
50362 14.6 15.6 15.7
n 12 12 12
Mean 16.18 16.30 17.08
S.D. 273 1.55 1.34

S LY -



Appendix 3 - 14 Study No. : SR13054

Food consumption Period : FO Day 15-49
Sex : Female Dose : Hemimellitene 200 mg/kg Unit : g Species : Rat

/Day
Animal No. 35 42 49

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

n 0 0 0
Mean
S.D.

- 8vl -



Appendix 3 - 15 Study No. : SR13054

Food consumption Period : FO gestation Day 0-20
Sex : Female Dose : Hemimellitene 200 mg/kg Unit : g Species : Rat
/Day
Animal No. 7 14 20
50351 20.8 24.7 237
50352 226 255 26.2
50353 23.2 24.2 23.0
50354 216 22.9 22.8
50355 221 254 26.5
50356 21.2 222 227
50357 21.4 22.0 21.4
50358 23.6 25.2 27.5
50359 19.3 222 21.0
50360 20.4 23.8 229
50361 20.0 24.5 24.6
50362 19.6 21.2 19.2
n 12 12 12
Mean 21.32 23.63 23.46
S.D. 1.38 1.49 242

-6yl -
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Appendix 3 - 16 Study No. : SR13054

Food consumption Period : FO lactation Day 0-4
Sex : Female Dose : Hemimellitene 200 mg/kg Unit: g Species : Rat
/Day
Animal No. 4
50351 335
50352 376
50353 34.7
50354 36.2
50355 29.9
50356 38.5
50357 36.1
50358 34.6
50360
50361 18.2
n 9
Mean 33.26
S.D. 6.17

... Mortality data



Appendix 3 - 17 Study No. : SR13054

Food consumption Period : FO before mating Day 1-14
Sex : Female Dose : Hemimellitene 1000 mg/kg Unit : g Species : Rat
/Day
Animal No. 3 7 14
50451 10.3 15.6 16.3
50452 9.5 16.2 17.2
50453 14.5 17.0 19.1
50454 5.2 16.8 17.6
50455 11.8 17.1 18.2
50456 7.4 13.9 15.3
50457 12.7 12.9 16.2
50458 10.6 16.0 16.8
50459 8.0 16.8 19.9
50460 7.9 16.2 16.0
50461 14.2 17.8 19.4
50462 14.3 16.4 18.7
n 12 12 12
Mean 10.53 16.06 17.56
S.D. 3.05 1.39 1.50

- IsT -
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Appendix 3 - 18

Food consumption
Sex : Female

Period : FO Day 15-49
Dose : Hemimellitene 1000 mg/kg

Unit : g

Study No. : SR13054

Species : Rat

Animal No.

/Day

35

42

49

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

18.5

18.9

21.7

n
Mean
S.D.

18.50

18.90

21.70




Appendix 3 - 19 Study No. : SR13054

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

50451 19.7 20.1 20.3

50452 211 255 249

50454 20.9 21.8 21.2

50455 115 27.9 27.2

50456 17.8 % 172§ 146 $

50457 19.9 21.7 21.8

50458 21.0 22.0 25.6

50459 253 % 224 % 253 %

50460 19.5 226 23.2

50461 222 24.6 26.0

50462 22.6 23.1 23.2

n 9 9 9
Mean 19.82 23.26 23.71
S.D. 3.30 2.37 2.36

Y

$ : Excepted data from calculation
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Appendix 3 - 20

Food consumption

Period : FO lactation Day 0-4

Study No. : SR13054

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

50451 29.2
50452 328
50454 216
50455 30.2
50457 33.2
50458 28.5
50460 33.9
50461 34.1
50462 29.8
n 9
Mean 30.37
S.D. 3.91




Study No. : SR13054

Appendix 4 - 1
Necropsy findings
Sex : Male Stage : Day 43 Species : Rat
Test article : Hemimellitene Dose : 0 mg/kg Animal No. : 10101
Finding absent : Liver, Kidney, Testis, Epididymis, Other organs & tissues
Test article : Hemimellitene Dose : 0 mg/kg Animal No. : 10102 Infertility
Finding absent : Liver, Kidney, Testis, Epididymis, Other organs & tissues
Test article : Hemimellitene Dose : 0 mg/kg Animal No. : 10103 Infertility
Finding absent : Liver, Kidney, Testis, Epididymis, Other organs & tissues
Dose : 0 mg/kg Animal No. : 10104
Liver, Kidney, Testis, Epididymis, Other organs & tissues

-8SI -

Test article : Hemimellitene

Animal No. : 10105

Finding absent :
Dose : 0 mg/kg

Test article : Hemimellitene
Liver, Kidney, Testis, Epididymis, Other organs & tissues
Animal No. : 10106

Finding absent :
Dose : 0 mg/kg

Test article : Hemimellitene
Liver, Kidney, Testis, Epididymis, Other argans & tissues
Animal No. : 10107

Finding absent :
Dose : 0 mg/kg

Test article : Hemimellitene
Liver, Kidney, Testis, Epididymis, Other argans & tissues
Animal No. : 10108

Finding absent :
Dose : 0 mg/kg

Test article : Hemimellitene

Testis
Findings : Finding present

Small size, unilateral
Non-graded change

Finding Comment : right

Epididymis
Findings : Finding present

Small size, unilateral
Non-graded change

Finding Comment : right

Liver, Kidney, Other organs & tissues

Finding absent :
Animal No. : 10109

Dose : 0 mg/kg

Liver, Kidney, Testis, Epididymis, Other organs & tissues

Test article : Hemimellitene
Finding absent :
Animal No. : 10110

Dose : 0 mg/kg

Liver, Kidney, Testis, Epididymis, Other organs & tissues

Test article : Hemimellitene
Animal No. : 10111

Finding absent :
Dose : 0 mg/kg

Liver, Kidney, Testis, Epididymis, Other organs & tissues

Test article : Hemimellitene
Animal No. : 10112

Finding absent :
Dose : 0 mg/kg

Liver, Kidney, Testis, Epididymis, Other organs & tissues

Test article : Hemimellitene

Finding absent :



Stage : Day 43

Appendix 4 - 2
Necropsy findings
Animal No. : 10201

Sex : Male
Dose : 40 mg/kg

Study No. : SR13054

Species : Rat

Test article : Hemimellitene
Liver, Kidney, Testis, Epididymis, Other organs & tissues
Animal No. : 10202

Finding absent :
Dose : 40 mg/kg

Test article : Hemimellitene
Liver, Kidney, Testis, Epididymis, Other organs & tissues
Animal No. : 10203

Finding absent :
Dose : 40 mg/kg

Test article : Hemimellitene

Testis
Findings : Finding present

Small size, unilateral
Non-graded change

Finding Comment : right

Epididymis
Findings : Finding present

Small size, unilateral
Non-graded change

Finding Comment : right
Yellowish white focus, caput, unilateral
Non-graded change
Finding Comment : right, 1 x 1, mm

Liver, Kidney, Other organs & tissues
Animal No. : 10204

Finding absent :
Dose : 40 mg/kg

1
—
w
(o)
1 Test article : Hemimellitene
Liver, Kidney, Testis, Epididymis, Other organs & tissues
Animal No. : 10205

Finding absent :
Dose : 40 mg/kg

Test article : Hemimellitene
Liver, Kidney, Testis, Epididymis, Other grgans & tissues
Animal No. : 10206

Finding absent :
Dose : 40 mg/kg

Test article : Hemimellitene
Liver, Kidney, Testis, Epididymis, Other organs & tissues
Animal No. : 10207 Infertility

Finding absent :
Dose : 40 mg/kg

Test article : Hemimellitene
Liver, Kidney, Testis, Epididymis, Other organs & tissues
Animal No. : 10208

Finding absent :
Dose : 40 mg/kg

Test article : Hemimellitene
Liver, Kidney, Testis, Epididymis, Other organs & tissues
Animal No. : 10209

Finding absent :
Dose : 40 mg/kg

Test article : Hemimellitene
Liver, Kidney, Testis, Epididymis, Other organs & tissues
Animal No. : 10210

Finding absent :
Dose : 40 mg/kg

Test article : Hemimellitene
Liver, Kidney, Testis, Epididymis, Other organs & tissues
Animal No. : 10211

Finding absent :
Dose : 40 mg/kg

Liver, Kidney, Testis, Epididymis, Other organs & tissues

Test article : Hemimellitene
Animal No. : 10212

Finding absent :
Dose : 40 mg/kg

Test article : Hemimellitene
Liver, Kidney, Testis, Epididymis, Other organs & tissues

Finding absent :



Study No. : SR13054

Appendix 4 - 3
Necropsy findings
Sex : Male Stage : Day 43 Species : Rat
Test article : Hemimellitene Dose : 200 mg/kg Animal No. : 10301
Finding absent : Liver, Kidney, Testis, Epididymis, Other organs & tissues
Test article : Hemimellitene Dose : 200 mg/kg Animal No. : 10302
Finding absent : Liver, Kidney, Testis, Epididymis, Other organs & tissues
Test article : Hemimellitene Dose : 200 mg/kg Animal No. : 10303

Liver
Findings : Finding

present

Large size
Non-graded change

Kidney
Findings : Finding present
Pale discolaration, bilateral
Non-graded change

Finding absent :

Testis, Epididymis, Other organs & tissues
Animal No. : 10304

Dose : 200 mg/kg

Test article : Hemimellitene

Kidney
Findings : Finding present
Pale discoloration, bilateral

S LST -

Finding absent :

Non-graded change

Liver, Testis, Epididymis, Other organs & tissues
Animal No. : 10305

Dose : 200 mg/kg

Test article : Hemimellitene

Finding absent :

Liver, Kidney, Testis, Epididymis, Other organs & tissues
Animal No. : 10306

Dose : 200 mg/kg

Test article : Hemimellitene

Finding absent :

Liver, Kidney, Testis, Epididymis, Other organs & tissues
Animal No. : 10307

Dose : 200 mg/kg

Test article : Hemimellitene

Liver, Kidney, Testis, Epididymis, Other organs & tissues

Finding absent

Animal No. : 10308

Dose : 200 mg/kg

Test article : Hemimellitene

Liver, Kidney, Testis, Epididymis, Other organs & tissues

Finding absent :

Animal No. : 10309

Dose : 200 mg/kg

Test article : Hemimellitene

Liver, Kidney, Testis, Epididymis, Other organs & tissues

Animal No. : 10310

Finding absent :

Dose : 200 mg/kg

Test article : Hemimellitene

Liver, Kidney, Testis, Epididymis, Other organs & tissues

Animal No. : 10311

Finding absent :

Dose : 200 mg/kg

Test article : Hemimellitene

Liver, Kidney, Testis, Epididymis, Other organs & tissues
Animal No. : 10312

Finding absent :

Dose : 200 mg/kg

Test article : Hemimellitene

Liver, Kidney, Testis, Epididymis, Other organs & tissues

Finding absent :



Study No. : SR13054

Species : Rat

Stage : Day 43

Appendix 4 - 4
Necropsy findings
Sex : Male

Dose : 1000 mg/kg Animal No. : 10401

Test article : Hemimellitene
Liver
Findings : Finding present
Large size
Non-graded change

Kidney
Findings : Finding present
Pale discoloration, bilateral
Non-graded change

Testis, Epididymis, Other organs & tissues

Finding absent :
Animal No. : 10402

Dose : 1000 mg/kg

Test article : Hemimellitene

Liver
Findings : Finding present
Large size
Non-graded change

Kidney
Findings : Finding present
Pale discoloration, bilateral
Non-graded change

Large size, bilateral
Non-graded change

Testis, Epididymis, Other organs & tissues
Animal No. : 10403 Unsuccessful mating

-8S1 -

Finding absent :
Dose : 1000 mg/kg

Test article : Hemimellitene
Finding absent : Liver, Kidney, Testis, Epididymis, Other organs & tissues
Animal No. : 10404

Dose : 1000 mg/kg

Test article : Hemimellitene

Liver
Findings : Finding present
Large size
Non-graded change

Kidney
Findings : Finding present
Pale discoloration, bilateral
Non-graded change

Testis, Epididymis, Other organs & tissues

Finding absent :
Animal No. : 10405

Dose : 1000 mg/kg

Test article : Hemimellitene

Liver
Findings : Finding present
Large size
Non-graded change
Kidney, Testis, Epididymis, Other organs & tissues

Finding absent :




Stage : Day 43

Appendix 4 -5
Necropsy findings
Animal No. : 10406 Infertility

Sex : Male
Dose : 1000 mg/kg

Study No. : SR13054

Species : Rat

Test article : Hemimellitene
Liver, Kidney, Testis, Epididymis, Other organs & tissues
Animal No. : 10407

Finding absent :
Dose : 1000 mg/kg

Test article : Hemimellitene

Liver
Findings : Finding present
Large size
Non-graded change

Kidney, Testis, Epididymis, Other organs & tissues
Animal No. : 10408

Finding absent :
Dose : 1000 mg/kg

Test article : Hemimellitene

Liver
Findings : Finding present
Large size
Non-graded change

Kidney, Testis, Epididymis, Other organs & tissues
Animal No. : 10409 Infertility

Finding absent :
Dose : 1000 mg/kg

Test article : Hemimellitene
Liver, Kidney, Testis, Epididymis, Other organs & tissues
Animal No. : 10410

Finding absent :
Dose : 1000 mg/kg

Test article : Hemimellitene
Liver
Findings : Finding present
Large size
Non-graded change

- 6ST -

Kidney
Findings : Finding present
Pale discoloration, bilateral
Non-graded change

Testis, Epididymis, Other organs & tissues
Animal No. : 10411

Finding absent :
Dose : 1000 mg/kg

Test article : Hemimellitene

Kidney
Findings : Finding present
Pale discoloration, bilateral
Non-graded change

Large size, bilateral
Non-graded change

Liver, Testis, Epididymis, Other organs & tissues
Animal No. : 10412

Finding absent :
Dose : 1000 mg/kg

Test article : Hemimellitene

Kidney
Findings : Finding present
Pale discoloration, bilateral
Non-graded change

Liver, Testis, Epididymis, Other organs & tissues

Finding absent :




Appendix 4 - 6 Study No. : SR13054

Necropsy findings

=091 -

Sex : Female Stage : Lactation Day 4 Species : Rat
Test article : Hemimellitene Dose : 0 mg/kg Animal No. : 50151
Finding absent : Lung, Liver, Kidney, Uterus, Vagina, Spleen, Thymus, Adrenal, Skin, Thoracic cavity, Gther organs & tissues
Test article : Hemimellitene Dose : 0 mg/kg Animal No. : 50152 Non-pregnancy
Vagina
Findings : Finding present
Atresia
Non-graded change
Finding absent : Lung, Liver, Kidney, Uterus, Spleen, Thymus, Adrenal, Skin, Thoracic cavity, Other organs & tissues
Test article : Hemimellitene Dose : 0 mg/kg Animal No. : 50153 Non-pregnancy
Uterus

Findings : Finding present
Retention, white mucus
Non-graded change
Dilatation, lumen
Non-graded change

Vagina
Findings : Finding present
Atresia
Non-graded change

Finding absent : Lung, Liver, Kidney, Spleen, Thymus, Adrenal, Skin, Thoracic cavity, Other argans & tissues

Test article : Hemimellitene Dose : 0 mg/kg Animal No. : 50154

Finding absent : Lung, Liver, Kidney, Uterus, Vagina, Spleen, Thymus, Adrenal, Skin, Thoracic cavity, Other organs & tissues

Test article : Hemimellitene Dose : 0 mg/kg Animal No. : 50155

Finding absent : Lung, Liver, Kidney, Uterus, Vagina, Spleen, Thymus, Adrenal, Skin, Thoracic cavity, Other organs & tissues

Test article : Hemimellitene Dose : 0 mg/kg Animal No. : 50156

Finding absent : Lung, Liver, Kidney, Uterus, Vagina, Spleen, Thymus, Adrenal, Skin, Thoracic cavity, Other organs & tissues

Test article : Hemimellitene Dose : 0 mg/kg Animal No. : 50157

Finding absent : Lung, Liver, Kidney, Uterus, Vagina, Spleen, Thymus, Adrenal, Skin, Thoracic cavity, Other organs & tissues

Test article : Hemimellitene Dose : 0 mg/kg Animal No. : 50158

Finding absent : Lung, Liver, Kidney, Uterus, Vagina, Spleen, Thymus, Adrenal, Skin, Thoracic cavity, Other organs & tissues

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

Finding absent : Lung, Liver, Kidney, Uterus, Vagina, Spleen, Thymus, Adrenal, Skin, Thoracic cavity, Other organs & tissues

Test article : Hemimellitene Dose : 0 mg/kg Animal No. : 50160

Finding absent : Lung, Liver, Kidney, Uterus, Vagina, Spleen, Thymus, Adrenal, Skin, Thoracic cavity, Other organs & tissues

Test article : Hemimellitene Dose : 0 mg/kg Animal No. : 50161

Finding absent : Lung, Liver, Kidney, Uterus, Vagina, Spleen, Thymus, Adrenal, Skin, Thoracic cavity, Other organs & tissues

Test article : Hemimellitene Dose : 0 mg/kg Animal No. : 50162

Finding absent : Lung, Liver, Kidney, Uterus, Vagina, Spleen, Thymus, Adrenal, Skin, Thoracic cavity, Other organs & tissues
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Appendix 4 -7 Study No. : SR13054
Necropsy findings
Sex : Female Stage : Lactation Day 4 Species : Rat
Test article : Hemimellitene Dose : 40 mg/kg Animal No. : 50251
Finding absent : Lung, Liver, Kidney, Uterus, Vagina, Spleen, Thymus, Adrenal, Skin, Thoracic cavity, Gther organs & tissues
Test article : Hemimellitene Dose : 40 mg/kg Animal No. : 50252
Finding absent : Lung, Liver, Kidney, Uterus, Vagina, Spleen, Thymus, Adrenal, Skin, Thoracic cavity, Other organs & tissues
Test article : Hemimellitene Dose : 40 mg/kg Animal No. : 50253
Finding absent : Lung, Liver, Kidney, Uterus, Vagina, Spleen, Thymus, Adrenal, Skin, Thoracic cavity, Other organs & tissues
Test article : Hemimellitene Dose : 40 mg/kg Animal No. : 50254
Finding absent : Lung, Liver, Kidney, Uterus, Vagina, Spleen, Thymus, Adrenal, Skin, Thoracic cavity, Other organs & tissues
Test article : Hemimellitene Dose : 40 mg/kg Animal No. : 50255
Finding absent : Lung, Liver, Kidney, Uterus, Vagina, Spleen, Thymus, Adrenal, Skin, Thoracic cavity, Other organs & tissues
Test article : Hemimellitene Dose : 40 mg/kg Animal No. : 50256
Finding absent : Lung, Liver, Kidney, Uterus, Vagina, Spleen, Thymus, Adrenal, Skin, Thoracic cavity, Other organs & tissues
Test article : Hemimellitene Dose : 40 mg/kg Animal No. : 50257 Non-pregnancy
Finding absent : Lung, Liver, Kidney, Uterus, Vagina, Spleen, Thymus, Adrenal, Skin, Thoracic cavity, Other organs & tissues
Test article : Hemimellitene Dose : 40 mg/kg Animal No. : 50258 Total litter loss
Spleen
Findings : Finding present
Small size
Non-graded change
Thymus
Findings : Finding present
Small size
Non-graded change
Finding absent : Lung, Liver, Kidney, Uterus, Vagina, Adrenal, Skin, Thoracic cavity, Other organs & tissues
Test article : Hemimellitene Dose : 40 mg/kg Animal No. : 50259
Finding absent : Lung, Liver, Kidney, Uterus, Vagina, Spleen, Thymus, Adrenal, Skin, Thoracic cavity, Other organs & tissues
Test article : Hemimellitene Dose : 40 mg/kg Animal No. : 50260
Finding absent : Lung, Liver, Kidney, Uterus, Vagina, Spleen, Thymus, Adrenal, Skin, Thoracic cavity, Other organs & tissues
Test article : Hemimellitene Dose : 40 mg/kg Animal No. : 50261
Skin

Findings : Finding present
Subcutaneous mass, grayish white
Non-graded change
Finding Comment : right abdomen, 20 x 15 x 5, mm

Finding absent : Lung, Liver, Kidney, Uterus, Vagina, Spleen, Thymus, Adrenal, Thoracic cavity, Other organs & tissues

Test article : Hemimellitene Dose : 40 mg/kg Animal No. : 50262

Finding absent : Lung, Liver, Kidney, Uterus, Vagina, Spleen, Thymus, Adrenal, Skin, Thoracic cavity, Other organs & tissues




Appendix 4 - 8

Necropsy findings
Sex : Female

Stage : Lactation Day 4

Study No. : SR13054

Species : Rat

Test article : Hemimellitene Dose : 200 mg/kg

Animal No. : 50351

Finding absent : Lung, Liver, Kidney, Uterus, Vagina,

Spleen, Thymus, Adrenal, Skin, Thoracic cavity, Other organs & tissues

Test article : Hemimellitene Dose : 200 mg/kg

Animal No. : 50352

Finding absent : Lung, Liver, Kidney, Uterus, Vagina,

Spleen, Thymus, Adrenal, Skin, Thoracic cavity, Other organs & tissues

Test article : Hemimellitene Dose : 200 mg/kg

Animal No. : 50353

Finding absent : Lung, Liver, Kidney, Uterus, Vagina,

Spleen, Thymus, Adrenal, Skin, Thoracic cavity, Other organs & tissues

Test article : Hemimellitene Dose : 200 mg/kg

Animal No. : 50354

Skin
Findings : Finding present
Subcutaneous mass, grayish white
Non-graded change

Finding Comment : right cervix, 30 x 25 x 10, mm

Finding absent : Lung, Liver, Kidney, Uterus, Vagina,

Spleen, Thymus, Adrenal, Thoracic cavity, Other organs & tissues

Test article : Hemimellitene Dose : 200 mg/kg

Animal No. : 50355

Finding absent : Lung, Liver, Kidney, Uterus, Vagina,

Spleen, Thymus, Adrenal, Skin, Thoracic cavity, Other organs & tissues

Test article : Hemimellitene Dose : 200 mg/kg

Animal No. : 50356

Finding absent : Lung, Liver, Kidney, Uterus, Vagina,

Spleen, Thymus, Adrenal, Skin, Thoracic cavity, Other organs & tissues

Test article : Hemimellitene Dose : 200 mg/kg

Animal No. : 50357

Finding absent : Lung, Liver, Kidney, Uterus, Vagina,

Spleen, Thymus, Adrenal, Skin, Thoracic cavity, Gther organs & tissues

Test article : Hemimellitene Dose : 200 mg/kg

Animal No. : 50358

Finding absent : Lung, Liver, Kidney, Uterus, Vagina,

Spleen, Thymus, Adrenal, Skin, Thoracic cavity, Other organs & tissues

Test article : Hemimellitene Dose : 200 mg/kg

Animal No. : 50359 Non-delivery

Finding absent : Lung, Liver, Kidney, Uterus, Vagina,

Spleen, Thymus, Adrenal, Skin, Thoracic cavity, Other organs & tissues
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Appendix 4 -9

Necropsy findings
Sex : Female
Animal No. : 50360 Death (Lactaion day 3)

Stage : Lactation Day 4

Study No. : SR13054

Species : Rat

Test article : Hemimellitene Dose : 200 mg/kg

Lung
Findings : Finding present
Dark red
Non-graded change
Finding Comment : cranial lobe and middle lobe of right lung
Kidney

Findings : Finding present
Black spot, surface, multifocal, bilateral
Non-graded change
Pale brown, bilateral
Non-graded change

Thymus
Findings : Finding present
Small size
Non-graded change
Adrenal

Findings : Finding present
Large size, bilateral
Non-graded change

Thoracic cavity
Findings : Finding present
Hydrothorax, pale yellow, serous and transparent

Non-graded change
Finding Comment : 5 mL

Liver, Uterus, Vagina, Spleen, Skin, Other organs & tissues

Finding absent :

Dose : 200 mg/kg Animal No. : 50361

Test article : Hemimellitene
Lung, Liver, Kidney, Uterus, Vagina, Spleen, Thymus, Adrenal, Skin, Thoracic cavity, Other organs & tissues

Finding absent :

Dose : 200 mg/kg Animal No. : 50362 Non-delivery

Test article : Hemimellitene
Lung, Liver, Kidney, Uterus, Vagina, Spleen, Thymus, Adrenal, Skin, Thoracic cavity, Other organs & tissues

Finding absent :
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Appendix 4 - 10

Necropsy findings

Study No. : SR13054

Sex : Female Stage : Lactation Day 4 Species : Rat
Test article : Hemimellitene Dose : 1000 mg/kg Animal No. : 50451
Finding absent : Lung, Liver, Kidney, Uterus, Vagina, Spleen, Thymus, Adrenal, Skin, Thoracic cavity, Gther organs & tissues
Test article : Hemimellitene Dose : 1000 mg/kg Animal No. : 50452
Liver
Findings : Finding present
Large size
Non-graded change
Finding absent : Lung, Kidney, Uterus, Vagina, Spleen, Thymus, Adrenal, Skin, Thoracic cavity, Other organs & tissues
Test article : Hemimellitene Dose : 1000 mg/kg Animal No. : 50453 Unsuccessful mating
Finding absent : Lung, Liver, Kidney, Uterus, Vagina, Spleen, Thymus, Adrenal, Skin, Thoracic cavity, Other organs & tissues
Test article : Hemimellitene Dose : 1000 mg/kg Animal No. : 50454
Finding absent : Lung, Liver, Kidney, Uterus, Vagina, Spleen, Thymus, Adrenal, Skin, Thoracic cavity, Other organs & tissues
Test article : Hemimellitene Dose : 1000 mg/kg Animal No. : 50455
Finding absent : Lung, Liver, Kidney, Uterus, Vagina, Spleen, Thymus, Adrenal, Skin, Thoracic cavity, Other organs & tissues
Test article : Hemimellitene Dose : 1000 mg/kg Animal No. : 50456 Non-pregnancy
Uterus

Findings : Finding present
Retention, white mucus
Non-graded change
Dilatation, lumen
Non-graded change

Vagina
Findings : Finding present
Atresia
Non-graded change

Finding absent : Lung, Liver, Kidney, Spleen, Thymus, Adrenal, Skin, Thoracic cavity, Other organs & tissues

Test article : Hemimellitene Dose : 1000 mg/kg Animal No. : 50457

Finding absent : Lung, Liver, Kidney, Uterus, Vagina, Spleen, Thymus, Adrenal, Skin, Thoracic cavity, Other organs & tissues

Test article : Hemimellitene Dose : 1000 mg/kg Animal No. : 50458

Finding absent : Lung, Liver, Kidney, Uterus, Vagina, Spleen, Thymus, Adrenal, Skin, Thoracic cavity, Other organs & tissues

Test article : Hemimellitene Dose : 1000 mg/kg Animal No. : 50459 Non-pregnancy

Finding absent : Lung, Liver, Kidney, Uterus, Vagina, Spleen, Thymus, Adrenal, Skin, Thoracic cavity, Other organs & tissues

Test article : Hemimellitene Dose : 1000 mg/kg Animal No. : 50460

Finding absent : Lung, Liver, Kidney, Uterus, Vagina, Spleen, Thymus, Adrenal, Skin, Thoracic cavity, Other organs & tissues

Test article : Hemimellitene Dose : 1000 mg/kg Animal No. : 50461

Finding absent : Lung, Liver, Kidney, Uterus, Vagina, Spleen, Thymus, Adrenal, Skin, Thoracic cavity, Other organs & tissues

Test article : Hemimellitene Dose : 1000 mg/kg Animal No. : 50462

Finding absent : Lung, Liver, Kidney, Uterus, Vagina, Spleen, Thymus, Adrenal, Skin, Thoracic cavity, Other organs & tissues
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Organ weight Stage : FO Day 43
Sex : Male Dose : Hemimellitene 0 mg/kg Species : Rat
Body Liver Kidney Testis Epididymis
weight
AB RE AB RE AB RE AB RE
Animal No. g g g/100g g g/100g g 9/100g g g/100g
10101 491 15.49 3.15 3.20 0.65 3.58 0.73 1.43 0.29
10102 531 18.61 3.50 3.65 0.69 3.94 0.74 1.42 0.27
10103 565 19.32 3.42 3.67 0.65 3.37 0.60 1.32 0.23
10104 533 17.49 3.28 3.63 0.68 3.16 0.59 1.40 0.26
10105 470 14.77 3.14 3.10 0.66 3.23 0.69 1.22 0.26
10106 573 17.37 3.03 3.47 0.61 3.30 0.58 1.32 0.23
10107 484 13.96 2.88 3.34 0.69 3.27 0.68 1.09 0.23
10108 525 19.68 3.75 3.61 0.69 2.68 0.51 1.13 0.22
10109 492 14.68 2.98 3.26 0.66 3.67 0.75 1.39 0.28
10110 596 20.81 3.49 3.98 0.67 3.52 0.59 1.30 0.22
10111 518 17.97 3.47 3.45 0.67 3.27 0.63 1.33 0.26
10112 603 18.37 3.05 3.66 0.61 3.35 0.56 1.62 0.27
n 12 12 12 12 12 12 12 12 12
Mean 531.8 17.377 3.262 3.502 0.661 3.362 0.638 1.331 0.252
S.D. 44.3 2.196 0.264 0.247 0.028 0.308 0.079 0.142 0.024
Prostate Seminal
vesicle
AB RE AB RE
Animal No. mg mg/100g g g/100g
10101 557 113.44 2.02 0.41
10102 848 159.70 213 0.40
10103 634 112.21 237 042
10104 653 122.51 263 0.49
10105 816 173.62 2.32 0.49
10106 779 135.95 1.96 0.34
10107 747 154.34 2.38 0.49
10108 870 165.71 2.53 0.48
10109 530 107.72 2.38 0.48
10110 650 109.06 2.28 0.38
10111 723 139.58 2.46 0.47
10112 1126 186.73 2.44 0.40
n 12 12 12 12
Mean 744.4 140.048 2.325 0.438
S.D. 162.2 27.582 0.200 0.052

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



Appendix 5 - 2 Study No. : SR13054
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Organ weight Stage : FO Day 43
Sex : Male Dose : Hemimellitene 40 mg/kg Species : Rat
Body Liver Kidney Testis Epididymis
weight
AB RE AB RE AB RE AB RE
Animal No. g g g/100g g g/100g g 9/100g g g/100g
10201 492 18.09 3.68 3.86 0.78 3.19 0.65 1.34 0.27
10202 535 20.49 3.83 3.63 0.68 2.89 0.54 1.20 0.22
10203 588 24.16 4.11 3.82 0.65 2.20 0.37 1.03 0.18
10204 575 22.45 3.90 4.02 0.70 3.07 0.53 1.34 0.23
10205 537 19.11 3.56 3.61 0.67 2.51 0.47 1.06 0.20
10206 558 22.57 4.04 3.89 0.70 3.53 0.63 1.41 0.25
10207 609 24.22 3.98 4.04 0.66 3.43 0.56 1.46 0.24
10208 515 16.80 3.26 3.40 0.66 2.74 0.53 1.29 0.25
10209 517 17.58 3.40 3.98 0.77 3.34 0.65 1.34 0.26
10210 581 18.71 3.22 3.99 0.69 3.69 0.64 1.40 0.24
10211 574 17.99 3.13 3.84 0.67 3.31 0.58 1.23 0.21
10212 493 16.04 3.25 3.46 0.70 2.94 0.60 1.29 0.26
n 12 12 12 12 12 12 12 12 12
Mean 547.8 19.851 3.613 3.795 0.694 3.070 0.563 1.283 0.234
S.D. 38.6 2.854 0.356 0.219 0.041 0.437 0.083 0.133 0.027
Prostate Seminal
vesicle
AB RE AB RE
Animal No. mg mg/100g g g/100g
10201 1071 217.68 3.18 0.65
10202 512 95.70 232 0.43
10203 1277 217.18 2.31 0.39
10204 863 150.09 2.69 0.47
10205 627 116.76 2.23 0.42
10206 886 158.78 2.16 0.39
10207 605 99.34 2.47 0.41
10208 797 154.76 2.26 0.44
10209 650 125.73 2.55 0.49
10210 858 147.68 2.20 0.38
10211 672 117.07 2.23 0.39
10212 778 157.81 2.61 0.53
n 12 12 12 12
Mean 799.7 146.548 2434 0.449
S.D. 2145 39.784 0.292 0.078

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



- L9T -

Appendix 5 - 3 Study No. : SR13054
Organ weight Stage : FO Day 43
Sex : Male Dose : Hemimellitene 200 mg/kg Species : Rat
Body Liver Kidney Testis Epididymis
weight
AB RE AB RE AB RE AB RE
Animal No. g g g/100g g g/100g g 9/100g g g/100g
10301 549 19.57 3.56 3.84 0.70 3.31 0.60 1.44 0.26
10302 468 17.10 3.65 3.80 0.81 3.68 0.79 1.43 0.31
10303 623 26.63 4.27 4.95 0.79 3.05 0.49 1.28 0.21
10304 620 24.07 3.88 4.49 0.72 3.31 0.53 1.43 0.23
10305 537 20.50 3.82 4.08 0.76 3.46 0.64 1.23 0.23
10306 572 22.88 4.00 3.82 0.67 3.56 0.62 1.61 0.28
10307 515 18.81 3.65 3.78 0.73 3.16 0.61 1.29 0.25
10308 511 19.00 3.72 3.95 0.77 3.19 0.62 1.32 0.26
10309 517 16.96 3.28 3.81 0.74 3.32 0.64 1.30 0.25
10310 536 19.36 3.61 3.95 0.74 3.03 0.57 1.46 0.27
10311 547 18.01 3.29 3.77 0.69 3.46 0.63 1.49 0.27
10312 543 20.72 3.82 3.95 0.73 3.48 0.64 1.46 0.27
n 12 12 12 12 12 12 12 12 12
Mean 544.8 20.301 3.713 4.016 0.738 3.334 0.615 1.395 0.258
S.D. 441 2.910 0.278 0.355 0.041 0.202 0.073 0.110 0.026
Prostate Seminal
vesicle
AB RE AB RE
Animal No. mg mg/100g g g/100g
10301 935 170.31 2.26 0.41
10302 438 93.59 2.83 0.60
10303 646 103.69 2.39 0.38
10304 576 92.90 243 0.39
10305 667 124.21 1.88 0.35
10306 1211 211.71 2.80 0.49
10307 757 146.99 2.30 0.45
10308 948 185.52 2.52 0.49
10309 846 163.64 2.66 0.51
10310 750 139.93 2.52 0.47
10311 1043 190.68 2.34 0.43
10312 1221 224.86 2.42 0.45
n 12 12 12 12
Mean 836.5 154.003 2.446 0.452
S.D. 244.7 44.821 0.256 0.068

AB : Absolute weight, RE : Relative weight by body weight
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Organ weight Stage : FO Day 43
Sex : Male Dose : Hemimellitene 1000 mg/kg Species : Rat
Body Liver Kidney Testis Epididymis
weight
AB RE AB RE AB RE AB RE
Animal No. g g g/100g g g/100g g 9/100g g g/100g
10401 519 25.70 4.95 4.44 0.86 3.52 0.68 1.28 0.25
10402 538 28.26 5.25 5.09 0.95 3.59 0.67 1.24 0.23
10403 504 24.45 4.85 4.15 0.82 3.26 0.65 1.10 0.22
10404 529 27.08 5.12 4.75 0.90 3.37 0.64 1.40 0.26
10405 506 27.10 5.36 4.39 0.87 3.52 0.70 1.16 0.23
10406 450 20.49 4.55 3.99 0.89 3.25 0.72 1.40 0.31
10407 508 25.90 5.10 3.99 0.79 3.44 0.68 1.33 0.26
10408 562 28.94 5.15 4.43 0.79 3.52 0.63 1.55 0.28
10409 447 20.44 4.57 4.26 0.95 3.18 0.71 1.37 0.31
10410 547 26.28 4.80 4.66 0.85 3.65 0.67 1.44 0.26
10411 514 23.93 4.66 5.13 1.00 3.39 0.66 1.38 0.27
10412 513 23.04 4.49 4.61 0.90 3.32 0.65 1.38 0.27
n 12 12 12 12 12 12 12 12 12
Mean 511.4 25.134 4.904 4.491 0.881 3.418 0.672 1.336 0.263
S.D. 34.3 2.764 0.295 0.377 0.065 0.147 0.028 0.124 0.029
Prostate Seminal
vesicle
AB RE AB RE
Animal No. mg mg/100g g g/100g
10401 725 139.69 197 0.38
10402 776 144.24 225 0.42
10403 538 106.75 1.77 0.35
10404 562 106.24 242 0.46
10405 671 132.61 1.92 0.38
10406 534 118.67 2.04 0.45
10407 591 116.34 2.10 0.41
10408 698 124.20 2.14 0.38
10409 672 150.34 1.81 0.40
10410 834 152.47 2.71 0.50
10411 550 107.00 2.29 0.45
10412 636 123.98 2.71 0.53
n 12 12 12 12
Mean 648.9 126.878 2178 0.426
S.D. 98.2 16.852 0.313 0.054

AB : Absolute weight, RE : Relative weight by body weight
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Appendix 5 - 5 Study No. : SR13054

Organ weight Stage : FO lactation Day 4
Sex : Female Dose : Hemimellitene 0 mg/kg Species : Rat
Body Liver Kidney Ovary
weight
AB RE AB RE AB RE
Animal No. g g g/100g g g/100g mg mg/100g
50151 316 12.32 3.90 1.99 0.63 91 28.80
50154 397 15.53 3.91 2.70 0.68 127 31.99
50155 340 13.09 3.85 2.05 0.60 128 37.65
50156 376 14.80 3.94 2.25 0.60 125 33.24
50157 326 13.49 4.14 245 0.75 116 35.58
50158 369 17.58 4.76 2.30 0.62 129 34.96
50159 317 13.61 4.29 2.05 0.65 110 34.70
50160 369 14.78 4.01 2.30 0.62 122 33.06
50161 311 11.97 3.85 2.21 0.71 86 27.65
50162 334 13.12 3.93 1.92 0.57 80 23.95
n 10 10 10 10 10 10 10
Mean 345.5 14.029 4.058 2.222 0.643 111.4 32.158
S.D. 30.0 1.678 0.283 0.235 0.055 18.8 4.179

AB : Absolute weight, RE : Relative weight by body weight
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Appendix 5 - 6 Study No. : SR13054

Organ weight Stage : FO lactation Day 4
Sex : Female Dose : Hemimellitene 40 mg/kg Species : Rat
Body Liver Kidney Ovary
weight
AB RE AB RE AB RE
Animal No. g g g/100g g g/100g mg mg/100g
50251 365 15.79 4.33 2.35 0.64 111 30.41
50252 358 15.60 4.36 219 0.61 111 31.01
50253 324 13.89 4.29 212 0.65 106 32.72
50254 330 14.81 4.49 2.47 0.75 113 34.24
50255 330 11.93 3.62 215 0.65 87 26.36
50256 336 14.90 4.43 2.57 0.76 111 33.04
50259 334 13.056 3.91 2.28 0.68 130 38.92
50260 347 15.75 4.54 2.40 0.69 117 33.72
50261 340 14.58 4.29 2.21 0.65 124 36.47
50262 363 15.02 4.14 2.52 0.69 125 34.44
n 10 10 10 10 10 10 10
Mean 3427 14.532 4.240 2.326 0.677 113.5 33.133
S.D. 14.8 1.249 0.283 0.160 0.048 12.0 3.430

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



Appendix 5 - 7 Study No. : SR13054

Organ weight Stage : FO lactation Day 4
Sex : Female Dose : Hemimellitene 200 mg/kg Species : Rat
Body Liver Kidney Ovary
weight
AB RE AB RE AB RE
Animal No. g g g/100g g g/100g mg mg/100g
50351 371 15.84 4.27 2.55 0.69 99 26.68
50352 345 15.12 4.38 2.33 0.68 108 31.30
50353 348 15.60 4.48 2.54 0.73 119 34.20
50354 332 15.31 4.61 2.26 0.68 137 41.27
50355 344 14.94 4.34 2.63 0.76 127 36.92
50356 344 16.51 4.80 2.85 0.83 103 29.94
50357 347 16.59 4.78 219 0.63 114 32.85
50358 372 16.22 4.36 2.78 0.75 138 37.10
50361 307 14.16 4.61 2.06 0.67 92 29.97
n 9 9 9 9 9 9 9
Mean 345.6 15.588 4.514 2.466 0.713 115.2 33.359
S.D. 19.5 0.796 0.195 0.271 0.060 16.4 4.503

“ILT -

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



Appendix 5 - 8

Organ weight

Stage : FO lactation Day 4

Study No. : SR13054

Sex : Female Dose : Hemimellitene 1000 mg/kg Species : Rat
Body Liver Kidney Ovary
weight
AB RE AB RE AB RE
Animal No. g g g/100g g g/100g mg mg/100g

50451 301 17.77 5.90 243 0.81 112 37.21
50452 350 22.22 6.35 2.66 0.76 128 36.57
50454 309 15.95 5.16 2.63 0.85 101 32.69
50455 335 19.98 5.96 2.49 0.74 96 28.66
50457 316 16.86 5.34 2.39 0.76 102 32.28
50458 334 18.17 5.44 2.59 0.78 109 32.63
50460 312 17.60 5.64 2.16 0.69 104 33.33
50461 346 19.37 5.60 2.74 0.79 92 26.59
50462 328 18.14 5.53 2.52 0.77 121 36.89
n 9 9 9 9 9 9 9
Mean 325.7 18.451 5.658 2.512 0.772 107.2 32.983
S.D. 171 1.855 0.361 0.173 0.045 11.6 3.647

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



Study No. : SR13054

Appendix 5 - 9
Organ weight Stage : FO total litter loss
Sex : Female Dose : Hemimellitene 40 mg/kg Species : Rat
Body Liver Kidney Ovary
weight
AB RE AB RE AB RE
Animal No. g g g/100g g g/100g mg mg/100g
50258 241 8.98 3.73 2.56 1.06 123 51.04
n 1 1 1 1 1 1 1
Mean 241.0 8.980 3.730 2.560 1.060 123.0 51.040
S.D.
AB : Absolute weight, RE : Relative weight by body weight

A
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Appendix 5 - 10 Study No. : SR13054

Organ weight Stage : Non-delivery
Sex : Female Dose : Hemimellitene 200 mg/kg Species : Rat
Body Liver Kidney Ovary
weight
AB RE AB RE AB RE
Animal No. g g g/100g g g/100g mg mg/100g
50359 306 11.70 3.82 2.03 0.66 89 29.08
50362 302 10.84 3.59 2.29 0.76 115 38.08
n 2 2 2 2 2 2 2
Mean 304.0 11.270 3.705 2.160 0.710 102.0 33.580
S.D. 2.8 0.608 0.163 0.184 0.071 18.4 6.364

AB : Absolute weight, RE : Relative weight by body weight
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Appendix 5 - 11 Study No
Organ weight Stage : FO non-pregnancy
Sex : Female Dose : Hemimellitene 0 mg/kg Species : Rat
Body Liver Kidney Ovary
weight
AB RE AB RE AB RE
Animal No. g g g/100g g g/100g mg mg/100g
50152 318 % 1152 § 362 % 224'% 070 % 122 38.36 $
50153 375 % 12.65 § 3378 264 8% 070 % 112 § 29.87 $
n 0 0 0 0 0 0 0
Mean
S.D.
AB : Absolute weight, RE : Relative weight by body weight

$ : Excepted data from calculation

-SLT -



Study No. : SR13054

Appendix 5 - 12
Organ weight Stage : FO non-pregnancy
Sex : Female Dose : Hemimellitene 40 mg/kg Species : Rat
Body Liver Kidney Ovary
weight
AB RE AB RE AB RE
Animal No. g g/100g g/100g mg mg/100g
50257 289 § 848 % 293% 1.83 § 0.63 % 134 § 46.37 §
n 0 0 0 0 0 0 0
Mean
S.D.
AB : Absolute weight, RE : Relative weight by body weight

$ : Excepted data from calculation

“9L1 -
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Appendix 5 - 13 Study No
Organ weight Stage : FO non-pregnancy
Sex : Female Dose : Hemimellitene 1000 mg/kg Species : Rat
Body Liver Kidney Ovary
weight
AB RE AB RE AB RE
Animal No. g g g/100g g g/100g mg mg/100g
50456 315 % 15.03 § 477 % 250% 079% 7% 24.44 %
50459 347 % 18.58 § 5358 2708 0.78 § 108 § 3112 %
n 0 0 0 0 0 0 0
Mean
S.D.
AB : Absolute weight, RE : Relative weight by body weight

$ : Excepted data from calculation

“LLT -
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Appendix 5 - 14
Organ weight Stage : Unsuccessful mating
Sex : Female Dose : Hemimellitene 1000 mg/kg Species : Rat
Body Liver Kidney Ovary
weight
AB RE AB RE AB RE
Animal No. g g g/100g g g/100g mg mg/100g
50453 309 15.98 5.17 2.36 0.76 58 18.77
n 1 1 1 1 1 1 1
Mean 309.0 15.980 5.170 2.360 0.760 58.0 18.770
S.D.
AB : Absolute weight, RE : Relative weight by body weight

- 8L1 -



Appendix 6 - 1
Histopathological findings
Sex : Male

Animal No. : 10101

Stage : Day 43

Sprcies : Rat

Study No. : SR13054

Test article : Hemimellitene Dose : 0 mg/kg
Liver, Kidney, Testis, Epididymis, Prostate, Seminal vesicle, Coagulating gland
Infertility

Finding absent :
Animal No. : 10102

Test article : Hemimellitene Dose : 0 mg/kg
Kidney
Findings : Finding present
Infiltration, inflammatory cell, renal pelvic mucosa
Slight

Finding absent : Liver, Testis, Epididymis, Prostate, Seminal vesicle, Coagulating gland
Test article : Hemimellitene Dose : 0 mgrkg Animal No. : 10103 Infertility

Finding absent : Liver, Kidney, Testis, Epididymis, Prostate, Seminal vesicle, Coagulating gland

Animal No. : 10104

Test article : Hemimellitene Dose : 0 mgrkg
Liver, Kidney, Testis, Epididymis, Prostate, Seminal vesicle, Coagulating gland

Finding absent :
Animal No. : 10105

Test article : Hemimellitene Dose : 0 mg/kg
Prostate
Findings : Finding present
Inflammation
1 Slight
—
é Finding absent : Liver, Kidney, Testis, Epididymis, Seminal vesicle, Coagulating gland
1
Test article : Hemimellitene Dose : 0 mg/kg Animal No. : 10106

Liver
Findings : Finding present
Microgranuloma
Slight
Kidney, Testis, Epididymis, Prostate, Seminal vesicle, Coagulating gland

Finding absent :
Animal No. : 10107

Test article : Hemimellitene Dose : 0 mg/kg
Liver, Kidney, Testis, Epididymis, Prostate, Seminal vesicle, Coagulating gland

Finding absent :




Appendix 6 - 2
Histopathological findings

Sex : Male
Dose : 0 mg/kg

Animal No. : 10108

Stage : Day 43

Sprcies : Rat

Study No. : SR13054

Test article : Hemimellitene

Kidney
Findings : Finding present
Eosinophilic body, proximal tubular epithelium

Slight

Testis
Findings : Finding present
Atrophy, seminiferous tubule
Moderate
Finding Comment : right

Epididymis
Findings : Finding present
Decrease, spermatozoa
Severe
Finding Comment : right

Cell debris, lumen
Slight
Finding Comment : right
Granuloma, spermatic
Slight
Liver, Prostate, Seminal vesicle, Coagulating gland

Finding absent :
Animal No. : 10109

Dose : 0 mg/kg

- 081 -

Test article : Hemimellitene

Liver
Findings : Finding present

Microgranuloma
Slight

Prostate
Findings : Finding present
Inflammation

Mild
Kidney, Testis, Epididymis, Seminal vesicle, Coagulating gland

Finding absent :
Animal No. : 10110

Dose : 0 mg/kg

Test article : Hemimellitene

Kidney
Findings : Finding present
Eosinophilic body, proximal tubular epithelium

Slight
Liver, Testis, Epididymis, Prostate, Seminal vesicle, Coagulating gland

Finding absent :




Stage : Day 43

Appendix 6 - 3
Histopathological findings
Animal No. : 10111

Sex : Male
Dose : 0 mg/kg

Sprcies : Rat

Study No. : SR13054

Test article : Hemimellitene

Kidney
Findings : Finding present
Eosinophilic body, proximal tubular epithelium

Slight

Prostate
Findings : Finding present

Inflammation
Slight
Finding absent : Liver, Testis, Epididymis, Seminal vesicle, Coagulating gland
Animal No. : 10112

Dose : 0 mg/kg

Test article : Hemimellitene

Kidney
Findings : Finding present
Eosinophilic body, proximal tubular epithelium
Slight
Basophilic change, renal tubule
Slight

Prostate
Findings : Finding present

Inflammation
Slight
Liver, Testis, Epididymis, Seminal vesicle, Coagulating gland

- I81 -

Finding absent :




Appendix 6 - 4

Histopathological findings

Study No. : SR13054

Sex : Male Stage : Day 43 Sprcies : Rat
Test article : Hemimellitene Dose : 40 mg/kg Animal No. : 10201
Finding absent : Liver, Kidney
Test article : Hemimellitene Dose : 40 mg/kg Animal No. : 10202
Finding absent : Liver, Kidney
Test article : Hemimellitene Dose : 40 mg/kg Animal No. : 10203
Testis
Findings : Finding present
Atrophy, seminiferous tubule
Severe
Finding Comment : right
Epididymis
Findings : Finding present
Decrease, spermatozoa
Severe
Finding Comment : right
Cell debris, lumen
Slight
Finding Comment : right
' Granuloma, spermatic
— Slight
% Finding Comment : right
1
Finding absent : Liver, Kidney
Test article : Hemimellitene Dose : 40 mg/kg Animal No. : 10204
Kidney
Findings : Finding present
Eosinophilic body, proximal tubular epithelium
Slight
Basophilic change, renal tubule
Slight
Finding absent : Liver
Test article : Hemimellitene Dose : 40 mg/kg Animal No. : 10205
Finding absent : Liver, Kidney
Test article : Hemimellitene Dose : 40 mg/kg Animal No. : 10206
Kidney

Findings : Finding present
Eosinophilic body, proximal tubular epithelium
Slight

Finding absent : Liver
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Histopathological findings
Infertility

Sex : Male
Dose : 40 mg/kg Animal No. : 10207

Stage : Day 43

Sprcies : Rat

Study No. : SR13054

Test article : Hemimellitene
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Kidney
Findings : Finding present
Eosinophilic body, proximal tubular epithelium

Slight
Liver, Testis, Epididymis, Prostate, Seminal vesicle, Coagulating gland

Finding absent :
Animal No. : 10208

Dose : 40 mg/kg

Test article : Hemimellitene

Kidney
Findings : Finding present
Eosinophilic body, proximal tubular epithelium

Slight
Finding absent : Liver
Test article : Hemimellitene Dose : 40 mg/kg Animal No. : 10209
Kidney
Findings : Finding present
Cyst
Slight
Finding absent : Liver
Dose : 40 mg/kg Animal No. : 10210

Test article : Hemimellitene

Liver
Findings : Finding present
Microgranuloma

Slight
Kidney
Findings : Finding present
Basophilic change, renal tubule
Slight
Cyst
Slight
Test article : Hemimellitene Dose : 40 mg/kg Animal No. : 10211
Kidney
Findings : Finding present
Eosinophilic body, proximal tubular epithelium
Slight
Finding absent : Liver
Dose : 40 mg/kg Animal No. : 10212

Test article : Hemimellitene

Kidney
Findings : Finding present
Infiltration, inflammatory cell, renal pelvic mucosa

Slight

Liver

Finding absent :



Stage : Day 43

Appendix 6 - 6
Histopathological findings
Animal No. : 10301

Sex : Male
Dose : 200 mg/kg

Sprcies : Rat

Study No. : SR13054

Test article : Hemimellitene

Liver
Findings : Finding present
Hypertrophy, hepatocyte, centrilobular

Slight

Kidney
Findings : Finding present
Eosinophilic body, proximal tubular epithelium

Slight
Animal No. : 10302

Dose : 200 mg/kg

Test article : Hemimellitene

Kidney
Findings : Finding present
Eosinophilic body, proximal tubular epithelium

Slight
Basophilic change, renal tubule
Slight

Liver
Animal No. : 10303

Finding absent :
Dose : 200 mg/kg

Test article : Hemimellitene

Liver
Findings : Finding present
Hypertrophy, hepatocyte, centrilobular

Slight

- P8I -

Kidney
Findings : Finding present
Eosinophilic body, proximal tubular epithelium

Slight
Finding Comment : alpha-2u-globulin antibody positive

Basophilic change, renal tubule
Slight
Animal No. : 10304

Dose : 200 mg/kg

Test article : Hemimellitene

Liver
Findings : Finding present
Hypertrophy, hepatocyte, centrilobular

Slight
Kidney
Findings : Finding present
Eosinophilic body, proximal tubular epithelium
Slight
Finding Comment : alpha-2u-globulin antibody positive

Basophilic change, renal tubule
Slight
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Histopathological findings

Sex : Male
Dose : 200 mg/kg Animal No. : 10305

Stage : Day 43

Sprcies : Rat

Study No. : SR13054

Test article : Hemimellitene
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Liver
Findings : Finding present
Microgranuloma
Slight

Kidney
Findings : Finding present
Eosinophilic body, proximal tubular epithelium

Slight
Animal No. : 10306

Dose : 200 mg/kg

Test article : Hemimellitene

Liver
Findings : Finding present
Hypertrophy, hepatocyte, centrilobular

Slight

Kidney
Findings : Finding present
Eosinophilic bady, proximal tubular epithelium

Mild
Animal No. : 10307

Dose : 200 mg/kg

Test article : Hemimellitene

Kidney
Findings : Finding present
Eosinophilic body, proximal tubular epithelium

Slight

Finding absent : Liver
Animal No. : 10308

Dose : 200 mg/kg

Test article : Hemimellitene

Kidney
Findings : Finding present
Eosinophilic body, proximal tubular epithelium

slight

Finding absent : Liver
Animal No. : 10309

Dose : 200 mg/kg

Test article : Hemimellitene

Liver
Findings : Finding present
Hypertrophy, hepatocyte, centrilobular
Slight

Finding absent : Kidney
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Histopathological findings

Sex : Male
Dose : 200 mg/kg Animal No. : 10310

Stage : Day 43

Sprcies : Rat

Study No. : SR13054

Test article : Hemimellitene

Liver
Findings : Finding present
Hypertrophy, hepatocyte, centrilobular

Slight

Kidney
Findings : Finding present
Eosinophilic body, proximal tubular epithelium

Mild
Basophilic change, renal tubule
Slight
Animal No. : 10311

Dose : 200 mg/kg

Test article : Hemimellitene

Kidney
Findings : Finding present
Eosinophilic body, proximal tubular epithelium
Slight

Liver
Animal No. : 10312

Finding absent :
Dose : 200 mg/kg

Test article : Hemimellitene

Kidney
Findings : Finding present
Eosinophilic body, proximal tubular epithelium

Mild

- 981 -

Liver

Finding absent :
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Histopathological findings

Sex : Male
Dose : 1000 mg/kg Animal No. : 10401

Stage : Day 43

Sprcies : Rat

Study No. : SR13054

Test article : Hemimellitene
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Liver
Findings : Finding present
Hypertrophy, hepatocyte, centrilobular

Mild

Kidney
Findings : Finding present
Eosinophilic body, proximal tubular epithelium

Mild
Finding Comment : alpha-2u-globulin antibody positive
Testis, Epididymis, Prostate, Seminal vesicle, Coagulating gland

Finding absent :
Animal No. : 10402

Dose : 1000 mg/kg

Test article : Hemimellitene

Liver
Findings : Finding present
Hypertrophy, hepatocyte, centrilobular

Slight

Kidney
Findings : Finding present
Easinophilic bady, proximal tubular epithelium

Mild
Finding Comment : alpha-2u-globulin antibody positive

Testis, Epididymis, Prostate, Seminal vesicle, Coagulating gland
Animal No. : 10403 Unsuccesssful mating

Finding absent :
Dose : 1000 mg/kg

Test article : Hemimellitene

Liver
Findings : Finding present
Hypertrophy, hepatocyte, centrilobular

Mild
Microgranuloma
Slight

Kidney
Findings : Finding present
Eosinophilic body, proximal tubular epithelium
Mild
Testis, Epididymis, Prostate, Seminal vesicle, Coagulating gland

Finding absent :
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Histopathological findings
Sex : Male
Dose : 1000 mg/kg

Animal No. : 10404

Stage : Day 43

Sprcies : Rat

Study No. : SR13054

Test article : Hemimellitene
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Liver
Findings : Finding present
Hypertrophy, hepatocyte, centrilobular

Mild

Kidney
Findings : Finding present
Eosinophilic body, proximal tubular epithelium

Mild
Finding Comment : alpha-2u-globulin antibody positive
Testis, Epididymis, Prostate, Seminal vesicle, Coagulating gland

Finding absent :
Animal No. : 10405

Dose : 1000 mg/kg

Test article : Hemimellitene

Liver
Findings : Finding present
Hypertrophy, hepatocyte, centrilobular

Mild

Kidney
Findings : Finding present
Easinophilic bady, proximal tubular epithelium
Slight
Finding absent : Testis, Epididymis, Prostate, Seminal vesicle, Coagulating gland
Animal No. : 10406 Infertility

Dose : 1000 mg/kg

Test article : Hemimellitene

Liver
Findings : Finding present
Hypertrophy, hepatocyte, centrilobular

Mild

Kidney
Findings : Finding present
Eosinophilic body, proximal tubular epithelium

Slight

Prostate
Findings : Finding present

Inflammation
Slight
Testis, Epididymis, Seminal vesicle, Coagulating gland

Finding absent :



Appendix 6 - 11
Histopathological findings

Sex : Male
Dose : 1000 mg/kg Animal No. : 10407

Stage : Day 43

Sprcies : Rat

Study No. : SR13054

Test article : Hemimellitene

Liver
Findings : Finding present
Hypertrophy, hepatocyte, centrilobular

Slight

Kidney
Findings : Finding present
Eosinophilic body, proximal tubular epithelium

Mild

Prostate
Findings : Finding present

Inflammation
Slight
Testis, Epididymis, Seminal vesicle, Coagulating gland

Animal No. : 10408

Finding absent :
Dose : 1000 mg/kg

Test article : Hemimellitene

Liver
Findings : Finding present
Hypertrophy, hepatocyte, centrilobular

1
— Mild
xR

O

0 Kidney

Findings : Finding present
Eosinophilic body, proximal tubular epithelium
Mild
Prostate
Findings : Finding present
Inflammation
Slight
Finding absent : Testis, Epididymis, Seminal vesicle, Coagulating gland
Dose : 1000 mg/kg Animal No. : 10409 Infertility

Test article : Hemimellitene

Liver
Findings : Finding present
Hypertrophy, hepatocyte, centrilobular

Mild

Kidney
Findings : Finding present
Eosinophilic body, proximal tubular epithelium

Mild
Testis, Epididymis, Prostate, Seminal vesicle, Coagulating gland

Finding absent :
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Histopathological findings
Sex : Male
Dose : 1000 mg/kg

Animal No. : 10410

Stage : Day 43

Sprcies : Rat

Study No. : SR13054

Test article : Hemimellitene

=061 -

Liver
Findings : Finding present
Hypertrophy, hepatocyte, centrilobular

Slight

Kidney
Findings : Finding present
Eosinophilic body, proximal tubular epithelium

Slight
Testis, Epididymis, Prostate, Seminal vesicle, Coagulating gland

Finding absent :
Animal No. : 10411

Dose : 1000 mg/kg

Test article : Hemimellitene

Liver
Findings : Finding present
Hypertrophy, hepatocyte, centrilobular

Slight

Kidney
Findings : Finding present
Eosinophilic body, proximal tubular epithelium

Slight
Testis, Epididymis, Prostate, Seminal vesicle, Coagulating gland

Animal No. : 10412

Finding absent :
Dose : 1000 mg/kg

Test article : Hemimellitene
Liver
Findings : Finding present
Hypertrophy, hepatocyte, centrilobular
Slight

Kidney
Findings : Finding present
Eosinophilic body, proximal tubular epithelium

Slight

Prostate
Findings : Finding present

Inflammation
Slight
Testis, Epididymis, Seminal vesicle, Coagulating gland

Finding absent :




Study No. : SR13054

Appendix 6 - 13
Histopathological findings
Sex : Female Stage : Lactation Day 4 Sprcies : Rat
Test article : Hemimellitene Dose : 0 mg/kg Animal No. : 50151
Finding absent : Liver, Kidney, Ovary, Uterine horn, Uterine cervix, Vagina
Test article : Hemimellitene Dose : 0 mg/kg Animal No. : 50152 Non-pregnancy

- 161 -

Vagina
Findings : Finding present

Septum
Moderate
Infiltration, inflammatory cell, lamina propria
Slight
Liver, Kidney, Ovary, Uterine horn, Uterine cervix
Animal No. : 50153 Non-pregnancy

Finding absent :

Dose : 0 mg/kg

Test article : Hemimellitene

Kidney
Findings : Finding present
Basophilic change, renal tubule

Slight
Cyst
Slight
Uterine horn
Findings : Finding present

Dilatation, lumen
Slight
Infiltration, neutrophil, endometrium

Mild

Uterine cervix
Findings : Finding present
Dilatation, lumen
Slight

Vagina
Findings : Finding present

Septum
Moderate

Liver, Ovary
Animal No. : 50154

Finding absent :
Dose : 0 mg/kg

Liver, Kidney, Ovary, Uterine horn, Uterine cervix, Vagina

Test article : Hemimellitene
Animal No. : 50155

Finding absent :
Dose : 0 mg/kg

Test article : Hemimellitene

Kidney
Findings : Finding present
Infiltration, inflammatory cell, renal pelvic mucosa
Slight
Liver, Ovary, Uterine horn, Uterine cervix, Vagina
Animal No. : 50156

Finding absent :
Dose : 0 mg/kg

Liver, Kidney, Ovary, Uterine horn, Uterine cervix, Vagina

Test article : Hemimellitene

Finding absent :
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Histopathological findings
Sex : Female

Stage : Lactation Day 4

Sprcies : Rat

Study No. : SR13054

Test article : Hemimellitene Dose : 0 mg/kg Animal No. : 50157

Kidney
Findings : Finding present
Basophilic change, renal tubule

Slight
Finding absent : Liver, Ovary, Uterine horn, Uterine cervix, Vagina
Test article : Hemimellitene Dose : 0 mg/kg Animal No. : 50158
Finding absent : Liver, Kidney, Ovary, Uterine horn, Uterine cervix, Vagina
Test article : Hemimellitene Dose : 0 mg/kg Animal No. : 50159
Finding absent : Liver, Kidney, Ovary, Uterine horn, Uterine cervix, Vagina
Test article : Hemimellitene Dose : 0 mg/kg Animal No. : 50160
Finding absent : Liver, Kidney, Ovary, Uterine horn, Uterine cervix, Vagina
Test article : Hemimellitene Dose : 0 mg/kg Animal No. : 50161
Finding absent : Liver, Kidney, Ovary, Uterine horn, Uterine cervix, Vagina
Test article : Hemimellitene Dose : 0 mg/kg Animal No. : 50162
Finding absent : Liver, Kidney, Ovary, Uterine horn, Uterine cervix, Vagina
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Histopathological findings

Sex : Female
Dose : 40 mg/kg

Animal No. : 50251

Stage : Lactation Day 4

Sprcies : Rat

Study No. : SR13054

Test article : Hemimellitene
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Finding absent : Liver

Animal No. : 50252

Dose : 40 mg/kg

Test article : Hemimellitene

Finding absent : Liver

Animal No. : 50253

Dose : 40 mg/kg

Test article : Hemimellitene

Animal No. : 50254

Finding absent : Liver

Dose : 40 mg/kg

Test article : Hemimellitene

Animal No. : 50255

Finding absent : Liver

Dose : 40 mg/kg

Test article : Hemimellitene

Animal No. : 50256

Finding absent : Liver

Dose : 40 mg/kg

Non-pregnancy

Test article : Hemimellitene

Animal No. : 50257

Finding absent : Liver

Dose : 40 mg/kg

Total litter loss

Test article : Hemimellitene

Liver, Kidney, Ovary, Uterine horn, Uterine cervix, Vagina

Animal No. : 50258

Finding absent :

Dose : 40 mg/kg

Test article : Hemimellitene

Liver
Findings : Finding present

Vacuolation, hepatocyte, periportal

slight

Spleen
Findings : Finding present

Atrophy, white pulp
Mild

Thymus
Findings : Finding present

Atrophy, cortex
Moderate

Animal No. : 50259

Dose : 40 mg/kg

Test article : Hemimellitene

Finding absent : Liver

Animal No. : 50260

Dose : 40 mg/kg

Test article : Hemimellitene

Animal No. : 50261

Finding absent : Liver

Dose : 40 mg/kg

Test article : Hemimellitene

Mammary gland
Findings : Finding present

Adenocarcinoma

Non-graded finding

Finding absent : Liver

Animal No. : 50262

Dose : 40 mg/kg

Test article : Hemimellitene

Finding absent : Liver
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Histopathological findings
Animal No. : 50351

Sex : Female
Dose : 200 mg/kg

Stage : Lactation Day 4

Sprcies : Rat

Study No. : SR13054

Test article : Hemimellitene
Liver
Animal No. : 50352
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Finding absent :
Test article : Hemimellitene Dose : 200 mg/kg
Finding absent : Liver
Test article : Hemimellitene Dose : 200 mg/kg Animal No. : 50353
Finding absent : Liver
Test article : Hemimellitene Dose : 200 mg/kg Animal No. : 50354
Liver
Findings : Finding present
Microgranuloma
Slight
Mammary gland
Findings : Finding present
Adenacarcinoma
Non-graded finding
Dose : 200 mg/kg Animal No. : 50355

Test article : Hemimellitene

Liver

Animal No. : 50356

Finding absent :

Dose : 200 mg/kg

Test article : Hemimellitene

Liver
Findings : Finding present

Hypertrophy, hepatocyte, centrilobular
Slight

Animal No. : 50357

Dose : 200 mg/kg

Test article : Hemimellitene

Liver

Animal No. : 50358

Finding absent :
Dose : 200 mg/kg

Non-delivery

Test article : Hemimellitene

Liver

Animal No. : 50359

Finding absent :
Dose : 200 mg/kg

Test article : Hemimellitene

Liver

Findings : Finding present
Microgranuloma
Slight
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Appendix 6 - 17

Histopathological findings
Sex : Female

Stage : Lactation Day 4

Sprcies : Rat

Study No. : SR13054

Test article : Hemimellitene Dose : 200 mg/kg

Animal No. : 50360 Death (Lactation day 3)

Lung
Findings : Finding present
Thrombus
Moderate
Edema, perivascular
Mild
Hemorrhage, focal
Mild
Mineralization, alveolar septa
Mild
Mineralization, pleura
Mild
Aggregation, macrophage, alveolar
Mild

Kidney
Findings : Finding present

Thrombus
Moderate

Necrosis, renal tubule, cortex
Moderate

Mineralization, renal tubule, cortex
Moderate

Cast, hyaline
Slight

Thymus
Findings : Finding present
Atrophy, cortex

Moderate
Adrenal
Findings : Finding present
Congestion
Mild
Hypertrophy, cortical cell, zona fasciculata
Slight
Finding absent : Liver

Test article : Hemimellitene Dose : 200 mg/kg

Animal No. : 50361

Liver
Findings : Finding present
Hypertrophy, hepatocyte, centrilobular
Slight

Test article : Hemimellitene Dose : 200 mg/kg

Animal No. : 50362 Non-delivery

Liver
Findings : Finding present
Microgranuloma
Slight
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Histopathological findings

Sex : Female
Dose : 1000 mg/kg Animal No. : 50451

Stage

: Lactation Day 4

Sprcies : Rat

Study No. : SR13054

Test article : Hemimellitene

Liver
Findings : Finding present
Hypertrophy, hepatocyte, centrilobular
Slight
Kidney, Ovary, Uterine horn, Uterine cervix, Vagina

Finding absent :
Animal No. : 50452

Dose : 1000 mg/kg

Test article : Hemimellitene

Liver
Findings : Finding present
Hypertrophy, hepatocyte, centrilobular

Mild
Kidney, Ovary, Uterine horn, Uterine cervix, Vagina

Finding absent :
Animal No. : 50453

Unsuccessful mating

Dose : 1000 mg/kg

Test article : Hemimellitene
Liver
Findings : Finding present
Hypertrophy, hepatocyte, centrilobular
Slight
Kidney, Ovary, Uterine horn, Uterine cervix, VVagina

Finding absent :
Animal No. : 50454

Dose : 1000 mg/kg

Test article : Hemimellitene
Finding absent : Liver, Kidney, Ovary, Uterine horn, Uterine cervix, Vagina
Animal No. : 50455
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Dose : 1000 mg/kg

Test article : Hemimellitene

Liver
Findings : Finding present
Hypertrophy, hepatocyte, centrilobular
Slight
Kidney, Ovary, Uterine horn, Uterine cervix, Vagina

Finding absent :
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Histopathological findings
Non-pregnancy

Sex : Female
Dose : 1000 mg/kg Animal No. : 50456

Stage : Lactation Day 4

Sprcies : Rat

Study No. : SR13054

Test article : Hemimellitene

Liver
Findings : Finding present
Hypertrophy, hepatocyte, centrilobular

Slight

Uterine homn
Findings : Finding present

Dilatation, lumen
Mild
Infiltration, neutrophil, endometrium

Mild

Uterine cervix
Findings : Finding present

Dilatation, lumen

Mild
Infiltration, inflammatory cell, lamina propria
Mild
Vagina

' Findings : Finding present

5 Septum

Q Moderate

1
Finding absent : Kidney, Ovary
Test article : Hemimellitene Dose : 1000 mg/kg Animal No. : 50457

Liver
Findings : Finding present
Hypertrophy, hepatocyte, centrilobular
Slight
Kidney, Ovary, Uterine horn, Uterine cervix, Vagina

Finding absent :
Animal No. : 50458

Dose : 1000 mg/kg

Test article : Hemimellitene
Liver
Findings : Finding present
Hypertrophy, hepatocyte, centrilobular
Slight
Kidney, Ovary, Uterine horn, Uterine cervix, Vagina
Animal No. : 50459 Non-pregnancy

Finding absent :
Dose : 1000 mg/kg

Test article : Hemimellitene
Liver
Findings : Finding present
Hypertrophy, hepatocyte, centrilobular
Slight

Microgranuloma
Slight
Kidney, Ovary, Uterine horn, Uterine cervix, Vagina

Finding absent :
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Appendix 6 - 20
Histopathological findings

Sex : Female
Dose : 1000 mg/kg Animal No. : 50460

: Lactation Day 4

Sprcies : Rat

Study No. : SR13054

Test article : Hemimellitene
Liver
Findings : Finding present
Hypertrophy, hepatocyte, centrilobular
Slight
Kidney, Ovary, Uterine horn, Uterine cervix, Vagina
Animal No. : 50461

Finding absent :
Dose : 1000 mg/kg

Test article : Hemimellitene

Liver
Findings : Finding present
Hypertrophy, hepatocyte, centrilobular
Slight
Kidney, Ovary, Uterine horn, Uterine cervix, Vagina

Finding absent :
Animal No. : 50462

Dose : 1000 mg/kg

Test article : Hemimellitene
Liver, Kidney, Ovary, Uterine horn, Uterine cervix, Vagina

Finding absent :
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Appendix 7 - 1 Study No. : SR13054
Estrus cycles and copulation
Generation : FO Dose : Hemimellitene 0 mg/kg Species : Rat
/Before mating (day) Length of estrous cycle Number of  Animal with acyclic
Animal No. 1 2 3 4 5 6 7 8 9 10 11 12 13 14 (days) Mean estrus or irregular cycle
50151 E M D D E E M D P E M D D P 4 5 4.5 3 -
50152 P E M D P E ™M D P E ™M D P E 4 4 4.0 4 -
50153 P E M D P E M D P E M D P E 4 4 4.0 4 -
50154 E M D D E M D D E M D P E M 4 4 4.0 4 -
50155 E M D P E M D P E M D P E M 4 4 4.0 4 -
50156 M D D E M D P E ™M D P E M D 4 4 4.0 3 -
50157 P E E M D D E M D P E M D P 5 4 4.5 3 -
50158 E M D D E M D P E M D D E M 4 4 4.0 4 -
50159 D P E M D P E M D P E M D P 4 4 4.0 3 -
50160 D P E M D D E M D P E M D P 4 4 4.0 3 -
50161 P E M D P E M D P E M D P E 4 4 4.0 4 -
50162 D P E M D P E M D P E M D P 4 4 4.0 3 -

P : Proestrus, E : Estrus, M : Metestrus, D : Diestrus, - : Smear was not sampled or missing value
+: Animal with acyclic or irregular cycle, - : Animal with normal and regular cycle
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Appendix 7 - 2 Study No. : SR13054
Estrus cycles and copulation
Generation : FO Dose : Hemimellitene 40 mg/kg Species : Rat
/Before mating (day) Length of estrous cycle Number of  Animal with acyclic
Animal No. 1 2 3 4 5 6 7 8 9 10 11 12 13 14 (days) Mean estrus or irregular cycle
50251 M D P E M D P E M D E M D 4 4 4.0 3 -
50252 E M D P E M D P E M D P E M 4 4 4.0 4 -
50253 D P E M D P E M D P E M D P 4 4 4.0 3 -
50254 D P E M D P E M D P E M D P 4 4 4.0 3 -
50255 P E M D P E M D P E M D P E 4 4 4.0 4 -
50256 D P E M D P E M D P E M D P 4 4 4.0 3 -
50257 P E M D P E M D P E M D P E 4 4 4.0 4 -
50258 E M D P E M D P E M D P E M 4 4 4.0 4 -
50259 P E M D P E M D P E M D P E 4 4 4.0 4 -
50260 D P E M D D E M D D E M D P 4 4 4.0 3 -
50261 P E M D P E M D P E M D P E 4 4 4.0 4 -
50262 P E ™M D P E ™M D P E ™M D P E 4 4 4.0 4 -

P : Proestrus, E : Estrus, M : Metestrus, D : Diestrus, - : Smear was not sampled or missing value
+: Animal with acyclic or irregular cycle, - : Animal with normal and regular cycle
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Appendix 7 - 3 Study No. : SR13054
Estrus cycles and copulation
Generation : FO Dose : Hemimellitene 200 mg/kg Species : Rat
/Before mating (day) Length of estrous cycle Number of  Animal with acyclic
Animal No. 1 2 3 4 5 6 7 8 9 10 11 12 13 14 (days) Mean estrus or irregular cycle
50351 E M D D E M D P E M D E M 4 4 4 4.0 4 -
50352 D D E E M D P E ™M D P E M D 5 4 4.5 3 -
50353 P E M D P E M D P E M D P E 4 4 4 4.0 4 -
50354 P E E M D P E M D P E M D P 5 4 4.5 3 -
50355 D P E M D P E M D P E M D P 4 4 4.0 3 -
50356 D P E M D P E M D P E M D P 4 4 4.0 3 -
50357 P E M D D E M D P E M D D E 4 4 4 4.0 4 -
50358 E M D D E M D P E M D P E M 4 4 4 4.0 4 -
50359 D P E M D D E M D D E M D P 4 4 4.0 3 -
50360 P E ™M D P E M D P E M D P E 4 4 4 4.0 4 -
50361 E M D D E M D P E M D D E M 4 4 4 4.0 4 -
50362 P E ™M D D E M D P E ™M D P E 4 4 4 4.0 4 -

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



Appendix 7 - 4 Study No. : SR13054

Estrus cycles and copulation

Generation : FO Dose : Hemimellitene 1000 mg/kg Species : Rat
/Before mating (day) Length of estrous cycle Number of  Animal with acyclic
Animal No. 1 2 3 4 5 6 7 8 9 10 11 12 13 14 (days) Mean estrus or irregular cycle

50451 P E E M D P E M D P M D P 5 4 4.5 3 -
50452 P E ™M D D E ™M D P E ™M D P E 4 4 4 4.0 4 -
50453 P E E M D P E E M D D P E E 5 6 5.5 3 -
50454 P M D D P E ™M D P E ™M D D E 4 4 4.0 3 -
50455 M D P E M D P E M D D P E M 4 5 4.5 3 -
50456 P E ™M D D E M D P E ™M D P E 4 4 4 4.0 4 -
50457 P E M D D E M D P E M D P E 4 4 4 4.0 4 -
50458 D P E M D D P E ™M D P E M D 5 4 4.5 3 -
50459 E M D D P E M D P P E M D P 5 5 5.0 3 -
. 50460 M D P E ™M D P E ™M D P E M D 4 4 4.0 3 -
§ 50461 P E M D P E M D P P E M D P 4 5 4.5 3 -
I 50462 E M D D E M D D E M D P E M 4 4 4 4.0 4 -

P : Proestrus, E : Estrus, M : Metestrus, D : Diestrus, - : Smear was not sampled or missing value
+: Animal with acyclic or irregular cycle, - : Animal with normal and regular cycle
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Appendix 7 - 5 Study No. : SR13054

Estrus cycles and copulation

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

Upper/ P : Proestrus, E : Estrus, M : Metestrus, D : Diestrus, - : Smear was not sampled or missing value
Lower /Y : Completion in copulation, N : Incompletion in copulation, - : Smear was not sampled or missing value
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Appendix 7 - 6 Study No. : SR13054

Estrus cycles and copulation

Generation : FO Dose : Hemimellitene 40 mg/kg Species : Rat
/1st mating (times) Length of estrous cycle Number of
Animal No. 1 2 3 4 5 6 7 8 9 10 11 12 13 14 (days) Mean estrus
50251 P E 1
N Y
50252 D P E 1
N N Y
50253 E 1
Y
50254 E 1
Y
50255 M D P E 1
N N N Y
50256 E 1
Y
50257 M D D D D D D D D D D D D E 1
N N N N N N N N N N N N N Y
50258 D P E 1
N N Y
50259 M D D D D D D D D D D D D E 1
N N N N N N N N N N N N N Y
50260 E 1
Y
50261 M D P E 1
N N N Y
50262 M D P E 1
N N N Y

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



Appendix 7 - 7 Study No. : SR13054

Estrus cycles and copulation

- 80T~

Generation : FO Dose : Hemimellitene 200 mg/kg Species : Rat
/1st mating (times) Length of estrous cycle Number of
Animal No. 1 2 3 4 5 6 7 8 9 10 11 12 13 14 (days) Mean estrus
50351 D P E 1
N N Y
50352 P E 1
N Y
50353 M D P E 1
N N N Y
50354 E 1
Y
50355 E 1
Y
50356 E 1
Y
50357 M D P E 1
N N N Y
50358 D P E 1
N N Y
50359 E 1
Y
50360 M D P E 1
N N N Y
50361 D P E 1
N N Y
50362 E 1
Y

Upper/ P : Proestrus, E : Estrus, M : Metestrus, D : Diestrus, - : Smear was not sampled or missing value
Lower /Y : Completion in copulation, N : Incompletion in copulation, - : Smear was not sampled or missing value
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Appendix 7 - 8 Study No. : SR13054
Estrus cycles and copulation
Generation : FO Dose : Hemimellitene 1000 mg/kg Species : Rat
/1st mating (times) Length of estrous cycle Number of
Animal No. 1 2 3 4 5 6 7 8 9 10 11 12 13 14 (days) Mean estrus
50451 E 1
Y
50452 M D P E 1
N N N Y
50453 M D D D D D D D D D D D D D 0
N N N N N N N N N N N N N N
50454 E 1
Y
50455 D P E 1
N N Y
50456 E 1
Y
50457 M D P E M D P E 4 4.0 2
N N N N N N N Y
50458 P E 1
N Y
50459 E 1
Y
50460 P E 1
N Y
50461 E 1
Y
50462 D P E 1
N N Y

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



Appendix 8 - 1 Study No. : SR13054

Reproductive performance

Generation : FO Sex : Male Dose : Hemimellitene 0 mg/kg Species : Rat
Day of 1st mating 2nd mating Total
Animal No. conceiving Paired animal Copulation Fertility Paired animal Copulation Fertility Copulation Fertility
10101 1 50151 + + " " " + +
10102 1 50152 + - 1 " i + -
10103 1 50153 + - 1 " " + -
10104 3 50154 + + " " " + +
10105 3 50155 + + " " " + +
10106 2 50156 + + " " i + +
10107 1 50157 + + 1 " " + +
10108 3 50158 + + " " " + +
10109 1 50159 + + " " " + +
10110 1 50160 + + " " " + +
10111 4 50161 + + 1 7 " + +
10112 1 50162 + + " " " + +
n 12 12 12 0 0 12 12
Mean 1.8
S.D. 1.1
No. of positives 12 10 12 10
% 100.0 83.3 100.0 83.3

- LOC-

/I No need to input/measure



Appendix 8 - 2 Study No. : SR13054

Reproductive performance

Generation : FO Sex : Male Dose : Hemimellitene 40 mg/kg Species : Rat
Day of 1st mating 2nd mating Total
Animal No. conceiving Paired animal Copulation Fertility Paired animal Copulation Fertility Copulation Fertility
10201 2 50251 + + " " " + +
10202 3 50252 + + " " i + +
10203 1 50253 + + 1 " " + +
10204 1 50254 + + " " " + +
10205 4 50255 + + " " " + +
10206 1 50256 + + " " i + +
10207 14 50257 + - 1 " " + -
10208 3 50258 + + " " " + +
10209 14 50259 + + " " " + +
10210 1 50260 + + " " " + +
10211 4 50261 + + 1 7 " + +
10212 4 50262 + + " " " + +
n 12 12 12 0 0 12 12
Mean 4.3
S.D. 4.7
No. of positives 12 1 12 11
% 100.0 91.7 100.0 91.7

-80C-

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

Reproductive performance

Study No. : SR13054

Generation : FO Sex : Male Dose : Hemimellitene 200 mg/kg Species : Rat
Day of 1st mating 2nd mating Total
Animal No. conceiving Paired animal Copulation Fertility Paired animal Copulation Fertility Copulation Fertility
10301 3 50351 + + " " " + +
10302 2 50352 + + " " i + +
10303 4 50353 + + 1 " " + +
10304 1 50354 + + " " " + +
10305 1 50355 + + " " " + +
10306 1 50356 + + " " i + +
10307 4 50357 + + 1 " " + +
10308 3 50358 + + " " " + +
10309 1 50359 + + " " " + +
10310 4 50360 + + " " " + +
10311 3 50361 + + 1 7 " + +
10312 1 50362 + + " " " + +
n 12 12 12 0 0 12 12
Mean 23
S.D. 1.3
No. of positives 12 12 12 12
% 100.0 100.0 100.0 100.0

/I No need to input/measure



Appendix 8 - 4 Study No. : SR13054

Reproductive performance

Generation : FO Sex : Male Dose : Hemimellitene 1000 mg/kg Species : Rat
Day of 1st mating 2nd mating Total
Animal No. conceiving Paired animal Copulation Fertility Paired animal Copulation Fertility Copulation Fertility
10401 1 50451 + + " " " + +
10402 4 50452 + + " " i + +
10403 - 50453 - m 1 " " - i
10404 1 50454 + + " " " + +
10405 3 50455 + + " " " + +
10406 1 50456 + - 1 " i + -
10407 8 50457 + + 1 " " + +
10408 2 50458 + + " " " + +
10409 1 50459 + - " " " + -
10410 2 50460 + + " " " + +
10411 1 50461 + + 1 7 " + +
10412 3 50462 + + " " " + +
n 11 12 1 0 0 12 11
Mean 25
S.D. 21
No. of positives 1M 9 11 9
% 91.7 81.8 91.7 81.8

-0lC-

/I No need to input/measure



Appendix 8 - 5 Study No. : SR13054

Reproductive performance

Generation : FO Sex : Female Dose : Hemimellitene 0 mg/kg Species : Rat
Day of 1st mating 2nd mating Total
Animal No. conceiving Paired animal Copulation Fertility Paired animal Copulation Fertility Copulation Fertility
50151 1 10101 + + " " " + +
50152 1 10102 + - 1 " i + -
50153 1 10103 + - 1 " " + -
50154 3 10104 + + " " " + +
50155 3 10105 + + " " " + +
50156 2 10106 + + " " i + +
50157 1 10107 + + 1 " " + +
50158 3 10108 + + " " " + +
50159 1 10109 + + " " " + +
50160 1 10110 + + " " " + +
50161 4 10111 + + 1 7 " + +
50162 1 10112 + + " " " + +
n 12 12 12 0 0 12 12
Mean 1.8
S.D. 1.1
No. of positives 12 10 12 10
% 100.0 83.3 100.0 83.3

11T~

/I No need to input/measure



Appendix 8 - 6 Study No. : SR13054

Reproductive performance

Generation : FO Sex : Female Dose : Hemimellitene 40 mg/kg Species : Rat
Day of 1st mating 2nd mating Total
Animal No. conceiving Paired animal Copulation Fertility Paired animal Copulation Fertility Copulation Fertility
50251 2 10201 + + " " " + +
50252 3 10202 + + " " i + +
50253 1 10203 + + 1 " " + +
50254 1 10204 + + " " " + +
50255 4 10205 + + " " " + +
50256 1 10206 + + " " i + +
50257 14 10207 + - 1 " " + -
50258 3 10208 + + " " " + +
50259 14 10209 + + " " " + +
50260 1 10210 + + " " " + +
50261 4 10211 + + 1 7 " + +
50262 4 10212 + + " " " + +
n 12 12 12 0 0 12 12
Mean 4.3
S.D. 4.7
No. of positives 12 1 12 11
% 100.0 91.7 100.0 91.7

-Clc-

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

Reproductive performance

Study No. : SR13054

Generation : FO Sex : Female Dose : Hemimellitene 200 mg/kg Species : Rat
Day of 1st mating 2nd mating Total
Animal No. conceiving Paired animal Copulation Fertility Paired animal Copulation Fertility Copulation Fertility
50351 3 10301 + + " " " + +
50352 2 10302 + + " " i + +
50353 4 10303 + + 1 " " + +
50354 1 10304 + + " " " + +
50355 1 10305 + + " " " + +
50356 1 10306 + + " " i + +
50357 4 10307 + + 1 " " + +
50358 3 10308 + + " " " + +
50359 1 10309 + + " " " + +
50360 4 10310 + + " " " + +
50361 3 10311 + + 1 7 " + +
50362 1 10312 + + " " " + +
n 12 12 12 0 0 12 12
Mean 23
S.D. 1.3
No. of positives 12 12 12 12
% 100.0 100.0 100.0 100.0

/I No need to input/measure



Appendix 8 - 8 Study No. : SR13054

Reproductive performance

Generation : FO Sex : Female Dose : Hemimellitene 1000 mg/kg Species : Rat
Day of 1st mating 2nd mating Total
Animal No. conceiving Paired animal Copulation Fertility Paired animal Copulation Fertility Copulation Fertility
50451 1 10401 + + " " " + +
50452 4 10402 + + " " i + +
50453 - 10403 - m 1 " " - i
50454 1 10404 + + " " " + +
50455 3 10405 + + " " " + +
50456 1 10406 + - 1 " i + -
50457 8 10407 + + 1 " " + +
50458 2 10408 + + " " " + +
50459 1 10409 + - " " " + -
50460 2 10410 + + " " " + +
50461 1 10411 + + 1 7 " + +
50462 3 10412 + + " " " + +
n 11 12 1 0 0 12 11
Mean 25
S.D. 21
No. of positives 1M 9 11 9
% 91.7 81.8 91.7 81.8

4

/I No need to input/measure



Appendix 9 - 1 Study No. : SR13054

-Clc-

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

Dam No. (day) (%) M F Total M F U Total M F U Total M F U Total
50151 22 15(7/8) 93.3 14 4 10 14 0 0 0 0 0 0 0 0 0 0 0 0
50154 23 17(11/6) 76.5 14 6 7 13 0 0 0 0 0 1 0 1 0 1 0 1
50155 23 17(10/7) 471 8 3 5 8 0 0 0 0 0 0 0 0 0 0 0 0
50156 22 15(7/8) 86.7 13 6 7 13 0 0 0 0 0 0 0 0 0 0 0 0
50157 22 17(10/7) 82.4 14 10 4 14 0 0 0 0 0 0 0 0 0 0 0 0
50158 23 15(8/7) 100.0 15 8 7 15 0 0 0 0 0 0 0 0 0 0 0 0
50159 22 14(8/6) 100.0 14 9 5 14 0 0 0 0 0 0 0 0 0 0 0 0
50160 23 16(8/8) 87.5 14 7 7 14 0 0 0 0 0 0 0 0 0 0 0 0
50161 23 14(6/8) 85.7 12 8 4 12 0 0 0 0 0 0 0 0 0 0 0 0
50162 23 15(10/5) 86.7 15 5 8 13 2 0 0 2 0 0 0 0 2 0 0 2
n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Mean 22.60 15.5 84.59 13.3 6.6 64 130 0.2 0.0 0.0 0.2 0.0 0.1 0.0 0.1 0.2 0.1 0.0 0.3
S.D. 0.52 1.2 15.07 21 2.2 1.9 1.9 0.6 0.0 0.0 0.6 0.0 0.3 0.0 0.3 0.6 0.3 0.0 0.7

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



Appendix 9 - 2 Study No. : SR13054

Delivery data
Generation : FO Dose : Hemimellitene 40 mg/kg Species : Rat
Gestation Number of Birth Number of Number of Number of dead newborns
period implantation index offspring live newborns Dead Cannibalism Total

Dam No. (day) (%) M F Total M F U Total M F U Total M F U Total
50251 22 17(10/7) 94.1 17 9 7 16 1 0 0 1 0 0 0 0 1 0 0 1
50252 22 16(8/8) 93.8 15 7 8 15 0 0 0 0 0 0 0 0 0 0 0 0
50253 22 14(8/6) 92.9 13 7 6 13 0 0 0 0 0 0 0 0 0 0 0 0
50254 22 17(11/6) 94.1 16 8 8 16 0 0 0 0 0 0 0 0 0 0 0 0
50255 23 17(7/10) 82.4 14 8 6 14 0 0 0 0 0 0 0 0 0 0 0 0
50256 22 14(717) 85.7 13 1 11 12 1 0 0 1 0 0 0 0 1 0 0 1
50258 23 19(11/8) 84.2 18 11 5 16 0 2 0 2 0 0 0 0 0 2 0 2
50259 22 18(12/6) 100.0 18 6 12 18 0 0 0 0 0 0 0 0 0 0 0 0
50260 22 17(9/8) 76.5 13 9 4 13 0 0 0 0 0 0 0 0 0 0 0 0
50261 22 18(7/11) 88.9 16 10 6 16 0 0 0 0 0 0 0 0 0 0 0 0
50262 22 19(14/5) 100.0 19 5 14 19 0 0 0 0 0 0 0 0 0 0 0 0
n 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11
Mean 22.18 16.9 90.24 15.8 74 79 153 0.2 0.2 0.0 0.4 0.0 0.0 0.0 0.0 0.2 0.2 0.0 0.4
S.D. 0.40 1.7 7.41 2.2 27 3.1 2.1 0.4 0.6 0.0 0.7 0.0 0.0 0.0 0.0 0.4 0.6 0.0 0.7

-9IC-

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



Appendix 9 - 3 Study No. : SR13054
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Delivery data
Generation : FO Dose : Hemimellitene 200 mg/kg Species : Rat
Gestation Number of Birth Number of Number of Number of dead newborns
period implantation index offspring live newborns Dead Cannibalism Total

Dam No. (day) (%) M F Total M F U Total M F U Total M F U Total
50351 23 15(8/7) 100.0 15 7 8 15 0 0 0 0 0 0 0 0 0 0 0 0
50352 22 15(9/6) 100.0 15 8 7 15 0 0 0 0 0 0 0 0 0 0 0 0
50353 22 17(5/12) 100.0 17 10 7 17 0 0 0 0 0 0 0 0 0 0 0 0
50354 23 18(12/6) 94.4 17 8 9 17 0 0 0 0 0 0 0 0 0 0 0 0
50355 22 16(9/7) 93.8 15 9 6 15 0 0 0 0 0 0 0 0 0 0 0 0
50356 23 15(8/7) 93.3 14 9 5 14 0 0 0 0 0 0 0 0 0 0 0 0
50357 22 17(8/9) 94.1 16 7 9 16 0 0 0 0 0 0 0 0 0 0 0 0
50358 22 20(10/10) 90.0 19 11 7 18 1 0 0 1 0 0 0 0 1 0 0 1

50359 1(0/1) 0.0
50360 22 16(7/9) 75.0 14 6 6 12 2 0 0 2 0 0 0 0 2 0 0 2
50361 22 15(4/11) 100.0 15 6 9 15 0 0 0 0 0 0 0 0 0 0 0 0
50362 3(0/3) 0.0
n 10 12 12 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Mean 22.30 14.0 78.38 15.7 8.1 73 154 0.3 0.0 0.0 0.3 0.0 0.0 0.0 0.0 0.3 0.0 0.0 0.3
S.D. 0.48 5.8 37.25 1.6 1.7 1.4 1.7 0.7 0.0 0.0 0.7 0.0 0.0 0.0 0.0 0.7 0.0 0.0 0.7

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

...» Blank



Appendix 9 - 4 Study No. : SR13054

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

Dam No. (day) (%) M F Total M F U Total M F U Total M F U Total
50451 22 15(10/5) 100.0 15 6 9 15 0 0 0 0 0 0 0 0 0 0 0 0
50452 22 17(8/9) 88.2 15 7 8 15 0 0 0 0 0 0 0 0 0 0 0 0
50454 24 8(5/3) 87.5 7 3 4 7 0 0 0 0 0 0 0 0 0 0 0 0
50455 22 16(11/5) 100.0 16 4 12 16 0 0 0 0 0 0 0 0 0 0 0 0
50457 23 13(4/9) 69.2 9 3 6 9 0 0 0 0 0 0 0 0 0 0 0 0
50458 22 16(9/7) 100.0 16 10 6 16 0 0 0 0 0 0 0 0 0 0 0 0
50460 23 15(8/7) 86.7 13 5 8 13 0 0 0 0 0 0 0 0 0 0 0 0
50461 22 14(9/5) 85.7 12 6 6 12 0 0 0 0 0 0 0 0 0 0 0 0
50462 22 16(7/9) 100.0 16 13 3 16 0 0 0 0 0 0 0 0 0 0 0 0
n 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9
Mean 22.44 144 90.81 13.2 6.3 69 132 0.0 0.0 0.0 0.0 0.0 0.0 0.0 0.0 0.0 0.0 0.0 0.0
S.D. 0.73 2.7 10.40 3.3 3.3 2.7 3.3 0.0 0.0 0.0 0.0 0.0 0.0 0.0 0.0 0.0 0.0 0.0 0.0

-8lC-

(/) : Number of implantation Right/Left, M : Male, F : Female, U : Unable to be sexed
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Appendix 9 - 5

Study No. : SR13054

Delivery data
Generation : FO Dose : Hemimellitene 0 mg/kg Species : Rat
Number of  Number of Implantation
corpora implan- index
Dam No. lutea tation (%)
50151 15(7/8) 15(7/8) 100.0
50152 Non-Pregnancy
50153 Non-Pregnancy
50154 18(12/6) 17(11/6) 94.4
50155 17(10/7) 17(10/7) 100.0
50156 15(7/8) 15(7/8) 100.0
50157 18(10/8) 17(10/7) 94.4
50158 16(8/8) 15(8/7) 93.8
50159 14(8/6) 14(8/6) 100.0
50160 17(9/8) 16(8/8) 94.1
50161 14(6/8) 14(6/8) 100.0
50162 16(11/5) 15(10/5) 93.8
Total 160 155
n 10 10 10
Mean 16.0 15.5 97.05
S.D. 1.5 1.2 3.12

(7): Right/Left
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Appendix 9 - 6

Delivery data
Generation : FO

Dose : Hemimellitene 40 mg/kg

Species : Rat

Study No. : SR13054

Number of  Number of Implantation

corpora implan- index
Dam No. lutea tation (%)
50251 17(10/7) 17(10/7) 100.0
50252 16(8/8) 16(8/8) 100.0
50253 14(8/6) 14(8/6) 100.0
50254 17(11/6) 17(11/6) 100.0
50255 17(7110) 17(7/10) 100.0
50256 15(7/8) 14(7/7) 93.3
50257 Non-Pregnancy
50258 19(11/8) 19(11/8) 100.0
50259 18(12/6) 18(12/6) 100.0
50260 18(9/9) 17(9/8) 94.4
50261 18(7/111) 18(7/11) 100.0
50262 19(14/5) 19(14/5) 100.0
Total 188 186
n 11 11 11
Mean 171 16.9 98.88
S.D. 1.6 1.7 2.50

(7): Right/Left
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Appendix 9 - 7

Study No. : SR13054

Delivery data
Generation : FO Dose : Hemimellitene 200 mg/kg Species : Rat
Number of  Number of Implantation
corpora implan- index
Dam No. lutea tation (%)
50351 15(8/7) 15(8/7) 100.0
50352 15(9/6) 15(9/6) 100.0
50353 17(5/12) 17(5/12) 100.0
50354 20(14/6) 18(12/6) 90.0
50355 16(9/7) 16(9/7) 100.0
50356 15(8/7) 15(8/7) 100.0
50357 17(8/9) 17(8/9) 100.0
50358 20(10/10)  20(10/10) 100.0
50359 7(3/4) 1(0/1) 14.3
50360 16(7/9) 16(7/9) 100.0
50361 15(4/11) 15(4/11) 100.0
50362 3(0/3) 3(0/3) 100.0
Total 176 168
n 12 12 12
Mean 14.7 14.0 92.03
S.D. 4.9 5.8 24.85

(7): Right/Left
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Appendix 9 - 8 Study No. : SR13054
Delivery data
Generation : FO Dose : Hemimellitene 1000 mg/kg Species : Rat
Number of  Number of Implantation
corpora implan- index
Dam No. lutea tation (%)
50451 15(10/5) 15(10/5) 100.0
50452 19(9/10) 17(8/9) 89.5
50454 12(7/5) 8(5/3) 66.7
50455 16(11/5) 16(11/5) 100.0
50456 Non-Pregnancy
50457 13(4/9) 13(4/9) 100.0
50458 17(9/8) 16(9/7) 94.1
50459 Non-Pregnancy
50460 15(8/7) 15(8/7) 100.0
50461 14(9/5) 14(9/5) 100.0
50462 16(7/9) 16(7/9) 100.0
Total 137 130
n 9 9 9
Mean 15.2 14.4 94.48
S.D. 2.1 2.7 11.07

{7) : Right/Left
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Appendix 9 - 9 Study No. : SR13054

Delivery data (External examination of offspring) Unit : Number of anomalous offspring (incidence %) Days after birth : 0
Generation : FO Dose : Hemimellitene 0 mg/kg Species : Rat
Number of
offspring  /Findings
Dam No. examined
50151 14 No anomaly
50154 13  No anomaly
50155 8 No anomaly
50156 13 No anomaly
50157 14 No anomaly
50158 15 No anomaly
50159 14 No anomaly
50160 14 No anomaly
50161 12 No anomaly
50162 13 No anomaly
Total 130
n 10
Mean
S.D.

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

Delivery data (External examination of offspring)

Unit : Number of anomalous offspring (incidence %)

Study No. : SR13054

Days after birth : 0

Generation : FO Dose : Hemimellitene 40 mg/kg Species : Rat
Number of
offspring  /Findings
Dam No. examined
50251 16 No anomaly
50252 15 No anomaly
50253 13 No anomaly
50254 16 No anomaly
50255 14 No anomaly
50256 12 No anomaly
50258 16 No anomaly
50259 18 No anomaly
50260 13 No anomaly
50261 16 No anomaly
50262 19 No anomaly
Total 168
n 11
Mean
S.D.

Mean : Average of incidence (%)
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Appendix 9 - 11 Study No. : SR13054

Delivery data (External examination of offspring) Unit : Number of anomalous offspring (incidence %) Days after birth : 0
Generation : FO Dose : Hemimellitene 200 mg/kg Species : Rat
Number of
offspring  /Findings
Dam No. examined
50351 15 No anomaly
50352 15 No anomaly
50353 17 No anomaly
50354 17 No anomaly
50355 15 No anomaly
50356 14 No anomaly
50357 16 No anomaly
50358 18 No anomaly
50360 12 No anomaly
50361 15 No anomaly
Total 154
n 10
Mean
S.D.

Mean : Average of incidence (%)



Appendix 9 - 12 Study No. : SR13054

Delivery data (External examination of offspring) Unit : Number of anomalous offspring (incidence %) Days after birth : 0
Generation : FO Dose : Hemimellitene 1000 mg/kg Species : Rat
Number of
offspring  /Findings
Dam No. examined
50451 15 No anomaly
50452 15 No anomaly
50454 7 No anomaly
50455 16 No anomaly
50457 9 No anomaly
50458 16 No anomaly
50460 13 No anomaly
50461 12 No anomaly
50462 16 No anomaly
Total 119
n 9
Mean
S.D.

-9CC-

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

Study No. : SR13054

Clinical sign of offspring Time : 1
Generation : FO Dose : Hemimellitene 0 mg/kg Species : Rat
Number of /Days after birth
Dam No. offspring 0 1 2 3 4
50151 Alive : Male 4 4 4 4 4
Female 10 10 10 10 10
Dead: Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 4/10 4/10 4/10 4/10 4/10
50154 Alive . Male 6 5 5 5 5
Female 7 7 7 7 7
Dead : Dead 0/0/0 1/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 6/7 517 5/7 5/7 517
50155 Alive . Male 3 3 3 3 3
Female 5 5 5 5 5
Dead: Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 3/5 3/5 3/5 3/5 3/5
50156 Alive :  Male 6 6 6 6 6
Female 7 7 7 7 6
Dead: Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/1/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 6/7 6/7 6/7 6/7 6/6
50157 Alive :  Male 10 10 10 10 10
Female 4 4 4 4 4
Dead: Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 10/4 10/4 10/4 10/4 10/4
50158 Alive :  Male 8 8 8 8 8
Female 7 7 7 7 7
Dead: Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 8/7 8/7 8/7 8/7 8/7

(/) : Number of offspring Male/Female/Unable to be sexed
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Appendix 10 - 2

Study No. : SR13054

Clinical sign of offspring Time : 1
Generation : FO Dose : Hemimellitene 0 mg/kg Species : Rat
Number of /Days after birth
Dam No. offspring 0 1 2 3 4
50159 Alive : Male 9 9 9 9 9
Female 5 5 5 5 5
Dead: Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 9/5 9/5 9/5 9/5 9/5
50160 Alive . Male 7 7 7 7 7
Female 7 7 7 7 7
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 777 717 717 717 717
50161 Alive . Male 8 8 8 8 8
Female 4 4 4 4 4
Dead: Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 8/4 8/4 8/4 8/4 8/4
50162 Alive :  Male 5 5 5 5 5
Female 8 8 8 8 8
Dead: Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 5/8 5/8 5/8 5/8 5/8

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

Study No. : SR13054

Clinical sign of offspring Time : 1
Generation : FO Dose : Hemimellitene 40 mg/kg Species : Rat
Number of /Days after birth
Dam No. offspring 0 1 2 3 4
50251 Alive : Male 9 9 9 9 9
Female 7 7 7 7 7
Dead: Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 97 97 917 917 917
50252 Alive . Male 7 7 7 7 7
Female 8 8 8 8 8
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 7/8 718 7/8 7/8 7/8
50253 Alive . Male 7 7 7 7 7
Female 6 6 6 6 6
Dead: Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 7/6 7/6 7/6 7/6 7/6
50254 Alive :  Male 8 8 8 8 8
Female 8 8 8 8 8
Dead: Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 2/6 8/8 8/8 8/8 8/8
Milk-band negative 6/2 0/0 0/0 0/0 0/0
50255 Alive :  Male 8 8 8 8 7
Female 6 6 6 6 6
Dead: Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 1/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 8/6 8/6 8/6 8/6 7/6
50256 Alive :  Male 1 1 1 1 1
Female 11 11 11 11 10
Dead: Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/1/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 1/11 1/11 1/11 1/11 1/10

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

Study No. : SR13054

Clinical sign of offspring Time : 1
Generation : FO Dose : Hemimellitene 40 mg/kg Species : Rat
Number of /Days after birth
Dam No. offspring 0 1 2 3 4
50258 Alive : Male 11 9 0
Female 5 5 0
Dead: Dead 0/0/0 2/0/0 9/5/0
Unknown 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0
Signs
No abnormality 4/2 0/0 0/0
Milk-band negative 7/3 9/5 0/0
50259 Alive : Male 6 6 6 6 6
Female 12 12 12 12 12
Dead: Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 6/12 6/12 6/12 6/12 6/12
50260 Alive . Male 9 9 9 9 9
Female 4 4 4 4 4
Dead: Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 9/4 9/4 9/4 9/4 9/4
50261 Alive: Male 10 10 10 10 9
Female 6 6 6 6 6
Dead: Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 1/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/C 0/0/0
Signs
No abnormality 10/6 10/6 10/6 10/6 7/6
Milk-band negative 0/0 0/0 0/0 0/0 2/0
50262 Alive : Male 5 5 5 5 5
Female 14 14 14 14 14
Dead: Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 5/14 5/14 5/14 5/14 5/14

(/) : Number of offspring Male/Female/Unable to be sexed

... . Mortality data
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Appendix 10 - 5

Study No. : SR13054

Clinical sign of offspring Time : 1
Generation : FO Dose : Hemimellitene 200 mg/kg Species : Rat
Number of /Days after birth
Dam No. offspring 0 1 2 3 4
50351 Alive : Male 7 7 7 7 7
Female 8 8 8 8 7
Dead: Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/1/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 717 718 718 7/8 717
Milk-band negative 01 0/0 0/0 0/0 0/0
50352 Alive : Male 8 8 8 8 8
Female 7 7 7 7 7
Dead: Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 8/7 8/7 8/7 8/7 817
50353 Alive . Male 10 10 10 10 10
Female 7 7 7 7 6
Dead: Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/1/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 10/7 10/7 10/7 10/7 10/6
50354 Alive: Male 8 8 8 8 8
Female 9 9 9 9 9
Dead: Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/C 0/0/0
Signs
No abnormality 8/9 8/9 8/9 8/9 8/9
50355 Alive :  Male 9 9 9 9 9
Female 6 6 6 6 6
Dead: Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 9/6 9/6 9/6 9/6 9/6
50356 Alive : Male 9 9 9 9 9
Female 5 5 5 5 5
Dead: Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 9/5 9/5 9/5 9/5 9/5

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

Study No. : SR13054

Clinical sign of offspring Time : 1
Generation : FO Dose : Hemimellitene 200 mg/kg Species : Rat
Number of /Days after birth
Dam No. offspring 0 1 2 3 4
50357 Alive : Male 7 7 7 7 7
Female 9 9 9 9 9
Dead: Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 7/9 7/9 7/9 7/9 7/9
50358 Alive . Male 11 11 11 11 11
Female 7 7 7 7 7
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 11/7 11/7 117 11/7 11/7
50360 Alive . Male 6 6 6 4
Female 6 6 6 1
Dead: Dead 0/0/0 0/0/0 0/0/0 2/5/10
Unknown 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 6/6 6/6 0/0 0/0
Milk-band negative 0/0 0/0 6/6 41
50361 Alive: Male 6 6 6 6 5
Female 9 9 9 9 9
Dead: Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 1/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/C 0/0/0
Signs
No abnormality 6/9 6/9 6/9 6/9 5/9

(/) : Number of offspring Male/Female/Unable to be sexed

... . Mortality data
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Appendix 10 - 7

Study No. : SR13054

Clinical sign of offspring Time : 1
Generation : FO Dose : Hemimellitene 1000 mg/kg Species : Rat
Number of /Days after birth
Dam No. offspring 0 1 2 3 4
50451 Alive : Male 6 6 6 6 6
Female 9 9 9 9 9
Dead: Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 0/0 6/9 6/9 6/9 6/9
Milk-band negative 6/9 0/0 0/0 0/0 0/0
50452 Alive : Male 7 7 7 7 7
Female 8 8 8 8 8
Dead: Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 7/8 7/8 7/8 7/8 7/8
50454 Alive . Male 3 3 3 3 3
Female 4 4 4 4 4
Dead: Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 3/4 3/4 3/4 3/4 3/4
50455 Alive: Male 4 4 4 4 4
Female 12 12 12 12 12
Dead: Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/C 0/0/0
Signs
No abnormality 4/12 4/12 4/12 4/12 4/12
50457 Alive :  Male 3 3 3 3 3
Female 6 6 6 6 6
Dead: Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 3/6 3/6 3/6 3/6 3/6
50458 Alive : Male 10 10 10 10 10
Female 6 6 6 6 6
Dead: Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 10/6 10/6 10/6 10/6 10/6

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

Study No. : SR13054

Clinical sign of offspring Time : 1
Generation : FO Dose : Hemimellitene 1000 mg/kg Species : Rat
Number of /Days after birth
Dam No. offspring 0 1 2 3 4
50460 Alive : Male 5 5 5 5 5
Female 8 8 8 8 8
Dead: Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 5/8 5/8 5/8 5/8 5/8
50461 Alive . Male 6 6 6 6 6
Female 6 6 6 6 6
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 5/4 6/6 6/6 6/6 6/6
Milk-band negative 1/2 0/0 0/0 0/0 0/0
50462 Alive . Male 13 13 13 13 12
Female 3 3 3 3 3
Dead: Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 1/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs

No abnormality

13/3 13/3 13/3 13/3 12/3

(/) : Number of offspring Male/Female/Unable to be sexed
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Appendix 11 -1 Study No. : SR13054

Litter size and viability index of offspring

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

50151 Total 14 100.0 14 100.0
(4/10) (4/10)

50154 Total 13 92.9 12 92.3
(6/7) (5/7)

50155 Total 8 100.0 8 100.0
(3/5) (3/5)

50156 Total 13 100.0 12 92.3
(6/7) (6/6)

50157 Total 14 100.0 14 100.0
(10/4) (10/4)

50158 Total 15 100.0 15 100.0
(8/7) (8/7)

50159 Total 14 100.0 14 100.0
(9/5) (9/5)

50160 Total 14 100.0 14 100.0
(717) (717)

50161 Total 12 100.0 12 100.0
(8/4) (8/4)

50162 Total 13 86.7 13 100.0
(5/8) (5/8)
Total 130 128
Male/Female 66/64 65/63

n 10 10 10 10

Mean 97.96 98.46

S.D. 4.54 3.25




Appendix 11 - 2 Study No. : SR13054

Litter size and viability index of offspring

-9¢C-

Generation : FO Dose : Hemimellitene 40 mg/kg Species : Rat
/Days after birth
0 0 4 4
Viability Viability
Dam No. Sex Male/Female index (%) Male/Female index (%)

50251 Total 16 94.1 16 100.0
(9/7) (9/7)

50252 Total 15 100.0 15 100.0
(7/8) (7/8)

50253 Total 13 100.0 13 100.0
(7/6) (716)

50254 Total 16 100.0 16 100.0
(8/8) (8/8)

50255 Total 14 100.0 13 92.9
(8/6) (716)

50256 Total 12 923 11 91.7
(1/11) (1/10)

50258 Total 16 88.9 0 0.0
(11/5) (0/0)

50259 Total 18 100.0 18 100.0
(6/12) (6/12)

50260 Total 13 100.0 13 100.0
(9/4) (9/4)

50261 Total 16 100.0 15 93.8
(10/6) (9/6)

50262 Total 19 100.0 19 100.0
(5/14) (5/14)
Total 168 149
Male/Female 81/87 68/81

n 1" 1 11 11

Mean 97.75 88.95

S.D. 4.02 29.69




Appendix 11 -3 Study No. : SR13054

Litter size and viability index of offspring

- LEC-

Generation : FO Dose : Hemimellitene 200 mg/kg Species : Rat
/Days after birth
0 0 4 4
Viability Viability
Dam No. Sex Male/Female index (%) Male/Female index (%)

50351 Total 15 100.0 14 93.3
(7/8) (717)

50352 Total 15 100.0 15 100.0
(8/7) (8/7)

50353 Total 17 100.0 16 94.1
(10/7) (10/6)

50354 Total 17 100.0 17 100.0
(8/9) (8/9)

50355 Total 15 100.0 15 100.0
(9/6) (9/6)

50356 Total 14 100.0 14 100.0
(9/5) (9/5)

50357 Total 16 100.0 16 100.0
(7/9) (719)

50358 Total 18 94.7 18 100.0
(11/7) (11/7)
50360 Total 12 85.7

(6/6)

50361 Total 15 100.0 14 93.3
(6/9) (5/9)
Total 154 139
Male/Female 81/73 74/65

n 10 10 9 9

Mean 98.04 97.86

S.D. 4.64 3.22

... - Mortality data, ::: : Impossible to calculate
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Appendix 11 - 4

Litter size and viability index of offspring

Study No. : SR13054

Generation : FO Dose : Hemimellitene 1000 mg/kg Species : Rat
/Days after birth
0 0 4 4
Viability Viability
Dam No. Sex Male/Female index (%) Male/Female index (%)

50451 Total 15 100.0 15 100.0
(6/9) (6/9)

50452 Total 15 100.0 15 100.0
(7/8) (7/8)

50454 Total 7 100.0 7 100.0
(3/4) (3/4)

50455 Total 16 100.0 16 100.0
(4/12) (4/12)

50457 Total 9 100.0 9 100.0
(3/6) (3/6)

50458 Total 16 100.0 16 100.0
(10/6) (10/6)

50460 Total 13 100.0 13 100.0
(5/8) (5/8)

50461 Total 12 100.0 12 100.0
(6/6) (6/6)

50462 Total 16 100.0 15 93.8
(13/3) (12/3)
Total 119 118
Male/Female 57/62 56/62

n 9 9 9 9

Mean 100.00 99.31

S.D. 0.00 2.07
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Appendix 12 - 1

Body weight of offspring
Generation : FO

Dose : Hemimellitene 0 mg/kg

Unit: g

Study No. : SR13054

Species : Rat

/Days after birth

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

50151 Male 4 5.90 4 8.73
Female 10 5.46 10 8.07
50154 Male 6 7.45 5 13.48
Female 7 6.96 7 12.61
50155 Male 3 7.77 3 13.17
Female 5 7.80 5 13.16
50156 Male 6 6.47 6 10.75
Female 7 6.09 6 10.97
50157 Male 10 6.96 10 10.57
Female 4 6.70 4 10.68
50158 Male 8 7.35 8 12.09
Female 7 6.96 7 11.44
50159 Male el 6.78 9 11.01
Female 5 5.88 5 9.82
50160 Male 7 7.43 7 13.83
Female 7 7.21 7 13.26
50161 Male 8 6.84 8 12.03
Female 4 6.78 4 11.65
50162 Male 5 7.34 5 11.36
Female 8 713 8 11.00

n Male 66 65

Female 64 63
Mean Male 7.029 11.702
Female 6.697 11.266
S.D. Male 0.555 1.553
Female 0.698 1.576
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Appendix 12 - 2

Body weight of offspring
Generation : FO

Dose : Hemimellitene 40 mg/kg

Unit: g

Study No. : SR13054

Species : Rat

/Days after birth

0 4
Dam No. Sex n B.W. n B.W.
50251 Male 9 6.93 9 11.24
Female 7 6.56 7 10.44
50252 Male 7 6.34 7 10.47
Female 8 5.99 8 9.95
50253 Male 7 6.83 7 11.79
Female 6 6.30 (] 10.98
50254 Male 8 6.54 8 10.59
Female 8 6.13 8 10.06
50255 Male 8 7.46 7 12.30
Female 6 6.62 (] 11.58
50256 Male 1 6.60 1 10.50
Female 11 6.16 10 10.24
50258 Male 11 5.70
Female 5 5.26
50259 Male 6 6.42 6 10.17
Female 12 6.03 12 9.23
50260 Male 9 6.50 9 11.38
Female 4 6.25 4 11.13
50261 Male 10 6.04 9 9.40
Female 6 6.03 5] 10.00
50262 Male 5 6.48 5 9.80
Female 14 6.07 14 9.47
n Male 81 68
Female 87 81
Mean Male 6.531 10.764
Female 6.127 10.308
S.D. Male 0.458 0.904
Female 0.356 0.739
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Appendix 12 - 3

Body weight of offspring
Generation : FO

Dose : Hemimellitene 200 mg/kg

Unit: g

Study No. : SR13054

Species : Rat

/Days after birth

0 4
Dam No. Sex n B.W. n B.W.
50351 Male 7 713 7 11.56
Female 8 6.13 7 10.90
50352 Male 8 6.65 8 11.71
Female 7 5.91 7 10.44
50353 Male 10 6.35 10 10.92
Female 7 5.46 (] 10.47
50354 Male 8 6.91 8 11.24
Female 9 6.22 9 9.99
50355 Male el 6.89 9 10.69
Female 6 6.63 6 10.10
50356 Male 9 7.59 9 12.21
Female 5 7.38 5 12.00
50357 Male 7 6.19 7 9.77
Female 9 5.71 9 9.36
50358 Male 1 6.14 1M 9.17
Female 7 5.91 7 9.07
50360 Male 6 6.37
Female 6 6.00
50361 Male 6 6.35 5 9.58
Female 9 6.38 9 9.44
n Male 81 74
Female 73 65
Mean Male 6.657 10.761
Female 6.173 10197
S.D. Male 0.468 1.049
Female 0.538 0.900




Appendix 12 - 4

Body weight of offspring
Generation : FO

Dose : Hemimellitene 1000 mg/kg

Unit: g

Study No. : SR13054

Species : Rat

/Days after birth

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

50451 Male 6 5.70 6 8.67
Female 9 5.36 9 8.11
50452 Male 7 6.26 7 9.50
Female 8 5.75 8 8.88
50454 Male 3 7.37 3 11.47
Female 4 713 4 10.28
50455 Male 4 6.05 4 9.53
Female 12 5.73 12 8.32
50457 Male 3 8.27 3 13.17
Female 6 7.80 (] 12.98
50458 Male 10 6.12 10 8.85
Female [§] 5.87 [§] 8.48
50460 Male 5 7.08 5 11.42
Female 8 6.75 8 11.19
50461 Male 6 6.67 6 11.50
Female 6 6.37 6 11.18
50462 Male 13 5.51 12 8.75
Female 3 5.13 3 8.57

n Male 57 56

Female 62 62
Mean Male 6.559 10.318
Female 6.210 9777
S.D. Male 0.884 1.608
Female 0.876 1.707
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Appendix 13 - 1

Necropsy findings of offspring

Study No. : SR13054

Generation : FO Dose : Hemimellitene 0 mg/kg Species : Rat
Number of Number of
live offspring /Findings dead offspring  /Findings
examined on examined on
Dam No. Day 4 of birth Day 0-4 of birth
50151 14 Absent 0
50154 12 Absent 2 1:Absent (Day 0)?, 1:Absent (Day 1)
50155 8 Absent 0
50156 12 Absent 0
50157 14 Absent 0
50158 15 Absent 0
50159 14 Absent 0
50160 14 Absent 0
50161 12 Absent 0
50162 13 Absent 2 Absent (Day 0)
Total 128 4
n 10 2

a: Loss of abdominal region because of maternal cannibalism
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Appendix 13 - 2

Necropsy findings of offspring

Study No. : SR13054

Generation : FO Dose : Hemimellitene 40 mg/kg Species : Rat
Number of Number of
live offspring /Findings dead offspring  /Findings
examined on examined on
Dam No. Day 4 of birth Day 0-4 of birth
50251 16 Absent 1 Absent (Day 0)
50252 15 Absent 0
50253 13 Absent 0
50254 16 Absent 0
50255 13  Absent 0
50256 11  Absent 1 Absent (Day 0)°
50258 18 2:Absent (Day 0)?, 2:Kidney (right and left): Dilatation, renal pelvis; Glandular
stomach: Dark red discoloration, mucosa; Gastrointestinal tract: Dark red contents
(Day 1), 5:Absent {Day 2), 9:Absent (Day 2)°
50259 18 Absent 0
50260 13 Absent 0
50261 15 Absent 0
50262 19  Absent 0
Total 149 20
n 10 3

... - Mortality data
a: Autolysis in abdominal cavity
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Appendix 13 - 3 Study No. : SR13054

Necropsy findings of offspring

Generation : FO Dose : Hemimellitene 200 mg/kg Species : Rat
Number of Number of
live offspring /Findings dead offspring  /Findings
examined on examined on
Dam No. Day 4 of birth Day 0-4 of birth
50351 14 Absent 0
50352 15 Absent 0
50353 16  Absent 0
50354 17 Absent 0
50355 15 Absent 0
50356 14 Absent 0
50357 16  Absent 0
50358 18 Absent 1 Absent (Day 0)
50360 14 2:Absent (Day 0), 7:Absent (Day 3), 5: Kidney (right and left): Dilatation, renal
pelvis (Day 3)°
50361 14 Absent 0
Total 139 15
n 9 2

... - Mortality data
a: Euthanized because of maternal death
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Appendix 13 - 4 Study No. : SR13054

Necropsy findings of offspring

Generation : FO Dose : Hemimellitene 1000 mg/kg Species : Rat
Number of Number of
live offspring /Findings dead offspring  /Findings
examined on examined on
Dam No. Day 4 of birth Day 0-4 of birth
50451 15 Absent 0
50452 15 Absent 0
50454 7 Absent 0
50455 16 Absent 0
50457 9 Absent 0
50458 16  Absent 0
50460 13 Absent 0
50461 12 Absent 0
50462 15  Absent Q
Total 118 0
n 9 0
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Annex 1-1
@Tﬂj‘ CGeneTech, Inc.
CERTIFICATE OF ANALYSIS
1.2,3-Trimethylbenzene

BATCH NO: SZ-DS2713 Catzlog Number: 92023

MFG DATE: 91272012 ANALYSIS DATE: 9/27/2013

EXP.DATE: 9/28/2015 BATCH QUANTITY: 1 Ky
TEST RESULTS
DESCRIPTION Coloress / Liguid
IDENTIFICATION 1H NMR corract

FPURITY (by GC ) 98%

Remarks: The product complies with the In- House Specifications

Approved by Q. C. Director: Dr. Nancy Wei

Signm,- Date: 10712013

Performed by Analyst.  Becky Parks

Signature Date: 10/11/2013

§781 Thunderblrd Road, Indlanapolls, IN 46238 Tal, (317) 626-19256  Fax: (317) 825-1926
hitp:/Awwv. cgenelech com E-mail; ipfo@eqenetech.com
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Annex 1-2 SR13054

@m CGeneTech, Inc.
CERTIFICATE OF ANALYSIS

1,2,3-Trimethylbenzene

BATCH NO: SZ-002713 Catalog Number: 92023

MFG DATE: 8€/27/2013 ANALYSIS DATE: 2/21/2014

EXP.DATE: 8/26/2015 BATCH QUANTITY: 1.0035 g
TEST RESULTS
DESCRIPTICN Colorless / Liquid
IDENTIFICATION 1H NMR correct
PURITY ( by GC) 96.03%

Remarks: The product complies with the In- House Specifications

Approved by Q. C. Director: Dr. Nancy Wei

Signature Date: 2/25/2014

Performed by Analyst:  Becky Parks

Signature Date: 2/25/2014

5781 Thunderbird Road, Indianapelia, IN 46238 Tel. (317) 826-1025 Fax (317) B26-1824
http. /www cgenetech.com E-mail. info@cgenetech.com
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Annex 2-1
SIFTRERREE S ¢ 1619
ZEMEER SR E
W B E 4  1,23-bAFAEY
o v b F B SZ-092713
B o H . FUEnal
WM eE B R : 2003fE11H21H
SITRBRERY . BB
o & A B 2013411 A21 B (R
201348 11 B 28 B (WHRTTE 7 H)
" 7 & # . B B [E
WoE K ¥k . HPLCE
®OBR O MO
AR BED WBRMHIBE (mg/mL)
FRBE FR Uk FEECE IR 7 H
1 8.12 8.12
2 8.16 8.20
3 8.08 8.20
8 FEHIE 8.12 8.17
mg/mL R 0.040 0.046
SR ERZE (%) 0.5 0.6
EHE (%) 101.5 —
BRFE (%) — 100.6

HoE O O# : PABIES . S ED 90.0~110.0%, FEAHERERZED SO%LLTOHREEME L T5.
PRIFE% ; FRTERDS 90.0~110.0%, FEXMHERERZED S0%LLTOHS2E & 5.
B ¥ OE : 8 mg/mL OFFHBUEICOWTCHBIRTE 7 B £ TOREENEO BN,
E ‘
ERRBL ; 123-F ) AFARVELr DT v FERWAES SR EEERR
(FABREE ; SR13054)

= o

B Rt (LB REESERT
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Annex 2-2 SR13054
SHEEAEE = © 1618

R S REAE

#® 8B W ¥E 4 1,2,3-F U AF A~ E
ooy b FEFE SZ-092713
X B % ' . hUuEoayil
O O4E A B 2013118218
W wE FE H B . 2013F11H21H
W ® K ¥ : HPLC#
ErLiR BED R B T FEXHE R
FRIRE MR U (mg/mL) HE R (%)
1 8.20
B 2 8.32
3 8.32
g 1 8.12 620
mg/mL g 2 8.16 +0.093 1.1
3 8.08
i 8.16
TR 2 8.16
3 8.32
1 205
B 2 208
3 209
1 207
200 b 2 210 209 0.9
mg/mL +1.8
3 208
1 211
TE 2 210
3 209

O B O EEEREES %LU TORSEE LT,
& K H®W O OFE HE
fié £
FEWERERAL ; 123-F) 2AFARLY DT v P ERAVATEE MR EEERS
(REE S ; SR13054)

WERHER  #HARA (LA MRSMENIERT

ST RES 20{3 % /(A 272 A
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Annex 2-3
SATFEEREE S « 1620
BEERAR SoWFERAE
= 5 % 123- MY 2FARUEBr0T v M ERWARSEREIREATFTERR
R B B SR13054
woEoMOE & 123U AFARLT L
vy bk F B SZ-092713
¥ OB % ® . buwozil
WA OE A B : 2003512820
SATRBREERE . EPRRES
BT E A B : 013#E12H2H
| - s I HPLC i
OB R &
) —_ ®5%
e o REMERE PR ARERE AR
. ! (mg/mL) AT U (%) (%)
1 8.16
8.12
8 mg/mL 2 8.08 +0.040 0.5 101.5
3 8.12
i 41.2
41.1
40 mg/mL 2 41.2 £ 0.23 0.6 102.8
3 40.8
i 206
205
200 mg/mL 2 206 £12 0.6 102.5
3 204
o® KO EHEN90.0~1100%, FEMEERIEN SO%LLTOEEEFHEE TS,
& & M ® . &
i % ., -

HERiEER HARHE (LEVR M RET

AT ¥

2013 &

12 H 3 B
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Annex 2-4

SR13054

SHTIEEAEEE 1624
BEHEDTRAERE SERE
= Bk & 123- b U AFANRB DT v NEACAIREETER AR
A OB FE B . SRI3054
WY OH 4 1,2,3-F U AFn_uP
o v kM FH SZ-092713
¥ B o B O butoall
ol £ A B - 2014 1A8H
ﬁiﬁﬂ%%ﬁ{nﬂ#fm D HEO B E R R e
FOE B B : 2014%1H8H
7ﬁIJ W ¥ . HPLC
o i 18 5.1
ﬁ;g; gﬁ;& WRWMERE | THE  EAmERE | AHE
) (mg/mL) =HAEHE(RE (%) (%)
i 8.20
8 mg/mL 2 8.20 i%ﬁé 0.6 102.9
3 8.28
1 42.6
42.3
40 mg/mL 2 42.0 £ 031 0.7 105.8
3 422
1 213
200 mg/mL 2 214 j ;‘?’6 0.3 106.5
3 213
HooF KO EEERIN00~1100%, BHMEHERZEN SOBUTOBEEEE LT 5.
& T ¥ E )
A % . -

[ i S-S i Ay v ree S i

{2 T 43

(LESHTEESE .
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Annex 3 (1/4)

FRUE (B GR) ORREE T ik

1 AR
BHEAE s v~ k57 (HPLC) (&

ASIANA T 7 VAT A

SR13054

UV Detector L-2400 A& BN T JunP—X
Pump L-2130 HRatt B 77/ unv—2x
Column Oven L-2300 At Asinag sy Juay—X
Autosampler L-2200 MRSt DA77/ uv—X
HPLC 7 — Z LB E Empower 2 A A 4 2 — DRt
AL ILRF GH-202 B2l == T U R T

2 fRYEWE (R, e, )

123- 8 AF LB ($BRWE) LotNo. SZ-092713 CGeneTech, Inc.
3 K

R IK KESRGEK7a~ 757 4 —H IR bR st
RAH )L HPLC H (3L ==y S Etran

T hIE Fr7 oy (BEFTE) HPLC H oMk T3k AS 4t

4 REOHHM CLroBEECTHREL, FAMPZ OB L LTRELL)
4.1 BEHE

AH ) =700 mL IZ7REEK 300 mL N2 CHAICRE L=, FEE%IT

DI (i IHARR © 4 S@RILAN) (A L7-.
42 F— M7 TR

T hFk Fr772 700 mL (2K 300 mL 20l 2 THoIRG L=,

7L, 8 HUAP (ERHIRR : 4 WELAR) ISfER L7z,
43 WiFMIENRK
ThIZe kT IoEDb0EMEH L.

5 PR OB X OB

ERIZRTFL, 8 H

TR 1T IR PR

WRME O 23 )L ZHFRICED, 77 P77 02 MATIERKIZ 10mL & L7z (FEiE
JHE 1), EHERE 1 O I1mL #EEICEY, T8 e 77 02Nz TEMEIC 10mL & L7
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Annex 3 (2/4) SR13054

(B 2). IEME R 2 O 1 mL #1IEFEICE Y, 7 F Ik Fa 77 24 CTIEREIC 10 mL &
L7z (STD, #9320 pg/mL). #EAEFHE |, RHEFR 2 56 L OURAERORBIIAS 1 HE Lz, 1R
VAR D HPLC ~DEANIL 3 [l & L, A — Mo 7T NRAER 6 REFLIPNIZHIE U 7= (RER:
i @ 12 R EA).

6 PUEHA MK DIRLE K OMIE
AR OBRBURENE, B MERBRIIGERE O b - d - FEMILBE 3 A G, TE
PERIR IS & O R IR O T BAE 5 3 Ak Lie. 7ok, ¥H—MElrositg+
& DGR A ZTHERBOFRBIFOM R & Ule, FEHRROFAET 1 RIz>&E 1 [BlE Lz, 308
BHED HPLC ~DVEAEE L& U, A — o7 7N FR 7 RRILINIZHEIE L 7= (BUERE
@ 12 REFEEAY).
6.1 FENAE (8 mg/mL FHHRLK)
8 mg/mL FFELE S 05mL 2L, 7 T Fu 77 02 MA CEMIZ20mL & L7z,
ORI mL 2 FRRIZEDY, 787k R 77 02N TERIZ 10mL & L7z (7 20 pg/mL).
6.2 REHENL (40 mg/mL FHRLE)
40 mg/mL FABFE A5 0.5 mL 2L, 7 7k N7 7 &2 TIEMIZ 40mL & Uiz,
ORI mL 2 FREICEREY, T I Fa7 T2 TIEMIZ25mL & L7z (]9 20 pg/mL).
6.3 BRI (200 mg/mL FHELF)
200 mg/mL FAEEMN DS 0.5 mL #8E L, 7 F7k Ka 7 J %Nz CIEMEZ 50 mL & L7-.
COWW 1l mL ZEMEICREY, T2 RT3 02 MATEMIZIOmL & Lz, 620
W ImL #IEfEICEY, T 78 Re 75 0% MiA CTEMIZ 10mL & L7z (8 20 pg/mL).

7 HPLC %At

71T I : NUCLEOSIL 100-10C18, 4.0 mmIDx250 mm, >— T4 o 3 Xk
L&tk

B ENtE D AE )= | ABIK (70 : 30)

A "YU TSR T T Ra T T [ EEK (70 :30)

Beid AR A N ol N =

it : 1 mL/min

HIE B & : 220 nm

7 NIETE : 40°C

FAE : 10 uL

A= YT THE : 10°C
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Annex 3 (3/4) SR13054

ST IRE ] 116 57

8 TRF AEOMERER
HIER Z L IEMER AR R 6 BEA L. #BWE O v — 7 mfas L OMRERERIIC
UWTHEX R R 22 SR 6D 7.

9 EE

Empower 2 % JH O THEMEER T O 1,23- R U A F LB — 7 mfE & RENOIEM L
e e L0 REHAROBITIRE 2 KD, LUF ORI 0 iR E GRER P ORI EIRE),
B IREE O E, R RZE, MR ERZEZ KD, S5 ICEEMRER GRlE) RO
RERRERBUIEHEE, CEHRE ((RTR) 1JEFERLZ RO

A SRR (mg/mL) = [HIE # L (ug/mL)x F AR L] 7 1000

FRREREL : 8 mg/mL FELE ; 400, 40 mg/mL FELE ; 2000, 200 mg/mL FHLE ; 10000

FAAMEHEMR £(%) = (IR HERAL / FHE)<100

B %) = (HREREEEIE /1 AR O FIRIRE) <100

FRAF (%) = (PR 1% O FRELIR IR A/ F88Rr O F SR B S fE) > 100

10 frod kv
WAL TU FOFRREL L7z, FHE, FERAR L OMHHEERAZ KD 55613
PUEETLA L, FIIEE RS &R UArdk, RERARITEIIED 1 DT OHT, FExEERAR/D
BB M L 2R LT,

HH (H4D) FRIE
L& (g) BRI 5 44 (RFEO &R Y H15R)
ISR () NSRS 3 i
E— 7 hfE (V) it
FeRmeE, SEhaRIBE, HRVECT 3 M7
AIERE, ARERE (IEERRBEIIMEENEOREME VEMH. 347
(ug/mL =721 mg/mL) W EDEER L 22 55013/ T B 1 L% UHS
LIALTEYERRE LK)
BEHEE (%) NEELTE 1
BREE (%) NRRLLTE




Annex 3 (4/4) SR13054

11 CHE A
(1) #)—MEER - AHHEYER 7Y 5.0% L TR G @ e L.
(2) ZEMRER -
1) FABEE ; FATHRIN 90.0 ~ 110.0%, FAXFEMERAED 50%UTOHREzmEE L.
2) PRAFIR 5 FRTEERDS 90.0 ~ 110.0%, AHARHERALD 5.0%LU FOHE & & L.
(3) MREEFERTFUR S EN 90.0 ~ 110.0%, FHXERMERAED 5.0%L FOBEZ@EE L.
(@) VAT LEGVERR - FAMEEREDR 2.0%2L FOBG AL Liz, RRBRTIE, v—7im
BT BARSHEUER D 0.3~ 1.2%, {RFFFRIICI T B HESHERERED 0.0% ThH 0 Vg
NHHTEERNTH - 7.
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