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CEN

indene &, 0 GHR., boEr =z, 4, 20 B IO 100 mg/ke/day DR T, 1 #ElfEME% 12
PEOD CrliCD(SD) 7 » MIIVWVT, MEZIEE 42 D, HECAZECAT 14 B, ZECHIRTES & ORI
MR LNtk 4 BETORRE 46 HHEAROEKRS L, MHESMORERSIZ X S0E,
HELESSD O AETFS X O ER OFEIC RITTREBIC OV TR Ui, 72, 0 GHR) B LT 100
mg/kg 1ZOWC, HEBIEE S 42 QRIZEREN 5 L2 L C 14 HRIOBEHRELZ BRI L,
HEBENIE 0 CHHHD BB LT 100 mg/kg IR G T DY 774 MEE LTHE 10 REHIIREL, &5
42 ABIZARE S LA RS LT 14 A oMBEERF LT,

1. iEHE sk

—ARIRRBEZE T, 100 mg/ke B DM CHRUE D B 5 M R BB B 380 vk,

REMI IR BB G, M & bR R 5 T B 5 2{KIT 100 meg/keg B E TR bR
oY o

WHERAE I, #5 6 HORA T, 100 mg/ke FEOMECHITEE AN H B R BEMN A BIVER,
FIEEOCHHELTH T,

fREICOVTHL, 100 mg/kg FEOMEMET, B S MR P RIS b, (REBNER
FOREEMEICE B EMEPRS bz, T OEREEREHO 14 AR CHEHRm AR
bz,

FARIC OV T, 100 me/kg HOMECREPHI, FREBOM CREMOREHMIC,
T I A RO CHRE M PR EAER s h ik,

R, ME(LRARE CIT, 100 ng/keg TEE ClEME: DB HER G CHET B L Ex BN
LY oo T,

I FEARRA TR, 20 38 KT8 100 mg/kg BEOHETERFRMERA~T V0 © LB EOFEIMEE,
100 mg/keg BEOMEEECRRMEBOFELREENZD Hh, E#RYERSICRRT D EEZLN
fo. LA LZo%EES 14 BEOEEENHRI L, 20565, 20 ng/ke BOMETRD LI
EBRMERA~E 7 0 E B EOHE KWL, hoRMER AT A —F | EEBS LUEERICRE
MBLREPSTeZ b, SR ETRRVWEZ A b,

iR, SRR L OWEMAEARAEICB VT, 100 ng/kg T CHEBMEER S IZRK L
BEEAD bR T,

DL EOFEENS, AREBSMH TIZEIT 5 indene DIEEEE (NOEL) 13 4 ng/keg/day, TR
(NOAEL) 1% 20mg/kg/day & &z Hivi-,
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2. AEFEFEA L

FRBBEEOAFERE R L OHEROBE T, 100 ng/kg HE T, WTEROEBIZbL 5D
EHR G T 2B (IR D h o,

LR -T, KRR TICHRT B indene OEEHEIC L A B OET ST 5 ISR
(NOEL) Jo X UriEsgthd (NOAEL) 72 & CNEHTEIR ORI 2 MR (NOEL) Jo L UMiEsEM:
B (NOAEL) v h b 100 mg/keg/day & 2 Hhuiz,
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i

indene %, 0 G&fHR, hw B, 4, 20 B LT 100 mg/kg/day DFIET, 1 BEEMES 12
PE> Cr1:CD(SD) T w MIRWT, HECILF 42 AR, dEC2SEAT 14 B R, ZSRCHI S K OYER
W22 ootk 4 HE ToOMBHRORSE U, MEDMORERSGIZ L DRE, Mo
AR L O AEROBACRITTREEICOWTHE L, £/, 0 IR B X TN100 mg/kg {22
W MRS 42 BRI N A5 PER SR LT 14 BT RIEN R B L 7, M3 0 Cof
B LU 100 me/kg 2 ET 57 74 PREE LCHK I0LMARICERE L, 25 42 BERICEHES
UG48 L C 14 0 o RSN & BF L,

FHBbEs L OV
1. ey
Ly : indene ; A ¥ F v
il : indonaphthene ; 4 > K7 7 5 ., iH-indene ; I1H-4 5
CAS No. :95-13-6
{EBFEEHAREMES  (4) 580
53 F : CoHg
Y
oTR : 116. 15~116. 17 "

MR (b 2EROME R HME L mE~EE A ORIK
FRE ;0. 9692~~0. 9968 (20~50°C)
B ;-1.8~-1.8 C
a5 181.6~182. 6°C
AT 5 13.3~80 hPa (58, 5~100.8),
Bl ai s 58°C (HEAED)
HE ;0,99 (20°0)
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LogPOW ; 2, 92

pH ; BIBRME (BTnAkPAIE, 25°C)

R KR A ZBT W (RELEBY), =&/ —N, JuaR
N, =—F N T b, ZOME L OFEEANCET 5,

:IGBETI

1 98. 9% (GC, BBRAEEEE) ¥ (Appendix 1-1)

A (F—FAe L)

2% S

: 1300 ml

PREMET AE AL, BERERE L, BEL, MEBEREITNIWERETH S,

BEIIED TREETCEHCESGT S, BELIIIRINT 5, Ktk
DER2IZHIREL, HET D,
REBER TR, B LB ME OME 4 2 08 & FOt bk
THEBEARENOL AT L, BB E ORI P OLEHE M L,
(Appendix 1-2-1~1-2-3),

D EOERBIC AN, DR,

B bEhod0kee Y, iHBIIERS AR A LEbICER L, &
FRBEER L, WERE L,
| WRERIEARTE B O iR IR (FERIEREE : -26~+-30°C)

D 2011 EET7 H 26 B (2 A)~2011 4611 H 22 B (%A
CAF RIS AV RIBRTRAKEE L, Y EWIIRFREXIE

ZEBMINBTEXL KT 7 MATITW, i~ R 7, FHE, REIRE, &
MERKEER L,

D WBMEY AN LT, H5 ol 2R L, RBREOEEHRESIC

{R1E L7,
BERB S 5 O T X CORBIRIER TH., FEROST 57 o ERREE
e LTI Lz,

c T b, WA LG 14 g/m® 14000 mg/m®/4H

A, £20, LD fEIL 1800 mg/ke
5w k. 0. LDgfiiid 2300 mg/ke,
T b, A, LDyp<2000 mg/kg
LDy, {4 2000 mg/kg % L5
2000 mg/kg T 1 @IFEC (B4 1 R #R TR, WRIEE, ARAR
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M, REB(T, (REM, BEEVEEA, RO, IR
T, #5HAET)
o b, BT (G0v/VAIREE) . BETC. JTHE. Bl WEBICEES Y
F v b, YLABREE (800-900 ppm, TH/6day), NTAE. MM, WEENEEH Y
BREE O REHIE, IR, 7 LA MRER SRR T RERD

h
2. XEWHE
AR Ny L S =R
vy R : VOT4896
i L S AT A e
PRTFEM e
Wl B DR i Theb s D

3, /REBORAME S LES

AR BRI L, REORE &5 X S5O RMEERNE, 25—
F—% T 30 A R GEMR) X8, Ricw B ORER (2
v/vOe) AR L, IRRSTHE, AR BEGRL R UL, @l
A _TH T AWM B R L,

Bh oz e : indene @ 0. 1 mg/mL 33 J 78 200 mg/mL IBEWITEX T CHBMHETFL TS
B, €OBRBERET 24 MELETHD Z ERERENRTWD
(CERTIFICATE OF ANALYSIS, 20054E 8 H 15 B, DBozo Research Center
Inc.) (Appendix 2),

AR : 8 Az 1EBLE,
fr1r4edt AT ABLOME IR AN, SIERTE L (1~16°C, SHIFER 4. 3~7. 7°C),
FNEORE CERHENESCBR L LR HRUTHER L, B, R EIL

FZ 7 PTHIRY., RO RE~ A7, IR, FR, FERS
FEAL, WA, R, ERR L UOREHS & OBl 7,

AR EEOWLE RRoOBRGIRE, BERLS T A0, EEERDE LCEIN L,

BEHEORERR KBRHEOLRECET 2RERPOREE, MOPIEI L OREEM
TG OF 2 EHER Uiz, 2 ORIE, 0.08, 0.4 BI T2 v/v%Oi& 51k
FIER L ORI OB C, SHEIXENEN 97, 9~102. 0% B LV
94, 9~97. 0% TH Y . W HHERIEITIHEG L TV iz (Appendix 3-1,
3-2),
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. Appendix 4 (2R,

¢S w b, Crl:Ch{(sD)
» SPF
AR F— R Y AR BEAREFTE Y —

BAEEREL VT -V 2 AF LI,

: Ty MEZOBORBMTEEHVOR T IEMETH Y, FIEREN

FELTWDH I L LSRRI 2Rl — 2 Nl c& s &
NG, TOREER®RE L,

P M52 T, M 74 T

: MEHE S T 8 T

: BEV3 240~330 g, #E1 160~230 ¢

: REVE 257~204 g, ML 182~215 ¢

ffERES L 10 T

DHE 6 W, ME SRR (ERURE MBS AT, VT T MBI, A4
D RN MRS 1208, V7 T N RS 5 L

D ARIRAER LR 1 EEE L, REARARHE 1 B, uEd L UEIE

8 B 72 b ISRl L UBIMERIMR T B (e ERth4 HAlD (ZRIE L,
IR LOBHEHM T, WIhoEmio b RIS bhiah ol

BB O C, BB B AaET Bk CRR R A T BRI I R IR

AT Tc, REORR, M2 IR O R B ALz,

DHEREE S, BB 1 A GZAR)NGENE 10 BECO 9 B,

BIER L UBHHLIME TR GRS 4 BN . HEYMORF oL LN L UK
HOBABRD SN AR T2TOEMOFEEIZE ST, BEEFEAMEEIZLY

G HORB NN Vi)

B E I BT ol, Db OB KRR, HT 338

~381 g, WET 220~257 g THY ., FEEE (K, 359.1 ¢; #, 237.4 g} DE20%LUAT
BHole, BIRSNTBHOREGAT 3 AL GERSHBE ETCO—RIBOBE T, BT
20 mg/kg FECIR Y 37 s 1 I DEIEIEYLS L AR BED s iod, iy
BB CHEEOITWE & AN A, Fo, M 4 me/ke THZIR D 3oz 1B
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T, BEMCAMERRD b lo ), BT A bAREM CHREDRVEIY &L ANER T,
B BAN T BT B D ERSME . B ERE TR > TR - 72,

() @ik L — P OB

L) D BRI 7 = 4 PR CRERCET 2, R &2 1T o e,

(5) BEE

1)

2)

Mo BITEMCEmES L ANE L, BERNETo7,
AR >WCE, [EEORNITh N T,

SRS ENEMERI AR T LT AL EERE SR L U AR ORI E
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-V O DTGy MRS BRAEE 3 (260W X 380D X 180H, mm)

T2 L, ARRRESIHEE I W IR 17T B bE 4 HE CRY
— DO LR &N U 2 TEREAER (RUA b7 1—
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FARWHEE L | EMBA T AR LT,
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T - %5 : [ AR, CRF-1

1y hFE : 110607, 110908

BOERE DAY AR TS

i ik G REANRE RO CARICER XY,
772 L, HERATH O bR af 2 e ST,

BB L OMAEYRE
MBI RETEBhOH 2150 E H 5 WIETHEM DR EL
FHLEST Yy BORBHIOWTHN Lz, ERBE DS
Burofins Analytics fl: (Hr#idi& | AR-11-]JP-001269-01,
AR-11-JP-002270-01) IR\ NT, WAV FRHIOESREE (0
REREE © No. 11603-084, 11603-132) ANZHFNEME LI, &
WIEH &R ERIRRAEE LM Z EEN R ORERIETIRE
[ZHHL Uz, S ofR, WIhOHBIC LI L E 2 5 IR
HHENEMhoT,

4 kK

it ; AL AGE A

FRAKH ik  BEAAKEES AW TABICEREY 2, 200, RBRERITR K
amE MW,

5B E iy CRBRICERER T TSN O b AR MEOFES, 20114E 7 H |

(6) HBHEOERSG
1) BEBORE
ARy
A HH

F, 20114E 10 A 3 BB X TR2012 4 1 A 5 RIC, YfE s & AR
HECE Ok (301 BE) hoB A2 IR L Totr L GRER
ERERFE  No. A231007, A233146. A234348), it B AR AR
S BNTITWY, ST —# 2 AT Lk, SEB & Ak
Nt (bEDRE VAT OB ERIEE I B L 7, 03 Ok
B, WTROHB IO HE SN FFEEE 2 2538 bl

27,
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1000 mg/kg/day, MEEES 4 PC/8E, 2 M ERO®RYE) OFRR.
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1000 mg/kg Tkt 1 FIAERE 6 BIZET L, ZOMoBis —iRik
BRI L (PEE U, R, FRIRERTR, MBS, MRHEIS JONBAHA
DY IRMD BT BT, B L ARG 13 B, B3 %
5.6 BIZEYG- 2l LTI Uiz, 300 meg/ke LL RO BEOETE]
TR RS LU B O, —AREORE GREE, XA & 44T,
W, REWEEL, BERAR, FBER, RS NRD LN, &
o TR A SRR S 25k (RBC, HGB, HCT 4KF, T-Bil
F)BRD LI, HRCHEMBOMER, el MIREHSE, SEE
RCHEBERORM, JFRERORDHED G/, 100 mg/ke
T B ETFRY R R ER MR OMRME, TS8R b, 30
mg/kg LLOBETRY 70U FOETRRO LR, Bl &
NG, ARBORSNMAZE L CEHELEERNRE L O
BIZRENRDH LI 100 meg/kg/day & Lio, Fio, 30 mg/kg/day
OHECRY 7Y FORESED ORI EEZRELTAKS &L,
LLF 20 mg/kg/day #FHE, 4 mg/ke/day BERAEIIRE L,

PR DAL, : RO & ATHOBMES LT O®EY & Lk,
b RE RERE B (B & 5)
ERHE (mg/kg) (v/v%)  {(nL/ke) HE i35
< FFAETH >
st FRITE 0 0 5 12 (101~112) 12 (151~162)
iRt 4 0. 08 5 12 (201~212) 12 (251~262)
h FH B 20 0.4 5 12 (301~312) 12 (351~362)
o P R 100 2 5 12 (401~412) 12 (451~462)
<HF I MHE>
AR (RE5# TR 0 0 5 5% (163~167)
(Bl 4T B 1)) 0 0 5 5 (101~112)% 5% (168~172)
T B (R 54 T RF R B 100 2 5% (463~467)
(EIE & T R 1)) 100 2 5 5 (401~412)% 5% (468~472)
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OELHEITHET 5 X 2 ICEHOTREOEDOFEL AT 20 e BRk LT,
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2) #5
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.._19__



R A
& 55

=148 10T
1= 5% B

WGtk AR,

SR11087

¢ 9 09~11: 58

CHE G ZPEC 14 BRGL Y 42 B
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BRI RS L ORGSO 1 A 2E, BT
FOF#%O 1 B 2, HMBIX TR L EHRE LT,
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ERodR LT,
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R HEEE) . WRITED (Br-3< A0 L&), BETE ;T
Y BEFE), WREMIZOWT, -7 0 FNTHERE
Lz,

P RO KREOVHEIOEENT D Ko LIk (V794 Mk

FL) PRIV F T ME (EER 7RFIRED OffD%E: 5 #7
b UNC BRI OMEO 5386 B DG DA b IR 3R L7441 5
fﬁ]ﬂ

cRehH 6 (%537 B) BLONEHE 28 (EE 10 B),

FHREAEOMEIIHE 4 B,

CHBNUBEDEAaT Y SRR HWT R a7k LB R

B AW L AMEB LR L,

BEAEHBIUEOHE
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HEPRA, AREER, RTORRYE, WmRRRY. EASEERN. 22
fIE
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TR L OEBIC W T 3 ERE L, 1 g WA TR L,

@BEBEDE : HREHENEEE (A—1—A v 7 2RIV
CompACT, EHTHMBRRSH) ZAVTHIE L, LTSIk,
10 43 HRG ¢ 1 BFRHIBE L7,
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S5 1, 3.6, 7, 100 14, 21, 28, 3551042 HOBEN, EIE

TELC 14 Hi bONCHMRE,

FRERME O/ RS 1, 3, 6. 7, 10, 14 A5, @40, 1, 3,
5, 7, 10, 14, 17 5L 20 AOEEH, WEO, 1 BLU4 B
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ECFBRECERBICHAREZHIE L,
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(REHINES L O EEInR -
PLFoRc X v EH LU=,
GERB IOV 754 FEEOfE>

ﬁ“@%ﬁ'ﬂ‘j 3
REEME (R = $HRE4L2OIFEE RS BEEE
e pory L IREIEINE (g)
KBRS (%) = 5 | [ R (o) X 100
Eifi=B &1
AEHMNE () = [ 14 BFE (R —#5 42 BEE (g)
oy EERIINE(g)
EBEEHME(%) = b 42 [ () X 100
(ERBALOMD
IR A G530
FEEnNEE= - HEH5 4HAHEE &5 1 BEEE
ooy L IBERIINE (g)
(R EHIANER (%) B5 1 AAE X 100
IEHREAR
REBEME (= R 20 H{EHE (g) —HE 0 HEE ()
i (o — IR (g)
R HE B INER (%) TEE 0 1 R () X 100
ikl
fREEME () = 'HE 4B EH () HE O REEH(p
. e gory —  PREHINE (o)
R EBEANER (%) B 0 A () X 100
5) fHATEME
51184 x|
fEa cERE S HEIM AR L ORI ARRE, AEAELFCHIERL

foo 7221, ERBIOMEICOWTCE, IR0 BRI UMEE 0 B
WMEBROL, TR 20 HIFRERHIE L,

e g7 i c BPAEIRRE (6X-2000, HAztho— 7Y F - 74) #HN
THE L, 1 g AL TRl L, WERMBATRICESREZWEE T
— VLB L, TORIHERCERS LUK SREE L,
fefi L, EHEIONETREOHR L L,
PIFoUc Lo, iR (g/rat/day) FEHL,
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HI5E F 8o B # (day)

B & (g/rat/day) =
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6) RiR&
7134 D HEISRERE L B OB R 5 oo, XTI A R (B4
M THERIRG]) AT S
(A ¥ 5 6 1k X UAHE 2 .,
FRIR ik IR G v HREH S — Y (KN-646, B-1 A, RSB E A
EpD ERWTERRL, B5HEEZLILH IFHOER CO~O%,
F A 21 IR OB R COF & D% J25E U iz, $RI U 7 R I A %
THEEFE L,
BETA B LUWE I
(DR pH BRI
@7EH (Protein) SRERL:
@4 (Glucose) BN
@4 I v (Ketone body) PR TE
®vrrY ) —4 . (Urobilinogen) RER U
@A Bilirubin) Bk
D1 (Oceult blood) sUER AT
@& (Color) AR 2%
@BRIA (Urine sediment) Sternheimer Huf@ik
0 i (Urine Volume) wRHlE
iDL (Specific gravity) JgrEHE

O~D #NT A AT A VIR RV ANVAG T FAT T I AT 47 A
© SHREE BH-2, BH2-MDO, AU 1 822 3R a
@ RIEEEHFFH2Y 28, 77

7) MR R

5% D ETES ] (ERBRBEOMESHEERREIC RO L LB E 5
DFEVIRICERE L, RN OMHTSERE L R—F, 751 h
FEILEE, )

iy HER (RO IOV T 70 MEOME (RE4 TR )

o L UME (RfEH TRERED 1EmIE 14 BoBR) KEm L,
R 16~21 BHEIOMBR T CT » M &2 ¥ —F b U 7 AEE
(Vb g R, T EERAS) OIEIEPTESIC L9 BRRE L,
JEEAEIR L ViR L, BERB DS b, O~@B L UG 2
THLEDTA-2K (X e 7 P TEEHME, 7relat) o
LzMmiidd [ nl 2 vy, DWW THEME 1 ol 70 ~s%) 2
RU G AU R Y ATEN THEFE |, 1000 By /ml, BROF
IR 49 20 AT CAMER U &y 0. Lnl & vy, @iz
WL 3. 8% 7 A d b U 0 A G U gAY 1~2 ml, % 3500
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fii/ 4y ¢ 10 oy IE.ODABE L CE LR E Ry, &6 Mg
BLOMSHIMER THREE L, bk, AmkBikEs

AR LRE Mo, AEBREREARAOERITITRA T,
k., ERBHOMIEIA AT o g Y/MEORBRE ®E

ML 7Zehat,

BREEH B L ORE S

D i Bk 5 (RBC) ERIEFUR

@~ b7 U MEMNCT BERIEGUR H L

@G~ F 1 B L EE (HGB) SLS ~E &1 Pk
@77 i BREHE MCY) RBC, HCT K& v B H
GF-HFR M ERA~F & 1 25 (MCH) RBC, HGB{f X v BH
O FHFRIMER~E 7 12 & 12 EE (MCHC) HCT, HGBE L v EHH
@i/ (Platelet) BREHURHE

@ [ k% (WBC) Tua—HA A MY —E
@R IMEREL (Reticulocyte) Ju—t A hA ) —k
@@ 1M BR 55 B Zo—HA kAR —ik

{(Differential count of WBC)
DA b~F 4 1 ' (Methemoglobin) Evelyn and Malloy &
@A VMK THUTFTUh T Y
Za—AF LT Yk

B 7w b B ED bR T AF ik

WIEHEHELESS N B 7S AF B APTT) 5 Uik

DO~ HEhinsRkH7EE XT-2000 iV, YA A w7 A

@ BAATH IR UV-160A, BEMIERT

@ FAMEE BH-2, BH2-MDO, AV LR AN T HEMAAH

O MiEEE HENEEB KL FAY, M =T g R A TF v

8} Mk b FAIRE

e s SRR & R — D &1 5 F
e 441 s BRI ER L L7,
B gk C16~21 BEROHR T CT v P&y koL EZ— 0 R U O LTEIR

(b g, Hear IR H) OIEMERIESHC KV B L,
M RERE VA Lz, BEEHDOY B, (DBITGB)IZ2>nT
X, ME L L B0~ F RO A (XY R oA
NTEEOOF ], 1000 Bfir/mL, HRoORMERNSH) 79 20 By ¢
#%. 3500 Eiiz/453C 10 HEIOFE LA CEB LR EE BV ORE
L7z BIHB DV TESEERA 0 B (B 37 U — A R
DERM RS Wil I U, 3500 [E14E/43C 10 53R OE 45
el oh gz AvciRE L, 34, BonmiiBo—ik
RIS T AR 2 (13, TAB LG TSHEEM L LTRY

_24_



SR11087

T bl a7 4RI 150 p L4k L 8RR Y U —
— (—80CRRE) WL, Bohi-mifts L CmiEithasRT
H-20°C UL T CHAERIE L, B T HICRIE LK,

BEHEHBIUOREFE
(1)AST JSCC ik
(2)ALT JsCC %

@) FNB VRAT 7 #—1 (ALP) JSCC

(4) y -GTP L-y-ZNZ I3 IniFir4-=br7=) K
EEk

(5) & /21— 2 (Glucose) ~F Y - iR

(6Y#8 2 L 25 11— 1 (T-Cho} BERL

(7Y b Z VY F(TG) WelfE 7 U o — A3l

By e (T-Bil) FEFRTE

(9) ¥ B8 (TBA) iR G/ I

(10) R # % 3 (UN) 7 L7 —¥GLDH

(11} 7 L7 F = (Crea) iz TS

(12) 7 b U &5 (Na) A A R EE (ISE) 1k

(13) BV 7 A (K) A A R ERE (1SE) i

(14) 7 2 —n-(C1) A A RIREE (ISE)

(15) A1 387 I (Ca) OCPC &

(16) gk > (IP) Fiske-Subba Row &

(I ¥E B (TP) v Ly bk

(18) ®E {4714 (Protein fraction) A o— AT 75— MEEKKENE

(19)A/G K. (A/G ratio) WASE X D HE

(20 7 V7 3 3 (Albumin) MEAEEASR L D EL

(1) ~(7) HERHRE 7080, BynAT 27 /nPd—X
(18)~ (20) HEEKKENERE ABS320, =Z/HA ) L23A

9) HlM
ik
fiey 3]

WAk

L
D FERBROMB IOV 7 MO FEE T RSHIRE]) IS

42 BOER, FHEBEEOMTSME S B, Y7 74 MHEOBERB LT
(BT R ED 1XEE 14 OB RKEKR L, TREBEHO
1 IS 3 BICEIR L,

CEAERBEL, Ry MAAEZ— P Y UL (VAR

Fob, HETRIERENSH) OMEERNESTIC L S REL T TR InE, K
mic kDS, £FOHRE - MRS AROICBZE L, BE
VT, LTORE - % 0% PHEER AL+ U ACEE - &7F
Lz, 28, IRERB L U —F L7y RY i CEE « (R
L, HlB L OWR EER 77 VR CESE. 70%T 2 7 — MR
L7z, Ml oW CTEEREEARBREBE Lo, EA05H5%H
WZOWTHRATE LTEEE BIEE - fRE LT
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ORI, /IS L OMNAE) . R, TR, AR, BURIR (kB

MEEET), B, B, OB RE. H. TR, R, TR,
LN, TR, RERE. REEL, REILLMR. AUSTIR, HEE (RERS D).
GREL, P (Fds L OMRED | I, IRERE KO~ — 2 =i, AR (B
BEE), RERE CB#iA ST, 4) . BB Y w36, 3T Y oS,
B (HEREAR) | e Brididds L OVAIIRAG BB G, (IER A/ L 05
FERETe).

et
: HRRIG
BT EMER (ER-180A, Mk&thr— 7 F - 54) £/

TUTORFIZOWTEREZIE LI EADHIBEICOVWTL,
ELAFETHE L,

DR, TEEMAE, BRIR (bschEETe) . DR, RFREL BB AR

A, MORR, FBL. REBL LR, miszhRt (BE2E). ¥ GBEBL 2 b
WoWrE ), SR, 7

TR ERLRH L,

L O/ Hol HE ()
MR ERE (%)= AR R () X100

 BUREFICETE « RAF L - 2f0RRE « ERIC oW TEAER 2 32

ML, stHRER L URARFORENIT OWTER Lk, BEORMERO
PR A L, SR LURRIBC W TR oEmiz -
WORE L, ZOMICHIRTRENRL LI 4 ng/ke HORHL L
fk (EhmES 208), B, IFiB X UYNR (B85 255) . 20 me/ke
HoOLE (EhES 361 K>V THRE L,

PG T 4 BT, S~ bRy oV REEREE

LT LT, IS Wi S B2 011 red 0 HetafSiA (Bhin
£ 106, 108, 110, 112, 255, 465), BWIZ W Tl a2 7Y
VL EEA (EE S 100, 210, 304, 403, 404) #{EEIL., ZhFE
NHRHEEEH D Wit a7 0 7 U O E £ L,
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. AR
1) A Wi
o HoR6
1 1H DR R OO ERBIHIZRESN E T, BT I A MEITEIRA O
.,
Jiik D R LYY BT X B RERAEA A ER L PR T O B
WA e Ui,
W ERIIOSBRE (BIERTHL, REN, BERLS JORFRIES) &
M L, EHRGHEEEED U, EHREEEES 4. 0~6.0 &
TR A & LA,
2) ARNRERA
%% : FRBRTE D HEHE D2
Wel, ik IR 14 A ARG, AZERAAOR AR L B & L, ZZEIE
BRADOYANG, FRBEENOMENE 1 2R MR SN EHTA
H g mlE &,
HR A S s AR R A

3)

AL O T ¢ BN E TR I RIS T L. H5 WG R 2 THEATOR 1
R R VHE Lin, WERARED BN HEERE0 H & L,
A DHEEICZRBEBEHLE,

2 5 o or AR Lot/ M ¥

AR (Copulation index, %)= R S 7= e/ R D 8 x 100
TR  WER ORI i OAT TR L ONIIRIFIC A B NOFFEOR I &

UETESY (o
AN LHEBICEHREEZRIN L,
N o o/ AL LIRS

ZIRH# (Fertility index, %)= ﬁf%i?:lﬂﬁ/ﬁ’iﬁ@i& X100
i LU EREBIE
{5118k R s A Wil /A SY LT
it g AR NRERR X Tz MEEM IR e B SRR SR T,

SRR R IR 21 B b 25 HET, R EL 3E (9 : 00,
13:00BLWN17:00) WELE,

YA T OFER 9 00 IS EM A IR A B Bin S CIHO TN AIAA TV D ORBIZE
S-S TEL, ZOREMEOR (EHOH) &Lk, 1
PLLl Lo AEFFIREHE L Lo R ERHES L,
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EANLHEIHERE R L,

S (Cmnons of — A YR PERES
sk (Gestation index, %)= A <100
HIEE IR O A% 0 BICIERICHE LEEEICERREE T RE L 23 L, %
NHOEFHEMEREE Ui,
ARG IEEICHERPER U,
R TI SR EAILE
H4E22 (Live birth index. %)= tﬂﬁigééiggiaﬁﬁ X 100

HERE O OEE : A% 0B LUV B~ 0 RE o211 & SR olmoR &
THIE L, R HEHT4A% 0 BOSHER, WTiHldani
WEROHOEFRALVCIWCAZ 4 BOAEFERE2AA2E LTTR

BH L,
1% 0 B O2HEROMEL (Sex ratio) = mm@ﬁ?ﬁﬁi@ﬁﬁ
1% 0 B DAETFROME (Sex ratio) = Zrﬁiﬁ?ﬁ%gfﬁiﬁ%ﬁ
1% 4 BOEFIROML (Sex ratio) = mﬁg#ﬁégf?ﬂii#ﬁﬁ

PRI O &M DR O B BIHE 0 B ¥ CoHIMO BEER L,
SYIRROE D PRI A D T W N OB IRR & IR EH B LTz,
A b I IR A BN LT,
HiRE %k

ya 4 T H * 0 —
43003 (Delivery index, %) R X 100
BERBOHW D BRI B O SRR OB A A FHE LT,
KA OIEEIZEERERE D L,
- ) . or\ FHIXRIK
FHEE (Inplantation index, %)== Foe * 100

HE 4 BOMEROBH | A HMEICE Uk,
WEE 4 BT R ofER

i FH % (Nursing index, %)= %100

AR RE ISR
4) FrAERO—RIREE SR X OEFR
GIES s A
HEE 1@
bl BB EMSAERKAH GIRE) ECELE,
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BEhik CAEFEEBACEER L, RREBR K UARIC OV TR LT,
ks, SECHIILFE REECIZHIBR L, Whole body & 10% {451
% 4 HOBFEREEROEN  walic L0 | BT CEH L,

e op
WA VISR (Viability index, %)= ii%gziggﬁ X 100

B) HAEROKERE
{518 - P CEFFRECOWT, %0 LRBXU BICEM L,
HE J ik s BT LILRFE (6X-2000, fRStlo— 7R 5 A) ZAW
CHEBERICBEINCME L, 0.1 g £ TRk LE,
MEEAE NS X 7 0 O R E R,
6) HrlH ok
30 - 3% D 4 SR Bl oW IR LT,
BEHE SR (DEENZET) B8 L, ZEERBRAR L 0 75
S, REYOHE MHEEARMICBE L, REFICOVLTIL
Whole body % 10%EEEE R/~ U ARICEE « (RIELE,

5. #EtFHAE

B, AREER, RE, REMNERIUHNR, ER, RE, MiREhE, Mk
(LR, BE MK TES L ORI, UMM, B, BH L O,
HIEE R Ek, MEROATFRES L OSEC RE. ik, AR, M, MR, £%4 1
OEFREE LUFEREFEOMEBEE SV OESER L UEERE2E B L, Bartlett @
BRIEHEEITVES B % R T 5, S5 (0> 0. 05) OB AT — TR B BN TR L.
FTORE, HEENAZLNEBA (0=0.10) iX Dunnett OREE % HVV ORI L Ok %
1Tot, AESE (p=0.085) DEAIE Kruskal-Wallis OWREHETHAT L., FEESLBNE
Ber (p=0.10) 13 Steel DMELEZHOAEH L DG EITo 7, 28, FHEKROHAESR,
P, BAERAEGFERRL L OHREERIC DN TR, | R EARN & L,

MR AR L CERBREOBZEE ., REEOEMNER, RIEESR S CHR
HHEENRED O b 2 B Eo 7 - FRRD LT RIZOW TR, BEO@EMm %
Kruskal-Wallis OREETHEIT L., §EE0A0NIEEA (p=0.05}1 Steel ORREEL H
WORHETE & DI 2 1T o 7,

REEEMOMOMER, ZREK, ZHhE HER, HE 4 HOER, &L TICHIEEE
BV O 9 B | BRSO 7 L FORRO HNEF R OW T, SRED 1 ZEREEIT
VY, FOEREEBEENRD LI EE (p<0.05) 100 2 3B o TR T TRIBEEE L DR
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BT o0, TI2 L, 230 A ZHRBEIC B S OBE I Fisher OEBEHEHREEE AW
7o

*TRREE OHEHEIC W T, BEAHEIL 5% E L,

I, FECHlOE BB LERA L,

1. RiEREHE

1. — AR EE

— R B O RIE A Table 1~3, INDIVIDUAL DATA 1-1~3-4 1737,

(1) FRRERR

B, SREEO 1 FICRE 23~24 HIZREBRAED bk,

WERWMEE ST CIHWT oS bR G 9B L OEEMH I R EFED b o
Vi

(2) TBIEAE

ZEECAINCIL, 20 mg/kg D 1 Fl(No. 357) TG 7~10 R LW OBATHR O Hivie,

FEORIRT R CrE. 100 mg/ke BE0D 1 ACHEE 10 IR L ORREEEIBEHRD b,

WHE B A O, MEED | B @R 155) THE A IR « ARERED O BN
Hoh, HE D BIOERE, BRIXUREMOMESRR, WE 2 BICERRETAZD LN,
EH 3 RICEC L, Z0Off, 20 mg/keg #£0 1 F No. 353)ITHHE 1| B~4 BT EOI#ORHTN
Hh, BROWBAICIINEE L, o 1 #lNo. 361) Tk H H b BRI T g
BEEH BN, 4 BXT 100 mg/ke HOEMIIIZF D b ol

(3) H7 1 Nt

MM, 100 mg/kg O 1 I CHRE 9 Bl LU 29 HICHIRMENED Livk,

EE AR Cid, BRI LU 100 mg/kg HOBMIZIIRAFIRBH oo,

2. BM—AKAEERER

S — IR IE B2 O kft & Table 4-1-1~6-3-2, INDIVIDUAL DATA 4-1-1~6-9-6, A=17
Yo/ oskiE% INDIVIDUAL DATA 4-1-1 ORNCRT,

(1) ERABEHE

5P R L OREMMY OBIZR T, WTROEB IS L SR E LI L RO ]
WHBREIRD BN R b1,

MBO_
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(2) EFERBEME

REMEROBE TR, WThOEBIC b AR E RS L B ICAEREIIRD
Bj’bfgﬁ)oﬁ:o R . .. . R . . e
(3) H7 T FEE

MR X OEHE M OB T, WP OTERIC S 100 ng/ke B L XHREE L ORIC
BERERED R AT,

3. BiHERRE

HERA O £ Table 7-1~9-2, INDIVIDUAL DATA 7-1-1-~9-4-2, R a7 VU > OIS
INDIVIDUAL DATA 4-1-1 @RATZRY,

(1) EREREEE

5 6 B OMA TRk, 100 mg/ke B CRIBAR T IR & i U CHREARE TR b,
HIRS k5 F R0 EB SRR OV BEEE G, WPTh OB E R 5T b SHREE L 1
U THERERA b o,

[ 2 BOBE T, WTROBREHEBDICOW T, 100 me/ke B8 & B L OMICHER
EHEBDLRRDI ST,

(2) ERBRHEME

HE 4 HORETIL, 4 ng/ke TETHREETRO 50-60 4736 LU Total {2, SIRRTEE L
THEREEFPRD SR, HEMEMORWER CHY | ERpERG L8 CEk
WeFz b, TOMOKRAEERD T, WIhOWBRWER GG RIE L LR U THE
REGRD LR T,

(3) 7T A DI

5 6 BORMA T, 100 mg/kg # THAEWBIRE D 50-60 /I T & it U CHE i
MDD LN, FOMOER T 100 mg/kg T & HRBOMICARRZIRD L Rd o,
[G1E 2 MORE T, WTEROEBIZH 100 mg/kg & SHRBEORICH T2 ZTHD 6
Mo,

4, KEHR

{KEHEB % Figure 1~3, Table 10~12, INDIVIDUAL DATA 10-1~12-2 {Z5R1,

(1) FHBRIHE

B MM, 100 mg/ke TECIEEOBEMMINRIARD biv, #5 21 B 28 HOEEICK
R & bk U O B ERASER B, B SR o (RE ORI K ORISR xR & 1
B U CHERIEMS A B,

IR, RE, SEORIMER X OHINRIZ 100 mg/kg #f & XTREEE OICH R R ZEIX
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e bl

(2) FABREIE

AZBEATCRE, 100 mg/kg FF TG 3 B2 O EEHIMMGHER 230 Hiv, #4514 AMOE
EOBIMEES X USRI o IEE & Helk U CHE 2R EA D B,

VESRIIFE P, 100 mg/ke HCHATELAT O EIEINIHNC 5| X BB BT D b, IR 5
A XU 20 AOEBEISGIEAEL B L CTHERIRMEL TR Le, BEOHEMER LS
PEXHERE S B L CHBRENRD b o,

EHMHT, B, FEOHMER LOERNEIZBN T, WIFROWBRGERSIIC bR
e LU THFERETL LR,

(3) 774 R

LM, 100 mg/keg #ETIXEEEMNEHIED S, 85 3 HBIUES 7~42 HOK
B IR & L L TR EAREMES R b, RECHENER JOWMELEEREMEEZ R L
77

[EE IS, 100 me/ke BEOEER L OEEINEICSREE S i U TEREZRER L, &
BHMRICARELREESHED B,

5. {EfiE

fBEH &% Figure 4~6, Table 13~15, INDIVIDUAL DATA 13-1~15-2 23R4,
(1) B

BEHIF T, 100 mg/kg HO®E 1~3 BIZH R LB U CHERBERRD b, 45
FO20 ma/kg TR L LR L THEREREIRD O o,

EIEHAR T, 100 mg/ke BECIIRIBREE & il L CHBREEII D b o T,
(2) FRBRIFME

ZEATTIT, 100 mg/kg BEOEE 1~3 A, 7~10 AICH AL L L CHEREMSRD 6
Tz, 4B L TUN20 me/kg BECHARREE & IhB L CHERZIR D O,

RIS L O FE IR Tl W TR OB ER SIC LB L OICEERZERD b
oz,
(3) 774 M

PSR, 100 mg/kg BEDFES- 1~3 A, 5~7 0, 10~14 B35 LR 28~35 HIZHIHREE L 1L
B L CHERBMEIRD b,

6. RBE
FEORE L Table 16-1-1~17-2-2, INDIVIDUAL DATA 16-1-1~17-2-4 2773,
(1) ERRBRL:RE
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B 6 B L OEE 2 HORE T, WThoEB LIS ER S L SRROMICER
A AR N AW Rttt

(2) 77 A bR

5 6 WO Tit, 100 mg/kg FEORILEIZR T, B O R LRG0 HERAS 5 i
3 HCERY B, SRS OBICEERENED BN, FOM, 100 mg/ke FECREAORE
R & i L CHEBITE - 728, S ENICEREO R WETh o7,

B 2 MOBME T, 100 mg/kg BEORIEEIZBWT, BELEMIZO HBLE 5 fl&flicE
D BT, SR CIERE OB 5 FE 3 IO bz,

7. MRFHIRE

R ORAR % Table 18-1-1~20-2, INDIVIDUAL DATA 18-1-1-20~2-4 {278,

(1) EABRIRE

e 3R TR (B - 6 81%) ORI TR, 20 38 X TR 100 mg/kg B TEBFMER~T I/ n
VR BRRE L I L OB R, 100 ng/kg BOMRMREIZA B 2SENED bk,
FOM, 4 mg/kg FETIHEAIE S b v R T A5 R R & il U T B i8R
HHiv, HEMBEEOLRWERTHY | MER G L AELTEhneELxbhi,
[E 16 4 T8 T B ([R118 2 3 7%) ORRE T, 100 me/keg BEOIEMALE S b e v R 7 5 AF Hf
FADNHHAREY & el L TR RICIER Lz,

(2) FBREEME

BEHMK TR EE S B)OBE TR, WFENOEBIC G ERYER S5 & SRS R L
THEREZRD bR T,

(3) $7 71 EEME

B 5 M T R (B 6 #18) ORRE TIX, 100 mg/kg B CHARMERER L OVEE(CRS b o
IR T AF R R R & B L CH B EENED bk,

Bl I T I (E11E 2 848) DRE TR, WThOERID S 100 mg/kg Bf & B A Ll L
TEHEBERETRD bR,

8. MK{LFHRE

AL AR R ORE S Table 21-1-1~23-2, INDIVIDUAL DATA 21-1-1~23-2-4 {Z/R,
(1) FRABREEME

Fe B T (5 6 1) I X ONRHEHIRHE T (BI4E 2 B1%) OREICE, WThoHE
KEOWTH, SWBRMERGH & RRBEY L CHE ERRD bhiho i,

(2) EFBRTEME
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REHMETREE S ) OBRETIE, WThOEBIC LI EHRSH & PIBRE & ik L
THEBEREIBED ORI T,
(3y T T bR

B EME TR (RS 6 %) ORE T, 100 ng/kg B CRBERICTBIEL I L THE
REAERRD LT, '

(145 S A4 T B (48 2 ) oA T, 100 mg/ke BED A/G LLOFEREM, BH4H O
TATIVEOCHEREE. 707 ) o OFEEREME. ) v ACFEREESRES DI,

9. HEER

BT R % Table 24~26, INDIVIDUAL DATA 24-1-1~26-2-2 (2”7,
(1) EeRBRREME

B LM TR ()5 6 B1%) Tid, AR EERBTICE VT 4 ng/ke BEO 1 38 LUV 100
mg/ke BED 2 B H B, MEEO | Sl AAEENIRD b,

[ fE AR e T (R4 2 8%8) Tk, W oBOEMIC L REIIFED Sl o,

(2) F=RAERAYME

HE 3 A LAt IREED | B (BhiHE 5 165) OHIRR TR, AiE 58 & O B kbR £ Bk
ORAHE, Mg S UBROER e 5 IR RS b,

B AR T OBF 5 B) ORI T, 4 me/ke B0 1 6l (EHE S 2550 ICATH RS L—
FIROIEER LU, B oEM&OIRE, B LIRVHME L ofis. FigoBBe, Mk
THEBRO b, TOft, HEEED 1 FlICHERAB DG, 4 ng/ke HO 1 HHCAREEE
WCAEMABE, 20 mg/kg T 1 H TREFICRG IR, 100 ng/kg O 1 HlIZ B ZILRNR
dohf,

(3) BT T A MEEME

YK TR RS 6 M%) T, BB 1 FICIRE B B E3E, 100 mg/ke BE0 1 4
R T R R R DT,

[l AR T EF (HliE 2 818) & bz, WThoBOEmic b RERRED oo T,

10. FEEE
B O EER L EREOME %S Table 27-1~29-2, INDIVIDUAL DATA 27-1-1~29-2-4
T

(1) ERERBEHE
B A TR (K5 6 ) THL TR ORI T bR IR L Lol LT, WA
R BT,

BT TR (5142 2 B%) THE, 100 me/ke BEICHVC, SAHETE L Mot L C LIROHER
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BEOFEREE, BREEOBENEROAE LB, At RO L O EREOFERE

fiEl, FEOMGERICHBERIEHESRD b,

(2) FABRTEME

BRI TR (HHE 5 B) Tk, W ORHICEWNThH S B E I 58 L e BRE & O/
BRZEsRoohinol, BIREHEEICE VT, 100 ng/kg BECHBRLERLTHE

MEER RS BTz,

(3) T T A SR

G- WIS T Ey (5 6 BH) TR, 100 me/kg FHZRT, *FHREE & ELi U CRFBRO AL B
BORER&ME, DEOEGEREOHTEREME., MOBEMSEROFEREHEIBD LN, &
N o FI A EOF B AEMECER ULZERTH Y, $BpERS L OM#EVbE D LE
BT,

TE A T RS (E1 2 #1%) TR, 100 mg/keg BEOLIEOH EEOHERIRE, THOH
R LOHGEBROEERBENRD b/, 100 ng/ke B0 A OB BT, BIE
BT SR IEW 2R TE0S 3 Bl IR CIL LD RO bR 2 LI ERT BB LE L & 2
LI,

1. FEREENRE

HHESFPNREOREL Table 30-1~32-2, INDIVIDUAL DATA 30-1-1~32-2-4 \=7R"4,
(1) ERBRAELE

G AR T I (R 5 6 1B1%) ORE Crl, EFFORES EH LI Rics T, BERR
FEPERAR S 0 FRBE C 1 I, 4 mg/kg BEC O H, 20 mg/kg HET 4 Fl, 100 mg/kg #£T 6 .
W RE AR DS 20 mg/keg BET 3 BIZER® B4, Steel OFEFHERIREE T4 B LT 100 mg/ke
FEOZEA SR IR IRAE & Bl L CTHEREBEARD bz, BB WT, EMRME LR
R AL 2R AT IR/ M (g, 7700 770 BB DS RIS TR 20 me/keg BETH 1 B, 4 me/kg BET 2
71, 100 mg/kg BT 4 FIIZFBY G iviz, T OMICRME LR OBERIFEEM AR, 48
J U100 mg/kg BECHE L HNT, BREECO B 20 mg/ke HED 1 HHZZED Sz, 100 mg/ke B
CHREKICBRE MR B o hAS 2 i, ~— 2 — IR 22 BRI 1 AR b,
F O, 100 ng/kg BT~ 0o 7 —DORE B, WHIROIEILSE., FEo/AHF
HE, DD R R RIE DD BT By, RO DEEIC L RBREOELSED b
T SRR IINTIE D N BERAMAR 6 AS 2 (B, T HARRTEEICHREE 20 00 D Ehs 1 BB b T,
FEE A IR RS D o3 BB LUV 4 mg/kg BEOS 1 1, 100 mg/kg & 2 7T
SR 3 B VIR SO TREENRS O, BEARE VTR Y A0 E{LTH
oY fat

[E R T IRF (078 2 38 4%) oM s Cld, ATSZIR CIE, MR 7p JerE MEARATIR RS S HRAE T 2
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Pl LUV 100 me/kg BEC 3 BICRRD G, B CILEM RME R OBE IR IF R/ ME (o,
7 a7 BB A5 100 meg/keg B2 T L FCRERSD H LT, 100 mg/kg HO LI FRRADRIESD 51
FIHREEICRE e 0 D B3 1 F, IRERICHEIE e ¥ v b7 o G & — R B R A
#F1BIoRO Bivke, £of, MNICEEB{bAd. FBIROEE 2EEE, TRoSE
INAEENE, DI IRAME OBRE R RSED 100 mg/kg BED 1~3 FHIED G, MR D
FRRREOEBFRO bz, ZOf, B0 ila~ 7 n 7y — P O8EER L UHEBIC D
BRI ORERA{EAE 2 4], BER O BB O R R MEO 25, EIRME LR O R EEZE b
B X OMRERBEORAEOER S | FUCRD b, WP bBBERELTH- T,

(2) FRAERAEE

E 3 B CRRTHARD DN REED 1 FlTi, i IUCIREICEERTLA, BEED
FRANGE \CEREL 048R, M P REOWRREN, BER~T T ) A, MRICTEEDOZE
HE, BRI EEE A REMEMIBI R A 1 S BB AR D EESE 03FR Y BT,

ATEHCIE, 100 me/kg BHC O L R OBERTRIEN | H], TREATEEICERE 20 5 I 1
#il, AREROMBIRAARS & OMEE OB E R TP ERIZES 1 #IcBD bivlz, £O/MiCHiiapy< 7 o
7y —VHEE, B AREE, BRAMEOESEIEN 100 mg/keg BOLEENIRD Hiimt, <t
FOLEEN S RREOEEAEO b, SREOACERERARICRE LEORERO S
A FIZERD B, PR ROFE® L 4 mg/kg BED 1 il (No. 255) Ti, AIEICPEED
HE., BEARODEEORE LB, P HEEONTIENERIMEOIE ., RAE LEZo
MEAAL., e B O RIRZEHE TR D G fod 1 6] (No. 259) THRBICBELRTLARA LN,
Elo. 20 mg/kg FEO 1 FITITFLRICERE 0 RIE & 1 AN ® b,

(3) ¥7 T A EE

SR TE (5 6 %) ORE T, 100 ng/ke BECHIARN~ 2 1 77— VR L O
N F— R AR O REE A 1 41, RSN TR A RPTMEEERRR B S TR N ER

W OBEE 2R NEI LA E 1 BRI iz, st BRI O IR E O 5 A IR EE 7o/ R 3ERE,
CEC IREME OREEE R AOE, T RANIR I RAEMEMIRME Ch 2 L BliciBd bk,

[ HARHE T B ([H178 2 1B7%) ORE THL, 100 mg/kg BHC O LR O IRFEMIR OZHE, T
VNSRS 1 BIRRD BT, BREIRICERFE 2GR E RS DS 100 mg/ke BEC 1 fFlds X USH RaEE
TIFIRD bk, FOlh, HEBBEORIC, MlRN~27 e > 7 —PEE, Malee B
TR SIEMEIEE A 1 FIIEED B,

ERERERY

AR

FHAEMRA DA% Table 33 3511834, INDIVIDUAL DATA 33-1-1~34-4 2R,

R ORFERME R TEMINThLOBICGROONT, ZRE, 2, HERDNT
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MR O RE BB E TSI ThOBIC RO AT, RER, ZhE, HERIT
RO 1006TH Y FHRFHME, ERNMS L OWE 1 AOWMERICE, RBRWERS
BEXEMHA R L THERETHO NIRRT,

2. FEUR, i, WEIKERR X OW AR AR

HENR ., Syih, WEIRERR L O ERAETFE O T Table 34, INDTVIDUAL DATA 34-1~34~4,
35-1 (R,

EitR, BEH, EERE, SE, HERR LOEFEROMEY, HEROATFRER LU
TS, HiAESR, A% 4 Ao, EFUEE O A RAT RO, WEBREE S LR
FEOMICHBELREZA LN 2Tz, 28, FBRIO 1 6 (BES 165) Tidst i RICi (R
NGRS RyBA LT, BEETITET~ToORMET L, BEMO 5B LR ORER
BIZE0 ., IHENESTELDo b0 RSN,

3. BiAERO—RkEE

FARO—BRIRBONRE L Table 35, INDIVIDUAL DATA 35-1~35-4 2R,

MR TEHESN - 1 OB ERE, T XCORET, EH 0 B2L4% 4 BECOMRM
DFETE TR (BRI Sk SR BO8GIciEdoni, #0EJXIFRICH
HMBOIRPol, WTHORBOFHARICHARERTITRD bRieho T,

4. FAEROEEHES

Hia RO EHER % Figure 7, Table 36, INDIVIDUAL DATA 36-1~36-4 {Z7R 1,

4 mg/kg FEIZIRBWC, MEHEDA% 0 B, METAR | AOEREICHRE L L THEEREE
AL, AEEET R, \BEEBLEZ O, 20 35 LTV 100 mg/ke BT BREE S
E# L THBERERA NPT,

6. AR OHHK

HAEWROF RO E Table 37, INDIVIDUAL DATA 37-1~37-2-4 [Z5R$,

FCIROTR TR, 20 mg/kg FEOME [ HIHFIRC R BB L UTHIBOMBMEsEDL L, £
DMOBEFFERETRICIIREERED bled o, L% 4 BOEFIROHIR T, SR
DI |1 FFIR T BE L 85 B (A BE 3R DAL, DL OBIIIC LA TIIRD b o T,

5 %

indene &, 0 GRffE, FPoETooil), 4, 20 B L0100 ng/ke/day DR T, 1 BEMEHER 12
PED Crl:CD{SD) F w MIEWNT, BEZIEEE 42 B, MEZAZECRT 14 B, AZECHAN I L MR
I 2 b NS oihi% 4 HETORE 46 ARERROERS L, MESMORERSIZIHHE,
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mg/kg {2 OWT, HEEMRIT R G 42 HRICEN 2N 5 a8k LT 14 HROEEM:ZRE LT,
HEEEE 0 CetfR) 36 KT8 100 mg/kg 25T 2Y7 54 MEE LTH 10 RERICEREL, &5
42 HARICATE S Tha gtk LT 14 H R OEE M & et L,

1. REHEEE

— IR HEBLE T, 100 mg/kg BEOBEZIWVT, IR P I BRI b TR R &
Uikl [RIFEO YT 7 F M CIR-G IR s LRI BERAGIZ 2 HAVIOREIRIE DS 3R D bz,
ZDEIT 100 ng/kg DHOETHY . HRHERE L OMEESH L EEZ OGN,

FEMN R — OIRREBLEE O, MERE L VB E R SICEET 3 L EX LA BRIV Tho®s
oW Tbhbhigdh o,

HRERRE CiL, 1845 6 BOWE T 100 me/kg FEOBECRIBHR 10T EREREBRD Bz,
B 2 MOME CRRAROELEA LT, BEEOH L LD LEFE X b, MTIIEIIIEY
HWERMBEORBIIRD bR ols, B, BROYTT Z A MHEOHET 50-60 53R H FEEE
BIZAELRBEITEO LN, ZOFBHEREE 2 oM BROTFT—2E L VK<, 100 mg/ke
HERBECETH L, £k, Total EICHRFOEMLALILTVARNVI &b, HHEY
HES OBV EEZ BN,

RE T, 100 mg/kg BEOMEEE(HT 7 4 FMEOHEZ S Te) & I & (R EEEATENH] DS
Wb, REMBTEREERLE, L, BBIUWT 74 SEEOMECrREHE IR T oo
B, FEEMER S OEREEMNRICHBE S OMcEma o, FEEEEDEZ R LE,

PBARETIL, 100 mg/kg FEOMETITRGMIICBEEOEMIFED biv, REOYT 714 M
OMETIIF G M D 208 CTRER A b,

RRETiL, HBRDERSCEETIEMIBO b2l 2k, &5 6 HRFORILET
100 mg/kg BEOMEIC R LR MBS ERE IS HIE LA PIICIBIA A b 28, Bl 2 MORIE
TOHNBHTHRBREOHBMEERRD LN 05, HRBEESOEEBTCIIRVESE XL
i,

MR T, S5HE TRFO 20 3 X500 100 mg/ke BEOHETEHRMERA~E 71 "
RECHR/KE, 100 mg/kg HOBER IOV 7 74 MNEOHORRMEBEDHEREEELRL
7o FBTIRFERLCEERICEMAALNLTWD Z Lo BRMERSIC LB L E
Z BT, ZOBMARELIXEIER TROME Clai BIieho o e hn, BIEROH L4
EEZ B, 20me/kg OB TH LN TPHIRINEK~E 7 o © U REOFRRINER., Mos
MERRT A—F | REB I OBHEICEERFEO LN TR & ¥iEgRoFRT — % OfH
NTHY O, FEBEL T 2 3%RBEDL TR THLZEE, EHEELTIEIRVESERS
iz, 728, Iﬁlfﬁﬂ;‘ilﬁffﬂ?ﬁéf’( 100 mg/kg BEOBETIEHELE > b o R 75 RFUMICHERR
HEF DSEE B AL, BB THEDRIERE E R Tl o 7o 2 &L Efo. HHROWERF— 7 9
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IERARS bR, REETROMBH S MEBECh-o o, £, YHEROWRT—2 7
DFFNICH T2 Lnh, FRHERSORE T EEL bR,

MR AR T, B E RS ICRRET 58 0EHE & IR/ b T, 728, 100
mg/kg MDY T 7 A FMEOM TREZRICHBREMEITZD i, YEROERT—F 0
FENTHY, BRETHEEION, '

TR TIE, 100 mg/kg F TORICBME R 5 TR KT 2203l & Il bhihois,
72d, 100 mg/kg BEOHE 2 FHIRBD LR FERRHOB LI AMETH Y, #RDE#R S
BER LB CiRanbtEL b, WHE b AOIRTALIE 4 B0 20 mg/kg FROHHEHT
RIL 100 mg/kg HETIEA OGN TWRWELTHY . HBHEHELEICLZHOTIIR2W BN
72s

SEEETIE. 100 ng/ke £ CORICEBDERSIOER T 2 EBIME & &80 Shn
o, Aok, HEOEEHIEK TRECE S DI ROEROH B EMIEE SR TR S B
NP B THY . BNZROFEAREHRE CLEBIRT S L) IcEBmER SRR L
FHHI S DERITFRO b ehol 2 b, YMEROTRT— ¥ "OHMENTH DL Z & LEE
EEEEZ LRI,

TRERE R R T, ATSZBHC A e SO MR D RIS T T OB E R G HTHED &
Fu. SPEREE L bR LT OHBUEERBRMEE R U, T O RO EREEII LSRR OERT ¥
PCHiEE 5 ERTTEEEI A DI AEL (0. 0~40. 0%) Th D, ARBRTIEF A 1\ A I
EThot, LA L, dBEECTORAREN 1H LK, BRI Pbo7oz &, FTROBEIC
Wb AONR2NWZ ENOEBRWE & OB RWEEZ S, BIRTRY O ALRA
E LR OB/ ME(a,, 727 ) B X 100 meg/ke BOHBRBEALTMNIE 2028, 4
Higk D 2T —# P CHEHE TAHALNAETH Y PN L FEERII o 2 &b,
WERMER G ORE TRV EER G, £, RS HME TR L OEEHIRE TR OB
BT 100 mg/keg FEIZ D AHDEBNCH LNTRBIR B MZOWTEE, BEG{ERFO—DEED
nAZETHY 7, HRMERSICER L2 boCiiiant B bhlk, Fofth, 100 mg/kg #
DHEFN A DAL Te—F — RO I BRI, BT RS, BRoREMBERC OV
TIHYUHEROERT—F CTHLROLNAETH Y, HRPERSICER LEE TRV EE
ALY O el

PlEaE DD E, indene DEEREIC LD 100 mg/kg BEOBETESFRMIRA~E 7 o &L RE
OEAE, MR CRBNEREOBESTED O, BRI TFEREhi, £, 100 ng/ke #TX
MEHE & b R EIEMIN G S L OYB AR Bl A338 0 S, HETRIRTEUR S O T A b, wf
BRI RIRE B S v,

INEOEERMEREOEECHA L L bR EFRBIIRELRIEFL T I 810
ByEREE L R L E A LR,
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F72.20 mg/kg BEDHE TR EHR G- OFE L 7 oI EHR M ER~E 7 0 2 - B ORI,
MOFMIK T A—F | FEHBLCEBIECRZEPBD Ol 2 Ehh, EHEL TR
WeEZ LT, :

Ui o C ARG T80T % indene M EEFZ AR (NOEL) i3 4 mg/ke/day, 751 & (NOAEL)
bt 20 mg/kg/day & EZ S, |

2. RS T .

AFHRERA TiE, 100 mg/kg BEE T MEMICIIRFITARC, LRGN, KRR, 2K
BR,OEHRE, MR, SR HERBICE, SR L ORICEERERD BNRNoT,

PEROEE, —RiER D USRI, 100 me/ke HE T, WBRMEREICEEY 55T
PRy (WA LEeY o _

EZRFE®HBE, 100 mg/kg BEE T, HEWMOERRER L USA ORI RS E #5512
B L 7= i b ol

LIed>C, ARBREMTBITS indene ORERLIZ L HBEM O LRI KT 5 BEHER
(NOEL) 3 & OMEZEME B (NOAEL) 72 b UNEFTHAE R D B4 o+ 5 BB R  (NOEL) 36 L OMEFH M &
(NOAEL) bXVv v3'4u % 100 mg/kg/day EE 2 iz,

2275 SRR

D BimEsHBRR MEIRREREE & —

2) indene M7 v M2 FAIRGENE - ARIAEZHIETHRR. (5 (LA WE LMD,
2011.

3) AL E S T —F — b, BT kRSt

4) Indene. Health-based Reassessment of Administartive Occupational Exposure Limits.
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indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)
* : Significantly different from the 0 mg/kg group at p=0.05
** . Significantly different from the 0 mg/kg group at p=0.01
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indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)
** : Significantly different from the 0 mg/kg groupatp = 0.01
a: Day 42 of administration
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Table 1 indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)

- General appearance of male rats -

Administration period (day) Autopsy
Group Findings 1-22 23-24 25-42 day
0 mg/kg Number of animals examined 12 12 12 7
No abnormal findings 12 11 12 7
Reddish urine 0 1 0 0
4 mg/kg Number of animals examined 12 12 12 12
No abnormal findings 12 12 12 12
20 mg/kg Number of animals examined 12 12 12 12
No abnormal findings 12 12 12 12
100 mg/kg ~ Number of animals examined 12 12 12 7
No abnormal findings 12 12 12 7
Recovery period (day) Autopsy
Group Findings 1-14 day
0 mg/kg Number of animals examined 5 5
No abnormal findings 5 5
100 mg/kg ~ Number of animals examined 5 5
No abnormal findings 5 5

Values are number of animals with findings.



Table 2-1 indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)

- General appearance of female rats in pre-mating period -

Pre-mating period (day)

Group Findings 1-6 7-10 11-14 15 16 17
0 mg/kg Number of animals examined 12 12 12 8 4 2
No abnormal findings 12 12 12 8 4 2
4 mg/kg Number of animals examined 12 12 12 8 7 3
No abnormal findings 12 12 12 8 7 3
20 mg/kg Number of animals examined 12 12 12 9 4 2
No abnormal findings 12 11 12 9 4 2
Fracture of rigth upper incisors 0 1 0 0 0 0
100 mg/kg ~ Number of animals examined 12 12 12 11 6 2
No abnormal findings 12 12 12 11 6 2

Values are number of animal with findings.



Table 2-2 indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)

- General appearance of female rats in gestation period -

Gestation period (day)

Group Findings 0-9 10 11-21 22 23

0 mg/kg Number of animals examined 12 12 12 5 0
No abnormal findings 12 12 12 5 0

4 mg/kg Number of animals examined 12 12 12 6 0
No abnormal findings 12 12 12 6 0

20 mg/kg Number of animals examined 12 12 12 4 1
No abnormal findings 12 12 12 4

100 mg/kg ~ Number of animals examined 12 12 12 2 0
No abnormal findings 12 11 12 2 0
Mucous feces 0 1 0 0 0
Pale Greenish stool 0 1 0 0 0

Values are number of animal with findings.



Table 2-3

indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)

- General appearance of female rats in lactation period -

Lactation period (day) Autopsy

Group Findings 0 1 2 3 4 day
0 mg/kg Number of animals examined 12 12 12 12 11 11
No abnormal findings 11 11 11 11 11 11

Soil of perigenital fur 1 1 1 1 0 0

Soil of perianal fur 1 1 1 1 0 0

Soil of perioral fur 0 1 1 1 0 0

Soil of periocular fur 0 1 1 1 0 0

Mucous feces 0 1 1 0 0 0

Hypothermia 0 0 1 0 0 0

Dead 0 0 0 1 0 0

4 mg/kg Number of animals examined 12 12 12 12 12 12
No abnormal findings 12 12 12 12 12 12

20 mg/kg Number of animals examined 12 12 12 12 12 12
No abnormal findings 11 10 10 10 10 11

Fracture of left upper incisors 0 1 1 1 1 0

Subcutaneous mass, left side of inguinal region 1 1 1 1 1 1

100 mg/kg ~ Number of animals examined 12 12 12 12 12 12
No abnormal findings 12 12 12 12 12 12

Values are number of animal with findings.



Table 3 indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)

- General appearance of female rats in the satellite group -

L . Autopsy Recovery period Autopsy
Administration period (day) day (day) day
Group Findings 1-8 9 10-28 29 30-42 1-14
0 mg/kg Number of animals examined 10 10 10 10 10 5 5 5
No abnormal findings 10 10 10 10 10 5 5 5
100 mg/kg ~ Number of animals examined 10 10 10 10 10 5 5 5
No abnormal findings 10 9 10 9 10 5 5 5
Mucous feces 0 1 0 1 0 0 0 0

Values are number of animal with findings.



Table 4-1-1 indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)

- Detailed clinical observation of male rats -

In the cage
Stereotype Bizarre behavior
Body position/  Respiratory Tremor/ Repetitive Biting/
Number Posture pattern Convulsion  Rolling circling Selfmutilation
of Category
Period Group animals No. 1 1 1 0 0 1
Days of administration
Pre - 0 mg/kg 12 12 12 12 12 12 12
4 mg/kg 12 12 12 12 12 12 12
20 mg/kg 12 12 12 12 12 12 12
100 mg/kg 12 12 12 12 12 12 12
Day 7 0 mg/kg 12 12 12 12 12 12 12
4 mg/kg 12 12 12 12 12 12 12
20 mg/kg 12 12 12 12 12 12 12
100 mg/kg 12 12 12 12 12 12 12
Day 14 0 mg/kg 12 12 12 12 12 12 12
4 mg/kg 12 12 12 12 12 12 12
20 mg/kg 12 12 12 12 12 12 12
100 mg/kg 12 12 12 12 12 12 12
Day 21 0 mg/kg 12 12 12 12 12 12 12
4 mg/kg 12 12 12 12 12 12 12
20 mg/kg 12 12 12 12 12 12 12
100 mg/kg 12 12 12 12 12 12 12
Day 28 0 mg/kg 12 12 12 12 12 12 12
4 mg/kg 12 12 12 12 12 12 12
20 mg/kg 12 12 12 12 12 12 12
100 mg/kg 12 12 12 12 12 12 12

Category : The category number observed in each item.
Pre : Pre-administration.



Table 4-1-2 indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)

- Detailed clinical observation of male rats -

In the cage
Stereotype Bizarre behavior
Body position/  Respiratory Tremor/ Repetitive Biting/
Number Posture pattern Convulsion  Rolling circling Selfmutilation
of Category

Period Group animals No. 1 1 1 0 0 1
Days of administration
Day 35 0 mg/kg 12 12 12 12 12 12 12

4 mg/kg 12 12 12 12 12 12 12

20 mg/kg 12 12 12 12 12 12 12

100 mg/kg 12 12 12 12 12 12 12
Day 42 0 mg/kg 12 12 12 12 12 12 12

4 mg/kg 12 12 12 12 12 12 12

20 mg/kg 12 12 12 12 12 12 12

100 mg/kg 12 12 12 12 12 12 12
Days of recovery
Day 7 0 mg/kg 5 5 5 5 5 5 5

100 mg/kg 5 5 5 5 5
Day 14 0 mg/kg 5 5 5 5 5 5 5

100 mg/kg 5 5 5 5 5 5 5

Category : The category number observed in each item.



Table 4-2-1

indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)

- Detailed clinical observation of male rats -

On the hand
Ease of
Mucous Pupil Secretions/
Number Removal  Handling Muscle tone Piloerection Fur Eyes membranes Skin size Lacrimation Salivation Excretions
of Category
Period Group animals No. 1 1 2 1 1 1 0 1 1 1 1 0
Days of administration
Pre - 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
4 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
20 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 7 0 mglkg 12 12 12 12 12 12 12 12 12 12 12 12 12
4 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
20 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 14 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
4 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
20 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 21 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
4 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
20 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 28 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
4 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
20 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12

Category : The category number observed in each item.
Pre : Pre-administration.



Table 4-2-2 indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)
- Detailed clinical observation of male rats -
On the hand
Ease of
Mucous Pupil Secretions/
Number Removal  Handling Muscle tone Piloerection Fur  Eyes membranes Skin size Lacrimation Salivation —Excretions
of Category
Period Group animals No. 1 1 2 1 1 1 0 1 1 1 1 0
Days of administration
Day 35 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
4 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
20 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 42 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
4 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
20 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Days of recovery
Day 7 0 mg/kg 5 5 5 5 5 5 5 5 5 5 5
100 mg/kg 5 5 5 5 5 5 5 5 5 5
Day 14 0 mg/kg 5 5 5 5 5 5 5 5
100 mg/kg 5 5 5 5 5 5 5 5

Category : The category number observed in each item.



Table 4-3-1 indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)

- Detailed clinical observation of male rats -

In the open-field

Reactivity to Stereotype Bizarre behavior
Co-ordination environmental Excessive Unusual head Walking Vocaliza-
Number Gait  of movement stimuli Searching  Urination Defecation grooming  movement  backward tion  Aggression
of Category
Period Group animals No. 1 1 1 1 0 1 0 1 0 0 1 1 1
Days of administration
Pre - 0 mg/kg 12 12 12 12 12 12 0 12 0 12 12 12 12 12
4 mg/kg 12 12 12 12 12 12 0 11 1 12 12 12 12 12
20 mg/kg 12 12 12 12 12 12 0 11 1 12 12 12 12 12
100 mg/kg 12 12 12 12 12 11 1 12 0 12 12 12 12 12
Day 7 0 mg/kg 12 12 12 12 12 10 2 12 0 12 12 12 12 12
4 mg/kg 12 12 12 12 12 10 2 12 0 12 12 12 12 12
20 mg/kg 12 12 12 12 12 12 0 12 0 12 12 12 12 12
100 mg/kg 12 12 12 12 12 10 2 12 0 12 12 12 12 12
Day 14 0 mg/kg 12 12 12 12 12 11 1 12 0 12 12 12 12 12
4 mg/kg 12 12 12 12 12 10 2 11 1 12 12 12 12 12
20 mg/kg 12 12 12 12 12 12 0 12 0 12 12 12 12 12
100 mg/kg 12 12 12 12 12 11 1 12 0 12 12 12 12 12
Day 21 0 mg/kg 12 12 12 12 12 11 1 12 0 12 12 12 12 12
4 mg/kg 12 12 12 12 12 12 0 12 0 12 12 12 12 12
20 mg/kg 12 12 12 12 12 11 1 11 1 12 12 12 12 12
100 mg/kg 12 12 12 12 12 12 0 12 0 12 12 12 12 12
Day 28 0 mg/kg 12 12 12 12 12 11 1 12 0 12 12 12 12 12
4 mg/kg 12 12 12 12 12 11 1 12 0 12 12 12 12 12
20 mg/kg 12 12 12 12 12 12 0 12 0 12 12 12 12 12
100 mg/kg 12 12 12 12 12 12 0 12 0 12 12 12 12 12

Category : The category number observed in each item.
Pre : Pre-administration.



Table 4-3-2 indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)
- Detailed clinical observation of male rats -
In the open-field
Reactivity to Stereotype Bizarre behavior
Co-ordination environmental Excessive  Unusual head Walking Vocaliza-
Number Gait  of movement stimuli Searching  Urination Defecation grooming  movement  backward  tion  Aggression
of Category -
Period Group animals No. 1 1 1 1 0 1 0 0 0 1 1 1
Days of administration
Day 35 0 mg/kg 12 12 12 12 12 11 1 12 12 12 12 12 12
4 mg/kg 12 12 12 12 12 12 0 12 12 12 12 12 12
20 mg/kg 12 12 12 12 12 11 1 12 12 12 12 12 12
100 mg/kg 12 12 12 12 12 12 0 12 12 12 12 12 12
Day 42 0 mg/kg 12 12 12 12 12 11 1 12 12 12 12 12 12
4 mg/kg 12 12 12 12 12 12 0 12 12 12 12 12 12
20 mg/kg 12 12 12 12 12 12 0 12 12 12 12 12 12
100 mg/kg 12 12 12 12 12 12 0 12 12 12 12 12 12
Days of recovery
Day 7 0 mg/kg 5 5 5 5 5 5 0 5 5 5 5 5
100 mg/kg 5 5 5 5 5 5 0 5 5 5 5 5
Day 14 0 mg/kg 5 5 5 5 5 5 5 5 5 5 5
100 mg/kg 5 5 5 5 5 4 5 5 5 5 5

Category : The category number observed in each item.



Table 5-1-1 indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)

- Detailed clinical observation of female rats -

In the cage
Stereotype Bizarre behavior
Body position/  Respiratory Tremor/ Repetitive Biting/
Number Posture pattern Convulsion  Rolling circling Selfmutilation
of Category
Period Group animals No. 1 1 1 0 0 1
Days of administration
Pre - 0 mg/kg 12 12 12 12 12 12 12
4 mg/kg 12 12 12 12 12 12 12
20 mg/kg 12 12 12 12 12 12 12
100 mg/kg 12 12 12 12 12 12 12
Day 7 0 mg/kg 12 12 12 12 12 12 12
4 mg/kg 12 12 12 12 12 12 12
20 mg/kg 12 12 12 12 12 12 12
100 mg/kg 12 12 12 12 12 12 12
Day 14 0 mg/kg 12 12 12 12 12 12 12
4 mg/kg 12 12 12 12 12 12 12
20 mg/kg 12 12 12 12 12 12 12
100 mg/kg 12 12 12 12 12 12 12
Day 21 0 mg/kg 12 12 12 12 12 12 12
4 mg/kg 12 12 12 12 12 12 12
20 mg/kg 12 12 12 12 12 12 12
100 mg/kg 12 12 12 12 12 12 12
Day 28 0 mg/kg 12 12 12 12 12 12 12
4 mg/kg 12 12 12 12 12 12 12
20 mg/kg 12 12 12 12 12 12 12
100 mg/kg 12 12 12 12 12 12 12

Category : The category number observed in each item.
Pre : Pre-administration.



Table 5-1-2

- Detailed clinical observation of female rats -

indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)

In the cage
Stereotype Bizarre behavior
Body position/  Respiratory Tremor/ Repetitive Biting/
Number Posture pattern Convulsion  Rolling circling Selfmutilation
of Category

Period Group animals No. 1 1 1 0 0 1
Days of administration
Day 35 0 mg/kg 12 12 12 12 12 12 12

4 mg/kg 12 12 12 12 12 12 12

20 mg/kg 12 12 12 12 12 12 12

100 mg/kg 12 12 12 12 12 12 12
Day 42 0 mg/kg 8 8 8 8 8 8

4 mg/kg 9 9 9 9 9 9 9

20 mg/kg 10 10 10 10 10 10 10

100 mg/kg 11 11 11 11 11 11 11

Category : The category number observed in each item.



Table 5-2-1

- Detailed clinical observation of female rats -

indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)

On the hand
Ease of
Mucous Pupil Secretions/
Number Removal  Handling  Muscle tone Piloerection Fur Eyes membranes Skin size Lacrimation Salivation Excretions
of Category
Period Group animals No. 1 1 2 1 1 1 0 1 1 1 1 0
Days of administration
Pre - 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
4 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
20 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 7 0 mglkg 12 12 12 12 12 12 12 12 12 12 12 12 12
4 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
20 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 14 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
4 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
20 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 21 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
4 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
20 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 28 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
4 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
20 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12

Category : The category number observed in each item.
Pre : Pre-administration.



Table 5-2-2 indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)
- Detailed clinical observation of female rats -
On the hand
Ease of
Mucous Pupil Secretions/
Number Removal ~ Handling  Muscle tone Piloerection Fur Eyes membranes Skin size Lacrimation Salivation Excretions
of Category
Period Group animals No. 1 1 2 1 1 1 0 1 1 1 1 0
Days of administration
Day 35 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
4 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
20 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 42 0 mg/kg 8 8 8 8 8 8 8 8 8 8
4 mg/kg 9 9 9 9 9 9 9 9 9 9 9 9
20 mg/kg 10 10 10 10 10 10 10 10 10 10 10 10 10
100 mg/kg 11 11 11 11 11 1 11 11 11 11 11 11 11

Category : The category number observed in each item.



Table 5-3-1

- Detailed clinical observation of female rats -

indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)

In the open-field

Reactivity to Stereotype Bizarre behavior
Co-ordination environmental Excessive Unusual head Walking Vocaliza-
Number Gait  of movement stimuli Searching  Urination Defecation grooming  movement  backward tion  Aggression
of Category
Period Group animals No. 1 1 1 1 0 1 0 0 0 1 1 1
Days of administration
Pre - 0 mg/kg 12 12 12 12 12 10 2 12 12 12 12 12 12
4 mg/kg 12 12 12 12 12 12 0 12 12 12 12 12 12
20 mg/kg 12 12 12 12 12 12 0 12 12 12 12 12 12
100 mg/kg 12 12 12 12 12 10 2 12 12 12 12 12 12
Day 7 0 mg/kg 12 12 12 12 12 9 3 12 12 12 12 12 12
4 mg/kg 12 12 12 12 12 11 1 12 12 12 12 12 12
20 mg/kg 12 12 12 12 12 9 3 12 12 12 12 12 12
100 mg/kg 12 12 12 12 12 10 2 12 12 12 12 12 12
Day 14 0 mg/kg 12 12 12 12 12 11 1 12 12 12 12 12 12
4 mg/kg 12 12 12 12 12 11 1 12 12 12 12 12 12
20 mg/kg 12 12 12 12 12 12 0 12 12 12 12 12 12
100 mg/kg 12 12 12 12 12 12 0 12 12 12 12 12 12
Day 21 0 mg/kg 12 12 12 12 12 12 0 12 12 12 12 12 12
4 mg/kg 12 12 12 12 12 12 0 12 12 12 12 12 12
20 mg/kg 12 12 12 12 12 12 0 12 12 12 12 12 12
100 mg/kg 12 12 12 12 12 12 0 12 12 12 12 12 12
Day 28 0 mg/kg 12 12 12 12 12 11 1 12 12 12 12 12 12
4 mg/kg 12 12 12 12 12 12 0 12 12 12 12 12 12
20 mg/kg 12 12 12 12 12 12 0 12 12 12 12 12 12
100 mg/kg 12 12 12 12 12 12 0 12 12 12 12 12 12

Category : The category number observed in each item.
Pre : Pre-administration.



Table 5-3-2 indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)

- Detailed clinical observation of female rats -

In the open-field

Reactivity to Stereotype Bizarre behavior
Co-ordination environmental Excessive Unusual head Walking Vocaliza-
Number Gait  of movement stimuli Searching  Urination Defecation grooming  movement  backward  tion  Aggression
of Category

Period Group animals No. 1 1 1 1 0 0 0 0 1 1 1

Days of administration

Day 35 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12
4 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12
20 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12
100 mag/kg 12 12 12 12 12 12 12 12 12 12 12 12

Day 42 0 mg/kg 8 8 8 8 8 8 8 8 8 8 8 8
4 mg/kg 9 9 9 9 9 9 9 9 9 9 9 9
20 mg/kg 10 10 10 10 10 10 10 10 10 10 10 10
100 mg/kg 11 11 11 11 11 11 11 11 11 11 11 11

Category : The category number observed in each item.



Table 6-1-1 indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)

- Detailed clinical observation of female rats in the satellite group -

In the cage
Stereotype Bizarre behavior
Body position/  Respiratory Tremor/ Repetitive Biting/
Number Posture pattern Convulsion  Rolling circling Selfmutilation
of Category

Period Group animals No. 1 1 1 0 0 1
Days of administration
Pre - 0 mg/kg 10 10 10 10 10 10 10

100 mg/kg 10 10 10 10 10 10 10
Day 7 0 mg/kg 10 10 10 10 10 10 10

100 mg/kg 10 10 10 10 10 10 10
Day 14 0 mg/kg 10 10 10 10 10 10 10

100 mg/kg 10 10 10 10 10 10 10
Day 21 0 mg/kg 10 10 10 10 10 10 10

100 mg/kg 10 10 10 10 10 10 10
Day 28 0 mg/kg 10 10 10 10 10 10 10

100 mg/kg 10 10 10 10 10 10 10

Category : The category number observed in each item.
Pre : Pre-administration.



Table 6-1-2 indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)

- Detailed clinical observation of female rats in the satellite group -

In the cage
Stereotype Bizarre behavior
Body position/  Respiratory Tremor/ Repetitive Biting/
Number Posture pattern Convulsion  Rolling circling Selfmutilation
of Category

Period Group animals No. 1 1 1 0 0 1
Days of administration
Day 35 0 mg/kg 10 10 10 10 10 10 10

100 mg/kg 10 10 10 10 10 10 10
Day 42 0 mg/kg 10 10 10 10 10 10 10

100 mg/kg 10 10 10 10 10 10 10
Days of recovery
Day 7 0 mg/kg 5 5 5 5 5 5 5

100 mg/kg 5 5 5 5 5 5 5
Day 14 0 mg/kg 5 5 5 5 5 5 5

100 mg/kg 5 5 5 5 5 5 5

Category : The category number observed in each item.



Table 6-2-1

indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)

- Detailed clinical observation of female rats in the satellite group -

On the hand
Ease of
Mucous Pupil Secretions/
Number Removal  Handling  Muscle tone Piloerection Fur Eyes membranes Skin size Lacrimation Salivation Excretions
of Category
Period Group animals No. 1 1 2 1 1 1 0 1 1 1 1 0
Days of administration
Pre - 0 mg/kg 10 10 10 10 10 10 10 10 10 10 10 10 10
100 mg/kg 10 10 10 10 10 10 10 10 10 10 10 10 10
Day 7 0 mg/kg 10 10 10 10 10 10 10 10 10 10 10 10 10
100 mg/kg 10 10 10 10 10 10 10 10 10 10 10 10 10
Day 14 0 mg/kg 10 10 10 10 10 10 10 10 10 10 10 10 10
100 mg/kg 10 10 10 10 10 10 10 10 10 10 10 10 10
Day 21 0 mg/kg 10 10 10 10 10 10 10 10 10 10 10 10 10
100 mg/kg 10 10 10 10 10 10 10 10 10 10 10 10 10
Day 28 0 mg/kg 10 10 10 10 10 10 10 10 10 10 10 10 10
100 mg/kg 10 10 10 10 10 10 10 10 10 10 10 10 10

Category : The category number observed in each item.
Pre : Pre-administration.



Table 6-2-2 indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)
- Detailed clinical observation of female rats in the satellite group -
On the hand
Ease of
Mucous Pupil Secretions/
Number Removal  Handling  Muscle tone Piloerection Fur Eyes membranes Skin size Lacrimation Salivation Excretions
of Category
Period Group animals No. 1 1 2 1 1 1 0 1 1 1 1 0
Days of administration
Day 35 0 mg/kg 10 10 10 10 10 10 10 10 10 10 10 10 10
100 mg/kg 10 10 10 10 10 10 10 10 10 10 10 10 10
Day 42 0 mg/kg 10 10 10 10 10 10 10 10 10 10 10 10 10
100 mg/kg 10 10 10 10 10 10 10 10 10 10 10 10 10
Days of recovery
Day 7 0 mg/kg 5 5 5 5 5 5 5 5 5 5 5
100 mg/kg 5 5 5 5 5 5 5 5 5 5 5
Day 14 0 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5
100 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5

Category : The category number observed in each item.



Table 6-3-1

- Detailed clinical observation of female rats in the satellite group -

indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)

In the open-field

Reactivity to Stereotype Bizarre behavior
Co-ordination environmental Excessive Unusual head Walking Vocaliza-
Number Gait  of movement stimuli Searching  Urination Defecation grooming  movement  backward  tion  Aggression
of Category
Period Group animals No. 1 1 1 1 0 1 0 0 0 1 1 1
Days of administration
Pre - 0 mg/kg 10 10 10 10 10 10 0 10 10 10 10 10 10
100 mg/kg 10 10 10 10 10 10 0 10 10 10 10 10 10
Day 7 0 mg/kg 10 10 10 10 10 9 1 10 10 10 10 10 10
100 mg/kg 10 10 10 10 10 9 1 10 10 10 10 10 10
Day 14 0 mg/kg 10 10 10 10 10 10 0 10 10 10 10 10 10
100 mg/kg 10 10 10 10 10 10 0 10 10 10 10 10 10
Day 21 0 mg/kg 10 10 10 10 10 9 1 10 10 10 10 10 10
100 mg/kg 10 10 10 10 10 9 1 10 10 10 10 10 10
Day 28 0 mg/kg 10 10 10 10 10 10 0 10 10 10 10 10 10
100 mg/kg 10 10 10 10 10 10 0 10 10 10 10 10 10

Category : The category number observed in each item.
Pre : Pre-administration.



Table 6-3-2 indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)

- Detailed clinical observation of female rats in the satellite group -

In the open-field

Reactivity to Stereotype Bizarre behavior
Co-ordination environmental Excessive Unusual head Walking Vocaliza-
Number Gait  of movement stimuli Searching  Urination Defecation grooming  movement  backward tion  Aggression
of Category
Period Group animals No. 1 1 1 1 0 1 0 0 0 1 1 1
Days of administration
Day 35 0 mg/kg 10 10 10 10 10 9 1 10 10 10 10 10 10
100 mg/kg 10 10 10 10 10 10 10 10 10 10 10 10
Day 42 0 mg/kg 10 10 10 10 10 10 0 10 10 10 10 10 10
100 mg/kg 10 10 10 10 10 9 1 10 10 10 10 10 10
Days of recovery
Day 7 0 mg/kg 5 5 5 5 5 5 0 5 5 5 5 5
100 mg/kg 5 5 5 5 5 5 0 5 5 5 5 5
Day 14 0 mg/kg 5 5 5 5 5 4 1 5 5 5 5 5 5
100 mg/kg 5 5 5 5 5 4 1 5 5 5 5 5 5

Category : The category number observed in each item.



Table 7-1  indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)

- Functional test of male rats -

Number Reactivity Righting
of Category Visual Touch Auditory Pain  Proprioceptive  reflex
Period Group animals No. 4 2 1 2 1 1
Administration period
Week 6 0 mg/kg 5 5 5 5 5 5 5
4 mg/kg 5 5 5 5 5 5 5
20 mg/kg 5 5 5 5 5 5 5
100 mg/kg 5 5 5 5 5 5 5
Recovery period
Week 2 0 mg/kg 5 5 5 5 5 5 5
100 mg/kg 5 5 5 5 5 5 5

Category No. : The category number observed in each item.
Values are expressed as the number of animals.

Visual reactivity : approach response. Pain reactivity : tail pinch response.
Touch reactivity : touch response. Proprioceptive reactivity : returning from enforced posture.
Auditory reactivity : response to Galton's whistle. Righting reflex : landing performance from 30 cm above.



Table 7-2  indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)

- Functional test of male rats -

Number Grip strength
of Forelimb  Hindlimb Motor activity measurements (count)
Period Group animals (g) (g) 0-10' 10-20' 20'-30' 30'-40' 40'-50' 50'-60' Total
Administration period
Week 6 0 mg/kg 5 Mean 1564.26 499.72 486.8 332.6 218.6 150.6 145.6 154.2 1488.4
S.D. 176.77 80.65 234.6 97.5 7.7 134.8 118.2 113.6 488.4
4 mg/kg 5 Mean 1616.86 529.82 793.0 505.6 208.2 202.0 167.2 79.0 2045.0
S.D. 157.33 42.65 245.6 179.5 207.3 149.1 139.9 82.0 966.1
20 mg/kg 5 Mean 1523.34 521.74 769.4 442.4 318.4 237.8 219.6 1234 2111.0
S.D. 177.72 47.24 352.1 202.5 174.6 129.2 130.2 91.7 1028.2
100 mg/kg 5 Mean 1214.66** 523.28 642.8 395.0 238.4 189.8 1184 75.4 1659.8
S.D. 124.04 74.67 345.0 152.7 156.7 232.8 120.8 104.5 986.9
Recovery period
Week 2 0 mg/kg 5 Mean 1692.74 490.34 611.0 365.2 284.0 232.8 274.0 254.6 2021.6
S.D. 188.02 95.81 79.4 86.6 104.3 149.6 118.6 138.2 517.3
100 mg/kg 5 Mean 1675.58 451.60 611.2 314.6 283.6 216.0 155.6 249.8 1830.8
S.D. 214.78 60.54 229.9 126.8 165.6 117.0 94.6 139.7 647.5

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



Table 8-1  indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)

- Functional test of female rats -

Number Reactivity Righting
of Category Visual Touch Auditory Pain  Proprioceptive  reflex
Period Group animals 4 2 1 2 1 1
Lactation period
0 mg/kg 5 5 5 5 5 5 5
Day 4 4 mg/kg 5 5 5 5 5 5 5
20 mg/kg 5 5 5 5 5 5 5
100 mg/kg 5 5 5 5 5 5 5

Category No. : The category number observed in each item.
Values are expressed as the number of animals.

Visual reactivity : approach response. Pain reactivity : tail pinch response.
Touch reactivity : touch response. Proprioceptive reactivity : returning from enforced posture.
Auditory reactivity : response to Galton's whistle. Righting reflex : landing performance from 30 cm above.



Table 8-2  indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)

- Functional test of female rats -

Number Grip strength
of Forelimb  Hindlimb Motor activity measurements (count)
Period Group animals (g) (g) 0-10' 10-20' 20'-30' 30'-40' 40'-50' 50'-60' Total
Lactation period
0 mg/kg 5 Mean 1345.04 411.48 379.6 268.4 184.0 121.6 80.2 104.2 1138.0
Day 4 S.D. 107.84 73.01 163.2 167.3 154.9 142.0 77.0 123.6 581.5
4 mg/kg 5 Mean 1224.00 409.60 692.0 397.4 392.4 416.2 181.0 393.8* 2472.8*
S.D. 9955 60.06 270.6 163.8 252.7 3353 96.1 190.5 815.7
20 mg/kg 5 Mean 1335.34 409.58 559.4 215.0 141.8 109.8 135.8 88.6 1250.4
SD. 9154 75.53 200.4 239.3 228.7 184.9 141.1 170.5 1057.4
100 mg/kg 5 Mean 1394.12 375.94 446.2 81.0 74.8 224 0.6 21.2 646.2
S.D. 106.38 49.56 210.0 47.7 54.0 31.0 0.9 47.4 214.0

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



Table 9-1  indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)

- Functional test of female rats in the satellite group -

Number Reactivity Righting
of Category Visual Touch Auditory Pain  Proprioceptive  reflex
Period Group animals 4 2 1 2 1 1
Administration period
Week 6 0 mg/kg 5 5 5 5 5 5 5
100 mg/kg 5 5 5 5 5 5 5
Recovery period
Week 2 0 mg/kg 5 5 5 5 5 5 5
100 mg/kg 5 5 5 5 5 5 5

Category No. : The category number observed in each item.

Values are expressed as the number of animals.

Visual reactivity : approach response.
Touch reactivity : touch response.
Auditory reactivity : response to Galton's whistle.

Pain reactivity : tail pinch response.
Proprioceptive reactivity : returning from enforced posture.
Righting reflex : landing performance from 30 cm above.



Table 9-2  indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)
- Functional test of female rats in the satellite group -
Number Grip strength
of Forelimb  Hindlimb Motor activity measurements (count)
Period Group animals (g) (g) 0-10' 10-20' 20'-30' 30'-40' 40'-50' 50'-60' Total
Administration period
Week 6 0 mg/kg 5 Mean 1184.40 408.54 1033.0 616.6 557.6 408.6 246.4 65.2 2927.4
S.D. 157.76 47.64 285.0 187.3 330.6 260.5 3115 62.4 1053.1
100 mg/kg 5 Mean 1276.86 411.34 920.4 664.8 483.8 3324 265.6 247.0+ 2914.0
S.D. 107.97 71.71 515.5 406.0 447.7 394.1 308.0 220.3 2240.7
Recovery period
Week 2 0 mg/kg 5 Mean 1365.80 404.72 949.2 711.0 355.2 370.0 274.2 418.8 3078.4
S.D. 174.20 36.38 351.0 2295 101.8 235.2 186.6 182.3 751.4
100 mg/kg 5 Mean 1461.66 413.46 857.2 507.0 294.4 365.6 236.8 262.2 2523.2
S.D. 59.98 48.12 431.4 406.8 2142 246.2 295.0 2334 1800.0

+ : Significantly different from the 0 mg/kg group at P=0.05 (Steel's test).



Table 10  indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)
- Body weight of male rats -
Number Body weight (g) Body weight gain(g)
of Administration day
Group animals 1 3 5 7 10 14 21 28 35 42 1-42 %
0 mg/kg 12 Mean 3793  390.4 401.7 4109 4223 4422 4705 4937 5198 5343 155.0 40.651
S.D. 16.5 16.6 174 19.6 19.8 24.2 25.7 32.6 36.2 46.0 31.2 6.816
4 mg/kg 12 Mean 3787 3878 398.8 409.0 4204 4369 4639 489.6 5168 535.6 156.9 41.393
S.D. 16.8 17.6 17.2 20.1 22.3 218 25.9 29.7 30.6 31.2 17.6 3.748
20 mg/kg 12 Mean 3761  385.9 396.2 4058 4173 4357 4615 4850 507.0 5243 148.3 39.399
S.D. 143 143 15.1 15.8 174 18.1 194 211 29.0 32.2 24.6 6.198
100 mg/kg 12 Mean 3785 3747 387.8 396.7 4052 4211  442.6* 4654* 490.2 5054 126.9*  33.490**
S.D. 14.6 17.7 18.0 19.1 22.8 233 234 26.5 29.2 28.6 18.2 4.309

Number Body weight(g)  Body weight gain (g)
of Recovery day
Group animals 7 14 a-14 %
0 mg/kg 5 Mean 539.0 54738 220 4194
S.D. 233 27.0 6.0 1.135
100 mg/kg 5 Mean 5150 526.0 218  4.326
S.D. 16.2 15.6 6.7 1.327

Body weight gain (%) = (body weight gain / body weight on day 1 or day 42) x 100.
a: Day 42 of administration.
* : Significantly different from the 0 mg/kg group at P=< 0.05 (Dunnett's test).

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



Table 11-1 indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)

- Body weight of female rats in pre-mating period -

Number Body weight(g) Body weight gain(g)
of Pre-mating day
Group animals 1 3 5 7 10 14 1-14 %
0 mg/kg 12 Mean 243.0 2455 2515 254.3 259.9 266.3 233 9.602
S.D. 10.5 11.9 10.4 12.6 12.4 134 6.5 2.647
4 mg/kg 12 Mean 2416 245.8 250.3 255.1 256.4 265.8 24.2 9.968
S.D. 11.2 10.5 11.8 114 13.3 16.7 9.1 3.559
20 mg/kg 12 Mean 2415 245.2 249.6 254.2 256.3 264.9 234 9.664
S.D. 7.6 11.7 10.6 12.9 12.7 14.2 9.9 4.017
100 mg/kg 12 Mean 2423 239.8 2432 247.4 248.1 253.7 11.3**  4.733**
S.D. 121 12.7 12.4 11.7 111 12.0 7.5 3.161

Body weight gain (%) = (body weight gain / body weight on day 1) x 100.
** : Significantly different from the 0 mg/kg group at P=0.01 (Dunnett's test).



Table 11-2 indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)

- Body weight of female rats in gestation period -

Number Body weight (g) Body weight gain(g)
of Gestation day
Group animals 0 1 3 5 7 10 14 17 20 0-20 %
0 mg/kg 12 Mean 2708  276.2 291.9 300.8  308.3 325.9 348.9 3835 4333 162.4 60.298
S.D. 15.2 13.7 131 14.3 16.1 15.2 17.1 19.3 20.3 21.0 9.674
4 mg/kg 12 Mean 2735  280.9 2948 3045 3142 3313 3531 384.7  430.2 156.7 57.348
S.D. 16.2 18.2 171 20.8 19.7 216 22.9 24.1 27.0 16.8 5.875
20 mg/kg 12 Mean 270.9 2755 2883 2995 3118 327.3 351.8 3841 4341 163.2 60.228
S.D. 14.4 16.0 16.1 17.9 20.2 18.4 215 23.7 29.2 19.9 6.721

100 mg/kg 12 Mean 2575 265.0 278.3 284.0* 293.3 308.6 329.6 364.1 407.3* 149.8 58.242
S.D. 12.8 13.0 14.1 13.4 13.6 16.1 18.6 19.4 234 16.4 6.460

Body weight gain (%) = (body weight gain / body weight on day 0) x 100.
*: Significantly different from the 0 mg/kg group at P=0.05 (Dunnett's test).



Table 11-3 indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)

- Body weight of female rats in lactation period -

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

Group animals 0 1 4 0-4 %
(11) 11) (11)
0 mg/kg 12 Mean 322.4 3234 3435 16.1 5.035
S.D. 27.0 28.2 18.5 10.1 3.315
4 mg/kg 12 Mean 3245 3225 332.7 8.2 2.644
S.D. 234 271 30.0 24.0 7.638
20 mg/kg 12 Mean 326.0 322.9 342.6 16.6 5.343
S.D. 26.5 23.9 18.2 15.0 4.478
100 mg/kg 12 Mean 307.1 307.6 326.7 19.6 6.610
S.D. 22.9 213 205 17.7 5.841

Body weight gain (%) = (body weight gain / body weight on day 0) x 100.
The number in the parenthese is the number of animals used for the measurement.



Table 12 indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)

- Body weight of female rats in the satellite group -

Number Body weight (g) Body weight gain(g)
of Administration day
Group animals 1 3 5 7 10 14 21 28 35 42 1-42 %
0 mg/kg Mean 239.4 2451 2494 2551 260.0  265.8 274.3 282.2 2954 3018 62.4 26.087
S.D. 9.4 7.6 8.9 8.7 8.8 7.3 85 9.9 114 12.9 7.6 3.139
100 mg/kg Mean 239.5 237.1* 2409 245.0%  247.2* 253.4** 263.2* 270.1* 274.0** 283.5* 44.0+  18.453+
S.D. 10.4 9.1 9.6 9.3 11.2 11.2 9.0 11.7 15.7 17.6 16.3 7.073
Number Body weight (g)  Body weight gain(g)
of Recovery day
Group animals 7 14 a-14 %
0 mg/kg Mean  309.8 3104 9.2 3.052
S.D. 141 135 4.8 1.600
100 mg/kg Mean 2954 302.8 17.2 6.016*
S.D. 17.8 22.6 6.9 2.363

Body weight gain (%) = (body weight gain / body weight on day 1 or day 42) x 100.
a: Day 42 of administration.

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

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

+ : Significantly different from the 0 mg/kg group at P=0.05 (Steel's test).



Table 13 indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)

- Food consumption of male rats -

Number Food consumption (g/rat/day)

of Administration day
Group animals -1~1 1~3 3~5 5~7 7~10 10~14 21~28 28~35 35~42
0 mg/kg 12 Mean 2592 2275 23.67 2296 2230 2293 2237 2212 2147

S.D. 2.78 1.83 151 1.79 171 2.27 2.36 2.50 3.31

4 mg/kg 12 Mean 26.08 23.13 23.67 23.13 22.56 22.52 22.33 22.08 22.33
S.D. 3.00 1.87 2.29 2.12 2.25 1.94 2.18 2.07 1.88

20 mg/kg 12 Mean 25.67 2242 23.25 2242 21.78 22.04 21.52 20.74 20.88
S.D. 2.02 1.94 1.48 1.64 1.47 1.69 1.34 1.85 1.55

100 mg/kg 12 Mean 25.50 15.88** 22.79 21.96 20.86 21.05 21.48 21.57 21.43
S.D. 2.32 3.37 2.39 2.33 2.55 1.85 1.84 2.08 221

Number Food consumption (g/rat/day)
of Recovery day

Group animals a~7 7~14

0 mg/kg 5 Mean 25.56 27.68

S.D. 1.13 1.15

100 mg/kg 5 Mean 23.08 26.64
S.D. 2.34 3.34

a: Day 42 of administration.
** : Significantly different from the 0 mg/kg group at p= 0.01 (Dunnett's test).



Table 14-1  indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)

- Food consumption of female rats in pre-mating period -

Number Food consumption (g/rat/day)
of Pre-mating day
Group animals -1~1 1~3 3~5 5~7 7~10 10~14
0 mg/kg 12 Mean 1842 15.33 16.38 16.46 16.48 16.13
S.D. 2.94 2.10 1.82 2.08 141 1.09
4 mg/kg 12 Mean 17.33 15.54 16.50 16.25 16.14 16.45
S.D. 3.31 1.97 2.14 1.48 2.18 1.75
20 mg/kg 12 Mean 1842 16.08 16.79 16.88 16.58 16.79
S.D. 2.54 2.24 1.76 2.23 1.26 1.58
100 mg/kg 12 Mean  18.00 12.25**  14.79 15.96 14.06**  15.29
S.D. 2.83 2.62 2.03 1.20 1.65 1.20

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



Table 14-2  indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)
- Food consumption of female rats in gestation period -
Number Food consumption (g/rat/day)
of Gestation day
Group animals 0~1 1~3 3~5 5~7 7~10 10~14 14~17 17~20
0 mg/kg 12 Mean  15.17 20.42 2121 20.92 22.28 21.73 21.62 19.53
S.D. 2.12 3.37 2.57 177 171 2.17 1.96 1.53
4 mg/kg 12 Mean  16.58 21.33 22.04 22.92 22.92 22.60 21,57 19.87
S.D. 2.47 1.61 2.94 2.32 1.99 2.35 1.82 1.66
20 mg/kg 12 Mean  14.92 20.33 22.08 22.54 22.85 22.73 21.19 20.50
S.D. 3.15 1.83 2.30 2.31 2.42 2.45 2.49 1.82
100 mg/kg 12 Mean  15.67 18.92 18.79 20.46 21.00 2171 21.82 19.73
S.D. 2.23 2.19 1.95 1.62 1.94 2.38 1.89 1.75




Table 14-3  indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)

- Food consumption of female rats in lactation period -

Number Food consumption (g/rat/day)
of Lactation day
Group animals 0~1 1~4
11)
0 mg/kg 12 Mean 17.17 30.45
S.D. 6.85 2.96
4 mg/kg 12 Mean 16.08 27.96
S.D. 8.34 9.80
20 mg/kg 12 Mean 15.25 31.23
S.D. 7.15 3.20
100 mg/kg 12 Mean 19.25 30.76
S.D. 5.36 3.96

The number in the parenthese is the number of animals used for the measurement.



Table 15 indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)

- Food consumption of female rats in the satellite group -

Number Food consumption (g/rat/day)

of Administration period (day)
Group animals -1~1 1~3 3~5 5~7 7~10 10~14 14~21 21~28 28~35 35~42
0 mg/kg 10 Mean 18.30 17.20 15.55 18.05 15.96 16.13 15.55 15.99 15.73 14.89

S.D. 291 1.38 1.72 1.04 1.42 0.74 0.81 0.98 0.96 1.40

100 mg/kg 10 Mean 17.60 12.15*%* 15.25 15.00** 14.58 14.72** 14.68 14.86 13.79** 14.81
S.D. 2.22 1.75 2.68 1.37 211 1.00 1.05 1.70 1.68 1.82

Number Food consumption (g/rat/day)
of Recovery day

Group animals a~7 7~14

0 mg/kg 5 Mean 18.40 19.14

S.D. 1.70 0.63

100 mg/kg 5 Mean 18.30 19.34
S.D. 1.87 2.59

a: Day 42 of administration.
** : Significantly different from the 0 mg/kg group atp = 0.01 (Dunnett's test).



Table 16-1-1  indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)

- Urinary findings of male rats at Week 6 of administration -

Urine

Number Ketone Urobili- Bili- Specific gravity volume
of pH Protein Glucose  body nogen  rubin Occult blood ~ Color 1.031- 1.041- 1.050< (mL/21hr,
Group animals 6.0 65 70 75 80 85 + + - - 01EUML - - =+ A 1.040 1.050 mean£S.D.)
0 mg/kg 5 0o 0 o o0 2 3 2 3 5 5 5 5 4 0 1 5 0 4 1 9.20£1.96
4 mg/kg 5 0o 0 o o0 4 1 2 3 5 5 5 5 4 1 0 5 0 1 4 8.00 +2.09
20 mg/kg 5 o 0 o o 3 2 4 1 5 5 5 5 4 1 0 5 0 2 3 7.80+0.76
100 mg/kg 5 1 0 1 0 0 3 5 0 5 5 5 5 4 1 0 5 2 1 2 12.80 +4.31

Values are number of animals with findings.
-; Normal , +; Slight, + ; Moderate .
Color : A = Pale yellow or yellow



Table 16-1-2

indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)

- Urinary findings of male rats at Week 6 of administration -

Urinary sediments

Epithelial cell

Number Small

of RBC WBC Squamous Round round Cast
Group animals — — — + — _ _
0 mg/kg 5 5 5 3 2 5 5 5
4 mg/kg 5 5 5 5 0 5 5 5
20 mg/kg 5 5 5 4 1 5 5 5
100 mg/kg 5 5 5 4 1 5 5 5

Values are number of animals with findings.
-; Normal , +; Slight .



Table 16-2-1 indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)

- Urinary findings of male rats at Week 2 of recovery -

Urine
Number Ketone Urobili- Bili- Occult Specific gravity volume
of pH Protein Glucose  body nogen  rubin blood Color  1.031- 1.041- 1.050< (mL/21hr,
Group animals 80 85 * + 2+ - - 01EUML - - A 1.040 1.050 mean£S.D.)
0 mg/kg 5 1 4 3 1 1 5 5 5 5 5 5 0 2 3 11.00 +4.72
100 mg/kg 5 0 5 1 3 1 5 5 5 5 5 5 1 1 3 11.30+3.21

Values are number of animals with findings.
-; Normal , £ ; Slight , + ; Moderate , 2+ ; Severe .
Color : A = Pale yellow or yellow



Table 16-2-2 indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)

- Urinary findings of male rats at Week 2 of recovery -

Urinary sediments

Epithelial cell
Number Small
of RBC WBC Squamous  Round round Cast
Group animals — + — — + — — _
0 mg/kg 5 5 0 5 4 1 5 5 5
100 mg/kg 5 4 1 5 3 2 5 5 5

Values are number of animals with findings.
-; Normal , +; Slight .



Table 17-1-1 indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)

- Urinary findings of female rats in the satellite group at Week 6 of administration -

Urine

Number Ketone  Urobili- Bili- Specific gravity volume
of pH Protein Glucose body nogen rubin - Occult Color 1.031- 1.041- 1.050< (mL/21hr,
Group animals 60 65 7.0 75 8.0 + o+ 2+ - - 0.1 EU/dL - - A 1.040 1.050 meanzS.D.)
0 mg/kg 5 1 2 0 0 2 0o 4 1 5 5 5 5 5 5 0 3 2 7.04 £ 2.45
100 mg/kg 5 1 1 1 1 1 I: 3 2 0 :|+ 5 5 5 5 5 5 2 0 3 7.94 + 450

Values are number of animals with findings.

-; Normal , £ ; Slight , + ; Moderate , 2+ ; Severe .

Color : A = Pale yellow or yellow

+ : Significantly different from the 0 mg/kg group at P =0.05 (Steel's test).



Table 17-1-2 indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)

- Urinary findings of female rats in the satellite group at Week 6 of administration -

Urinary sediments
Epithelial cell

Number Small

of RBC WBC Squamous Round round Cast
Group animals — — — + — — —
0 mg/kg 5 5 5 5 0 5 5 5
100 mg/kg 5 5 s [ 2 3]+ 5 5 5

Values are number of animals with findings.
-; Normal , +; Slight .
+ : Significantly different from the 0 mg/kg group at P =0.05 (Steel's test).



Table 17-2-1  indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)

- Urinary findings of female rats in the satellite group at Week 2 of recovery -

Urine

Number Ketone Urobili- Bili- Occult Specific gravity volume
of pH Protein Glucose  body nogen  rubin blood  Color  1.041- 1.050< (mL/21hr,
Group animals 6.0 65 70 75 80 85 - * + - - 01EUML - - A 1.050 meanzS.D.)
0 mg/kg 5 1 0 1 1 0 2 0 4 1 5 5 5 5 5 5 0 5 7.80+£2.25
100 mg/kg 5 1 1 0 1 1 1 3 1 1 5 5 5 5 5 5 3 2 9.40£4.34

Values are number of animals with findings.
-, Normal ; %, Slight ; +, Moderate.
Color : A = Pale yellow or yellow



Table 17-2-2 indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)

- Urinary findings of female rats in the satellite group at Week 2 of recovery -

Urinary sediments
Epithelial cell

Number Small

of RBC WBC Squamous Round round Cast
Group animals — — — + — — —
0 mg/kg 5 5 5 2 3 5 5 5
100 mg/kg 5 5 s [ 5 o]+ s 5 5

Values are number of animals with findings.
-, Normal ; %, Slight .
+ : Significantly different from the 0 mg/kg group at P =0.05 (Steel's test).



Table 18-1-1 indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)

- Hematological findings of male rats after Week 6 of administration -

Number
of WBC RBC HGB HCT MCV MCH MCHC Platelet
Group animals 10%/uL 10%/uL g/dL % fL pg g/dL 10%/uL
0 mg/kg 5  Mean = 62.44 831.8 14.90 41.88 50.34 17.92 3560  108.82
S.D. 19.98 17.6 0.47 1.29 1.61 0.50 0.39 10.69
4 mg/kg 5  Mean  65.86 836.0 15.04 42.78 51.20 18.00 3516 11334
S.D. 20.77 22.7 0.15 0.68 1.37 0.43 0.51 15.38
20 mg/kg 5  Mean  56.90 795.8 14.52 41.68 52.44 18.24 34.82%  114.02
S.D. 15.74 27.9 0.54 1.40 2.06 0.62 0.59 10.17
100 mg/kg 5  Mean 6824 789.8 14.32 41.44 52.48 18.14 34.56%% 9744
S.D. 21.90 39.4 0.70 2.11 1.52 0.46 0.27 6.42

* . Significantly different from the 0 mg/kg group at p=0.05 (Dunnett's test).
** . Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's test).



Table 18-1-2 indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)

- Hematological findings of male rats after Week 6 of administration -

Number Reticulo- Differential count of WBC (102/ uL) Met-
of cyte PT APTT Lympho- Heinz Body hemoglobin
Group animals % sec sec Neutrophil cyte Monocyte Eosinophil Basophil % %
0 mg/kg 5 Mean 2.688 25.04 28.70 9.82 49.70 1.84 1.08 0.00 0.00 1.90
S.D. 0.545 3.23 1.36 443 15.62 0.55 0.48 0.00 0.00 0.25
4 mg/kg 5 Mean 3.160 21.76 26.68+ 14.06 48.36 2.52 0.92 0.00 0.00 1.66
S.D. 0.414 2.76 0.36 7.05 15.38 0.69 0.16 0.00 0.00 0.22
20 mg/kg 5 Mean 3.110 23.82 28.68 10.10 4424 1.82 0.74 0.00 0.00 1.88
S.D. 0.314 3.80 2.78 2.37 14.26 0.52 0.09 0.00 0.00 0.11
100 mg/kg 5 Mean 4.026**  32.68 32.58 12.96 52.52 1.84 0.92 0.00 0.00 1.98
S.D. 0.461 8.55 3.18 1.92 21.44 0.11 0.11 0.00 0.00 0.52

+ : Significantly different from the 0 mg/kg group at p=0.05 (Steel's test).
** . Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's test).



Table 18-2 indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)

- Hematological findings of male rats afetr Week 2 of recovery -

Number
of WBC RBC HGB HCT MCV MCH MCHC Platelet
Group animals 10%/uL 10%/uL g/dL % fL pg g/dL 10%/uL
0 mg/kg 5 Mean 72.42 867.4 15.26 42.90 49.54 17.62 35.58 110.14
S.D. 21.51 473 0.38 0.83 2.08 0.61 0.53 13.43
100 mg/kg 5 Mean 69.38 858.8 15.40 43.28 50.38 17.94 35.60 117.06
S.D. 24.88 19.5 0.49 1.56 1.71 0.49 0.46 12.20
Number Reticulo- Differential count of WBC (102/ uL) Met-
of cyte PT APTT Lympho- Heinz Body hemoglobin
Group animals % sec sec Neutrophil  cyte Monocyte Eosinophil Basophil % %
0 mg/kg 5 Mean 2.616 22.70 25.40 10.10 58.32 2.62 1.38 0.00 0.00 1.56
S.D. 0.335 2.96 1.74 5.69 17.13 0.89 0.48 0.00 0.00 0.25
100 mg/kg 5 Mean 3.000 25.30 27.64* 8.02 57.86 2.48 1.02 0.00 0.00 1.62
S.D. 0.610 4.81 1.18 2.11 24.29 0.51 0.13 0.00 0.00 0.22

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



Table 19-1 indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)

- Hematological findings of female rats at Day 5 of lactation -

Number
of WBC RBC HGB HCT MCV MCH MCHC Platelet
Group animals 10%/uL 10%/uL g/dL % fL pg g/dL 10%/uL
0 mg/kg 5 Mean 70.20 665.0 12.76 37.40 56.34 19.20 34.12 132.78
S.D. 10.53 414 0.64 1.41 2.83 0.46 1.03 14.93
4 mg/kg 5 Mean 64.14 624.0 12.10 35.72 57.64 19.44 33.86 113.40
S.D. 26.07 69.3 0.97 2.09 4.75 0.86 1.25 11.88
20 mg/kg 5 Mean 67.26 663.8 12.70 37.30 56.26 19.14 34.08 121.90
S.D. 14.45 33.0 0.41 1.38 2.97 0.54 0.83 9.47
100 mg/kg 5 Mean 68.32 634.6 12.54 37.56 59.28 19.80 33.40 118.04

S.D. 25.88 348 0.52 1.72 3.23 0.99 0.39 12.97




Table 19-2 indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)

- Hematological findings of female rats at Day 5 of lactation -

—00T—

Number Reticulo- Differential count of WBC (102/ uL)
of cyte PT APTT Lympho-
Group animals % sec sec Neutrophil cyte Monocyte Eosinophil Basophil
0 mg/kg 5 Mean 8.536 17.02 19.86 19.56 47.86 2.28 0.50 0.00
S.D. 0.908 0.87 1.66 3.48 8.51 0.78 0.41 0.00
4 mg/kg 5 Mean 9.892 16.82 20.54 19.62 42.72 1.50 0.28 0.02
S.D. 4.389 0.73 2.12 5.52 22.01 0.69 0.16 0.04
20 mg/kg 5 Mean 8.522 17.04 18.90 24.72 40.20 1.92 0.42 0.00
S.D. 1.379 0.67 1.08 7.84 8.21 0.53 0.23 0.00
100 mg/kg 5 Mean  10.902 16.90 19.98 24.08 41.54 2.42 0.28 0.00

S.D. 2.330 1.08 1.65 13.66 12.86 1.09 0.19 0.00
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Table 20-1 indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)

- Hematological findings of female rats in the satellite group after Week 6 of administration -

Number
of WBC RBC HGB HCT MCV MCH MCHC Platelet
Group animals 10%/uL 10%/uL g/dL % fL pg g/dL 10%/uL
0 mg/kg 5 Mean 40.36 801.2 14.46 40.96 51.16 18.04 35.30 110.22
S.D. 7.12 40.8 0.61 1.42 1.65 0.35 0.51 12.72
100 mg/kg 5 Mean 39.12 757.8 14.06 40.44 53.36 18.56 34.78 106.36
S.D. 15.64 255 0.84 2.77 2.53 0.73 0.34 9.22
Number Reticulo- Differential count of WBC (102/ uL) Met-
of cyte PT APTT Lympho- Heinz Body hemoglobin
Group animals % sec sec Neutrophil  cyte Monocyte Eosinophil Basophil % %
0 mg/kg 5 Mean 2.882 16.60 18.56 5.42 33.24 1.30 0.40 0.00 0.00 1.26
S.D. 0.577 0.88 0.61 1.55 7.04 0.43 0.07 0.00 0.00 0.31
100 mg/kg 5 Mean 3.844%* 17.30 23.36++ 7.34 30.06 1.38 0.34 0.00 0.00 1.52
S.D. 0.518 2.68 3.42 2.78 13.18 0.94 0.21 0.00 0.00 0.46

* : Significantly different from the 0 mg/kg group at p=0.05 (Dunnett's test).
++ : Significantly different from the 0 mg/kg group at p=0.01 (Steel's test).
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Table 20-2 indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)

- Hematological findings of female rats in the satellite group after Week 2 of recovery -

Number
of WBC RBC HGB HCT MCV MCH MCHC Platelet
Group animals 10%/uL 10%/uL g/dL % fL pg g/dL 10%/uL
0 mg/kg 5 Mean 27.46 785.8 14.40 41.14 52.36 18.34 35.00 102.52
S.D. 5.18 14.4 0.37 1.31 1.89 0.52 0.23 5.41
100 mg/kg 5 Mean 34.64 771.4 14.38 41.02 53.22 18.64 35.06 103.70
S.D. 4.73 23.9 0.52 1.83 2.34 0.59 0.47 13.99
Number Reticulo- Differential count of WBC (102/ uL) Met-
of cyte PT APTT Lympho- Heinz Body hemoglobin
Group animals % sec sec Neutrophil  cyte Monocyte Eosinophil Basophil % %
0 mg/kg 5 Mean 2.654 17.44 18.66 4.40 21.14 1.32 0.60 0.00 0.00 1.36
S.D. 0.367 0.90 0.83 1.08 4.14 0.34 0.23 0.00 0.00 0.36
100 mg/kg 5 Mean 2.706 17.06 19.40 6.78 26.20 1.22 0.44 0.00 0.00 1.28

S.D. 0.626 1.11 1.25 3.84 6.20 0.37 0.09 0.00 0.00 0.13
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Table 21-1-1

indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)

-Biochemical findings of male rats after Week 6 of administration -

Number Protein fraction (%)
of TP Albumin  A/G Globulin AST ALT ALP v-GTP  T-Bil
Group animals g/dL g/dL ratio  Albumin a o B v IU/L IU/L IU/L IU/L mg/dL
0 mg/kg 5 Mean 5.12 2.640 1.070 51.60 20.30 7.50 16.10 4.50 73.0 332 418.0 0.40 0.048
S.D. 0.23 0.096 0.066 1.53 2.05 0.26 0.60 0.70 21.9 6.3 117.6 0.10 0.008
4 mg/kg 5 Mean 4.98 2.552 1.060 51.38 20.98 7.22 15.82 4.60 59.4 27.2 412.6 0.40 0.046
S.D. 0.28 0.105 0.066 1.59 1.57 0.29 0.88 0.66 52 2.9 117.3 0.12 0.009
20 mg/kg 5 Mean 5.04 2.558 1.040 50.88 20.68 7.80 16.22 4.42 62.4 26.8 412.6 0.36 0.048
S.D. 0.26 0.063 0.114 2.70 3.14 0.83 0.99 0.63 6.7 2.8 106.1 0.18 0.008
100 mg/kg 5 Mean 4.90 2.596 1.134 53.12 18.40 7.72 16.42 4.34 59.6 29.8 321.4 0.34 0.060
S.D. 0.27 0.114 0.072 1.59 2.47 0.52 0.61 0.30 10.5 12.1 61.9 0.15 0.012
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Table 21-1-2 indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)

-Biochemical findings of male rats after Week 6 of administration -

Number
of TBA Glucose  T-Cho TG UN Crea Na K Cl Ca IP
Group animals pmol/L  mg/dL  mg/dL  mg/dL mg/dL mg/dL mEq/L mEgqL mEqL mg/dL mg/dL
0 mg/kg 5 Mean  11.58 149.0 53.4 30.2 12.56 0.370 144.4 4.400 105.2 9.76 7.02
S.D. 5.69 22.1 8.2 221 0.98 0.077 0.5 0.359 0.8 0.48 0.95
4 mg/kg 5 Mean  18.12 150.2 51.0 31.6 13.22 0.354 144.2 4.474 105.6 9.44 7.30
S.D. 9.12 18.6 4.7 93 0.91 0.018 22 0.247 1.8 0.23 0.73
20 mg/kg 5 Mean 8.08 136.4 52.6 20.8 12.92 0.346 144.8 4.398 105.8 9.68 7.00
S.D. 5.43 17.3 11.5 7.9 1.23 0.033 1.1 0.198 1.3 0.29 0.63
100 mg/kg 5 Mean  11.90 138.2 56.0 23.6 11.84 0.322 144.6 4.178 105.2 9.50 6.80

S.D. 11.30 17.6 7.1 43 1.55 0.047 0.5 0.318 1.3 0.49 0.95
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Table 21-2

indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)

-Biochemical findings of male rats after Week 2 of recovery -

Number Protein fraction (%)
of TP Albumin  A/G Globulin AST ALT ALP v-GTP  T-Bil
Group animals g/dL g/dL ratio  Albumin oy o B v IU/L IU/L IU/L IU/L mg/dL
0 mg/kg 5 Mean 5.22 2.442 0.888 46.88 22.28 7.60 17.50 5.74 59.2 304 337.2 0.40 0.058
S.D. 0.27 0.187 0.119 3.46 2.26 0.67 0.68 1.43 94 6.5 64.5 0.22 0.008
100 mg/kg 5 Mean 5.38 2.530 0.894 47.10 23.72 7.44 16.74 5.00 51.4 234 270.6 0.44 0.056
S.D. 0.27 0.119 0.115 3.12 2.46 0.53 0.78 0.85 6.9 5.0 47.8 0.21 0.005
Number
of TBA Glucose  T-Cho TG UN Crea Na K Cl Ca P
Group animals pmol/L  mg/dL  mg/dL  mg/dL mg/dL mg/dL mEq/L mEq/L mEgqL mg/dL mg/dL
0 mg/kg 5 Mean 8.96 160.4 55.8 342 15.70 0.368 144.0 4.598 105.4 9.58 6.90
S.D. 3.54 254 14.6 4.8 1.46 0.045 1.4 0.158 1.1 0.18 0.59
100 mg/kg 5 Mean 8.90 136.0 59.6 40.2 15.74 0.370 144.8 4.886 105.4 9.70 7.08
S.D. 431 14.9 53 13.9 1.40 0.019 1.3 0.252 1.5 0.27 0.20
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Table 22-1 indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)
-Biochemical findings of female rats at Day 5 of lactation -
Number Protein fraction (%)
of TP Albumin A/G Globulin AST ALT ALP v -GTP T-Bil
Group animals g/dL g/dL ratio  Albumin oy o B v IU/L IU/L IU/L IU/L mg/dL
0 mg/kg 5 Mean 5.34 2.774 1.088 51.96 18.98 8.20 16.34 4.52 77.8 434 201.0 0.72 0.036
S.D. 0.22 0.240 0.107 243 1.53 0.82 1.65 0.86 19.3 15.7 34.7 0.11 0.009
4 mg/kg 5 Mean 5.28 2.708 1.052 51.32 18.08 9.32 16.80 4.48 76.8 41.6 254.4 0.50 0.040
S.D. 0.20 0.143 0.080 1.93 2.57 1.25 1.50 1.13 10.1 6.3 119.1 0.32 0.012
20 mg/kg 5 Mean 5.40 2.690 1.002 49.94 19.62 8.94 16.92 4.58 80.8 43.6 185.2 0.60 0.036
S.D. 0.42 0.089 0.091 2.26 241 1.44 0.73 0.87 10.5 2.3 35.8 0.19 0.005
100 mg/kg 5 Mean 5.20 2.606 1.006 50.18 18.54 9.00 17.34 4.94 75.8 37.4 204.4 0.60 0.050
S.D. 0.25 0.165 0.055 1.39 0.50 1.19 0.66 0.90 17.0 1.7 31.8 0.30 0.033
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Table 22-2

indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)

-Biochemical findings of female rats at Day 5 of lactation -

Number
of TBA  Glucose T-Cho TG UN Crea Na K Cl Ca P
Group animals pmol/L  mg/dL  mg/dL  mg/dL mg/dL mg/dL mEq/L mEq/L mEgqL mg/dL mg/dL
0 mg/kg 5 Mean  10.06 116.0 56.0 38.0 15.62 0.374 142.6 4.506 104.6 10.46 8.92
S.D. 7.26 2.5 8.9 6.6 2.09 0.018 0.9 0.212 1.8 0.25 0.48
4 mg/kg 5 Mean  11.26 121.2 59.6 384 15.22 0.382 142.4 4.342 105.4 10.24 8.76
S.D. 6.98 8.2 9.4 10.8 2.63 0.034 1.3 0.144 1.8 0.31 0.84
20 mg/kg 5 Mean  10.78 121.4 63.4 50.4 16.32 0.370 142.8 4.394 105.4 10.48 8.58
S.D. 3.17 6.9 8.2 15.9 3.35 0.026 1.1 0.242 1.5 0.36 0.59
100 mg/kg 5 Mean  14.26 118.8 57.2 33.0 14.40 0.356 142.6 4.428 105.2 10.12 8.24
S.D. 10.48 3.8 29 18.3 3.62 0.015 0.5 0.178 1.9 0.45 0.69
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Table 23-1 indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)
- Biochemical findings of female rats in the satellite group after Week 6 of administration -
Number Protein fraction (%)
of TP Albumin  A/G Globulin AST ALT ALP v-GTP T-Bil
Group animals g/dL g/dL ratio Albumin o o, B Y IU/L IU/L IU/L 1IU/L mg/dL
0 mg/kg 5 Mean 5.64 3.230 1.346 57.26 16.70 6.16 14.10 5.78 74.2 29.6 189.4 0.64 0.056
S.D. 0.34 0.353 0.158 2.78 1.19 0.32 1.12 1.79 33.0 18.2 313 0.19 0.009
100 mg/kg 5 Mean 5.56 3.114 1.278 56.02 16.36 6.66 15.02 5.94 62.2 244 165.6 0.68 0.052
S.D. 0.32 0.236 0.115 2.04 1.07 0.88 1.04 1.17 11.2 59 39.6 0.24 0.011
Number
of TBA Glucose  T-Cho TG UN Crea Na K Cl Ca IP
Group animals pmol/L  mg/dL  mg/dL  mg/dL  mg/dL mg/dL mEq/L mEq/L mEgqL mg/dL mg/dL
0 mg/kg 5 Mean 9.68 126.0 59.8 19.8 17.78 0.404 144.2 4.082 106.4 10.10 7.46
S.D. 423 17.8 10.2 5.4 1.81 0.040 0.8 0.125 0.9 0.20 0.53
100 mg/kg 5 Mean 9.22 122.0 60.2 16.4 14.72**  0.376 144.2 4.140 106.4 9.90 7.26
S.D. 221 10.1 14.5 8.1 0.89 0.040 0.8 0.305 1.1 0.34 0.91

** : Significantly different from the 0 mg/kg group at P=0.01 (Dunnett's test).
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Table 23-2

indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)

- Biochemical findings of female rats in the satellite group after Week 2 of recovery -

Number Protein fraction (%)
of TP Albumin  A/G Globulin AST ALT ALP vy-GTP T-Bil
Group animals g/dL g/dL ratio Albumin o o, B Y IU/L 1U/L IU/L IU/L mg/dL
0 mg/kg 5 Mean 5.96 3.190 1.154 53.52 18.94 6.12 15.52 5.90 63.6 33.0 143.2 0.70 0.072
S.D. 0.31 0.131 0.082 1.73 0.71 0.47 1.08 0.97 8.4 6.0 39.6 0.28 0.013
100 mg/kg 5 Mean 5.86 3.378 1.364*  57.64*%* 1586**  6.02 14.96 5.52 57.0 24.8 115.2 0.44 0.062
S.D. 0.57 0.343 0.119 2.09 1.92 0.38 1.66 0.68 11.3 9.1 20.1 0.05 0.011
Number
of TBA Glucose  T-Cho TG UN Crea Na K Cl Ca 1P
Group animals pmol/L  mg/dL  mg/dL  mg/dL mg/dL mg/dL mEq/L mEgq/L mEqL mg/dL mg/dL
0 mg/kg 5 Mean  14.20 132.0 79.6 39.8 18.70 0.406 143.0 4.290 104.6 10.18 6.90
S.D. 8.64 2.5 7.7 18.5 1.16 0.036 1.6 0.070 1.1 0.26 1.22
100 mg/kg 5 Mean 8.78 124.8 75.4 30.8 17.86 0.384 143.6 4.106* 105.4 10.04 7.34
S.D. 4.48 6.5 15.8 14.5 1.07 0.032 0.9 0.111 0.9 0.27 1.14

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

** . Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's test).
g y g/Kg group at p
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Table 24

indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)

- Gross findings of male rats -

After Week 6 of administration After Week 2 of recovery
Group 0 mg/kg 4 mg/kg 20 mg/kg 100 mg/kg 0 mg/kg 100 mg/kg
Number of animals examined 7 12 12 7 5 5
No abnormal findings 6 11 12 5 5 5
Organ : Findings
Epididymis : Yellowish white mass, cauda (unilateral) 1 0 0 0 0 0
Epididymis : Yellowish white patch, cauda (unilateral) 0 1 0 2 0 0

Values are number of animals with findings.
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Table 25 indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)

- Gross findings of female rats at Day 5 of lactation -

Group 0 mg/kg 4 mg/kg 20 mg/kg 100 mg/kg

Number of animals examined 12 12 12 12

Number of pregnant animals 12 12 12 12

No abnormal findings 10 10 11 11
Organ : Findings

Forestomach : Black patch, mucosa 12 0 0 0

Thickening (crateriform), mucosa 0 1 0 0

Recessed area, mucosa 0 1 0 0

Adhesion, adipose tissue 0 1 0 0

Glandular stomach : Black patch, mucosa 18 1 0 0

Stomach : White mass, limiting ridge 1 0 0 0

Thickening, limiting ridge 0 1 0 0

Liver : Yellowish brown discoloration 0 1 0 0

Spleen : Atrophy 12 0 0 0

Thymus : Atrophy 18 1 0 0

Adrenal : Hypertrophy (bilateral) 12 0 0 0

Kidney : Dilatation, renel pelvis (unilateral) 0 0 0 1

Skin of left inguinal region : Subcutaneous greenish brown mass 0 0 1 0

Values are number of animals with findings.
a : Findings with a dead animal on Day 3 of lactation .
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Table 26 indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)

- Gross findings of female rats in the satellite group -

After Week 6 of administration After Week 2 of recovery
Group 0 mg/kg 100 mg/kg 0 mg/kg 100 mg/kg
Number of animals examined 5 5 5 5
No abnormal findings 4 4 5 5
Organ : Findings
Glandular stomach : Black patch, mucosa 1 0 0 0
Elevated area, mucosa 0 1 0 0

Values are number of animals with findings.
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Table 27-1

indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)

- Organ weight of male rats at end of administration after Week 6 of administration -

Number Body
of weight Liver Kidney Spleen Heart Brain Pituitary gland Thymus
Group animals g g % g % g % g % g % mg 10730 mg 10730
0 mg/kg 7 Mean 5136 13.329 2.580 3.464 0.674 0.840 0.161 1.517 0.296 2211 0.434 13.39 2.629 3114  60.744
S.D. 55.7 2.380 0.232 0.375 0.026 0.213 0.031 0.165 0.010 0.022 0.045 1.75 0.411 100.3  18.584
4 mg/kg 12 Mean 511.6 13.873 2.704 3413 0.666 0.742 0.143 1.457 0.286 2.160 0.423 13.22 2.582 3035 59.251
S.D. 28.9 1.487 0.169 0.407 0.052 0.117 0.020 0.100 0.016 0.093 0.025 1.60 0.264 68.6  12.667
20 mg/kg 12 Mean 500.3 13.158 2.629 3.298 0.661 0.797 0.160 1.438 0.289 2.207 0.441 13.34 2.673 309.5 61.560
S.D. 28.9 1.278 0.181 0.261 0.047 0.130 0.022 0.100 0.017 0.059 0.024 1.16 0.241 935 16.711
100 mg/kg 7 Mean 4810 12956 2.694 3.326 0.691 0.814 0.166 1.419 0.294 2.237 0.467 12.49 2.501 282.0 59.134
S.D. 35.0 1.256 0.177 0.316 0.044 0.181 0.026 0.131 0.022 0.029 0.030 1.46 0.173 65.8 15472
Number
of Thyroid Adrenal Testis Epididymis Prostate Seminal vesicle
Group animals mg 10730 mg 1073 g % g % mg 1073 g %
0 mg/kg 7 Mean 2341 4.570 68.9 13.463 3.466 0.677 1.454 0.283 835.3 163.824 2.263 0.444
S.D. 5.18 0.896 9.0 1.748 0.259 0.056 0.215 0.035 193.7  37.229 0.370 0.075
4 mg/kg 12 Mean 23.58 4.613 68.3  13.369 3.263 0.638 1.412 0.276 762.8 148.895 2.378 0.467
S.D. 4.34 0.821 10.8 2.207 0.153 0.035 0.118 0.019 190.4  34.912 0.171 0.042
20 mg/kg 12 Mean 24.40 4.885 64.3  12.866 3.381 0.676 1.403 0.282 756.5 152.120 2.283 0.458
S.D. 3.37 0.677 9.0 1.823 0.158 0.049 0.084 0.023 1729  38.136 0.214 0.053
100 mg/kg 7 Mean 20.59 4.303 614  12.816 3.313 0.691 1.374 0.289 772.4 160.303 2.247 0.469
S.D. 3.05 0.743 7.9 1.809 0.216 0.056 0.124 0.030 2253  46.766 0.297 0.058




—ViT—

Table 27-2 indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)
- Organ weight of male rats after Week 2 of recovery -
Number Body
of weight Liver Kidney Spleen Heart Brain Pituitary gland Thymus
Group animals g g % g % g % g % g % mg 1073 mg 1073
0 mg/kg 5 Mean 517.2  13.472 2.604 3.236 0.628 0.766 0.152 1.510 0.294 2.212 0.428 12.72 2472 3316 64.186
S.D. 26.1 1.066 0.167 0.221 0.031 0.106 0.019 0.098 0.023 0.058 0.026 1.29 0.372 62.1 12425
100 mg/kg 5 Mean  497.0 12.380 2.490 3.242 0.652 0.698 0.142 1.386* 0.278 2.168 0.438 13.46 2.700 316.0 63.672
S.D. 18.0 1.002 0.141 0.369 0.063 0.056 0.015 0.051 0.015 0.128 0.016 2.24 0.390 77.3 15965
Number
of Thyroid Adrenal Testis Epididymis Prostate Seminal vesicle
Group animals mg 10730 mg 1073 g % g % mg 1073 g %
0 mg/kg 5 Mean 25.94 5.030 56.6  10.940 3.338 0.648 1.362 0.264 9724  188.832 2.254 0.436
S.D. 4.06 0.844 4.7 0.614 0.218 0.034 0.045 0.011 714 22.403 0.236 0.041
100 mg/kg 5 Mean 23.00 4.616 60.2  12.068 3.224 0.648 1.428 0.286* 673.0* 136.042* 1.926* 0.388
S.D. 3.82 0.648 10.6 1.664 0.218 0.050 0.077 0.015 197.2 42.242 0.126 0.033

* : Significantly different from the 0 mg/kg group at p=< 0.05 (Dunnett's test).
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Table 28 indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)
- Organ weight of female rats at Day 5 of lactation -
Number Body
of weight Liver Kidney Spleen Heart Brain Pituitary gland Thymus
Group animals g g % g % g % g % g % mg 1030 mg 1030
0 mg/kg 11 Mean 3201  10.461 3.270 2111 0.659 0.795 0.245 1.038 0.326 2.071 0.649 18.54 5.815 2466  77.213
S.D. 21.2 0.997 0.239 0.192 0.046 0.144 0.033 0.077 0.030 0.068 0.034 2.17 0.808 519  16.524
4 mg/kg 12 Mean 3152  10.343 3.294 2.130 0.681 0.767 0.243 1.003 0.319 2.045 0.653 17.10 5.446 2211 69.038
S.D. 26.4 0.790 0.265 0.129 0.066 0.205 0.062 0.116 0.029 0.058 0.059 1.89 0.639 86.8  23.974
20 mg/kg 12 Mean 3143  10.527 3.358 2.129 0.678 0.759 0.242 0.988 0.314 2.032 0.648 16.98 5.413 2082  66.263
S.D. 185 0.513 0.199 0.150 0.037 0.131 0.042 0.079 0.029 0.072 0.036 1.91 0.614 479  15.110
100 mg/kg 12 Mean 296.3* 10.172 3.430 2.093 0.708 0.752 0.253 0.978 0.331 2.038 0.691 16.87 5.708 2165 72911
S.D. 18.7 0.939 0.190 0.104 0.029 0.169 0.053 0.104 0.029 0.060 0.034 1.99 0.720 53.7  17.192
Number
of Thyroid Adrenal Ovary Uterus
Group animals mg 10%% mg 10°%% mg 10°% g %
0 mg/kg 11  Mean 17.29 5.403 82.0  25.706 1275  39.912 0.742 0.231
S.D. 2.23 0.572 5.0 2.133 14.7 4.584 0.113 0.031
4 mg/kg 12 Mean 16.48 5.231 822  26.261 1189  37.843 0.737 0.235
S.D. 3.24 0.932 11.3 4.328 12.1 3.680 0.089 0.041
20 mg/kg 12 Mean 17.19 5.492 81.8  26.009 116.0  37.197 0.707 0.224
S.D. 2.27 0.832 10.1 2.692 194 7.529 0.062 0.024
100 mg/kg 12 Mean 18.19 6.116 80.7  27.203 116.8  39.363 0.693 0.233
S.D. 4.08 1.160 7.3 1.411 124 2.950 0.059 0.020

* : Significantly different from the 0 mg/kg group at p = 0.05 (Dunnett's test).
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Table 29-1 indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)
- Organ weight of female rats in the satellite group after Week 6 of administration -
Number Body
of weight Liver Kidney Spleen Heart Brain Pituitary gland Thymus
Group animals g g % g % g % g % g % mg 100 mg 100
0 mg/kg 5 Mean 286.8 7.156 2.498 1.840 0.640 0.558 0.194 0.920 0.322 1.976 0.688 15.22 5.302 3054 107.292
S.D. 13.1 0.413 0.154 0.077 0.020 0.069 0.025 0.045 0.028 0.101 0.035 2.49 0.780 66.2 26.998
100 mg/kg 5 Mean 264.0* 7.488 2.834**  1.852 0.702 0.514 0.194 0.844*  0.320 1.978 0.752* 16.22 6.128 254.2 95.960
S.D. 11.9 0.506 0.102 0.200 0.083 0.079 0.024 0.043 0.014 0.026 0.039 2.26 0.675 44.9 14.192
Number
of Thyroid Adrenal Ovary Uterus
Group animals mg 10730 mg 10730 mg 10730 g %
0 mg/kg 5 Mean 16.30 5.718 742  25.778 106.6  37.038 0.820 0.288
S.D. 4.24 1.627 15.2 4.349 21.0 6.135 0.205 0.080
100 mg/kg 5 Mean 16.00 6.058 720 27.294 112.0  42.392 0.708 0.268
S.D. 2.05 0.688 10.4 3.852 22.5 7.975 0.256 0.089

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

** - Significantly different from the 0 mg/kg group at p = 0.01 (Dunnett's test).
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Table 29-2 indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)
- Organ weight of female rats in the satellite group after Week 2 of recovery -
Number
of Liver Kidney Spleen Heart Brain Pituitary gland Thymus
Group animals g % g % g % g % g % mg 10730 mg 1073
0 mg/kg 5 Mean 293.8 7.428 2.534 1.910 0.652 0.538 0.184 0.990 0.336 2.056 0.702 17.04 5.798 246.6 83.246
S.D. 0.309 0.142 0.116 0.018 0.094 0.035 0.050 0.019 0.069 0.050 241 0.788 94.1 29.104
100 mg/kg 5 Mean 281.6 7.632 2.700 2.004 0.716 0.552 0.198 0.894*  0.316 2.060 0.738 16.82 5.940 3024 107.810
S.D. 1.164 0.244 0.085 0.060 0.068 0.028 0.046 0.013 0.095 0.085 3.39 0.800 264 11.904
Number
of Thyroid Adrenal Ovary Uterus
Group animals mg 1073 mg 10730 mg 1073 g %
0 mg/kg 5 Mean 15.98 5.446 67.8 23.118 93.0 31.716 0.538 0.184
S.D. 3.27 1.112 54 2.265 15.4 5.461 0.053 0.019
100 mg/kg 5 Mean 14.20 5.068 738  26.176 776 27.942 0.786++ 0.280+
S.D. 1.44 0.649 14.2 4.400 13.2 6.635 0.202 0.074

* : Significantly different from the 0 mg/kg group at p=
+ : Significantly different from the 0 mg/kg group at P=

0.05 (Dunnett's test).
0.05 (Steel's test).

++ : Significantly different from the 0 mg/kg group at P< 0.01 (Steel's test).



Table 30-1 indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)

- Histopathological findings of male rats afer Week 6 of administration -

—81T—

Group 0 mg/kg 4 mg/kg 20 mg/kg 100 mg/kg
Number of animals examined 7 12 12 7
Organ: Findings Grade

Lung: Aggregation, macrophage, alveolar + 1 - - 2
Mineralization, artery + 1 - - 1
Liver: Microgranuloma + 1 - - 2
Fatty change, periportal + 2 - - 0
Heart: Inflammation, focal + 4 - - 3
Kidney: Eosinophilic body, proximal tubbular epithelium + 1 2 1 4
Basophilic change, tubular epithelium + 1 1 0 1
Cyst + 0 0 1 0
Epididymis: Granuloma, spermatic + 0 1(2) - 2
++ 1 0(1) - 0

Prostate: Cellular infiltration, inflammatory cell + 1 (971" 4 (61"
++ 0 0 3 0
Pituitary gland: Cyst, pars distalis + 1 - - 0
Eyeball: Retinal rosette + 0 - - 2
Harderian gland: Cellular infiltration, mononuclear cell + 0 - - 1

Values are the number of animals with findings.

Values in parentheses are the number of animals examined.

-: Not applicable.

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

[ ] *: Significantly different from the 0 mg/kg group at P=0.05 (Steel's test).
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Table 30-2 indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)

- Histopathological findings of male rats after Week 2 of recovery -

Number of animals examined

Organ: Findings
Lung:

Pancreas:
Liver:

Heart:
Kidney:

Prostate:
Pituitary gland:

Eyeball:

Harderian gland:

Aggregation, macrophage, alveolar
Metaplasia, osseous, alveoli
Mineralization, artery

Atrophy, acinar cell, focal
Microgranuloma

Fatty change, periportal

Inflammation, focal

Eosinophilic body, proximal tubular epithelium
Basophilic change, tubular epithelium
Cellular infiltration, inflammatory cell
Cyst, pars distalis

Cyst, pars intermedia

Atrophy, retina, focal

Retinal rosette

Cellular infiltration, mononuclear cell

Group 0 mg/kg 100 mg/kg
5 5
Grade

+ 2 0
+ 1 1
+ 3 1
+ 2 0
+ 1 2
+ 2 0
+ 1 1
+ 0 1
+ 1 0
+ 2 3
+ 0 1
+ 0 1
+ 1 0
+ 0 1
+ 0 1

Values are the number of animals with findings.

Grade; +: slight change, ++: moderate change, +++: severe change.
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Table 31 indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)

- Histopathological findings of female rats at Day 5 of lactation -

Number of animals examined

Organ: Findings
Lung:
Forestomach:

Stomach, limiting ridge:
Glandular stomach:

Liver:

Kidney:

Spleen:

Thymus:
Pituitary gland:
Adrenal:
Eyeball:
Mammary gland:

Group 0 mg/kg 4 mg/kg 20 mg/kg 100 mg/kg
12 12 12 12
Grade

Aggregation, macrophage, alveolar + 1 - - 2
Erosion + 1 0(1) - 0
Ulcer ++ 0 1(2) - 0
Cyst, squamous cell + 1 0(1) - 0
Hyperplasia, squamous cell ++ 0 1(1) - 0
Erosion + 12 1(1) - 0
Microgranuloma + 2 0(1) - 4
Necrosis, focal + 1 0(1) - 1
Fatty change, periportal ++ 0 1(1) - 0
Dilatation, tubule, cortex + 1? 0 0 0
Cellular infiltration, inflammatory cell, renal pelvic mucosa + 1 0 0 0
Fatty change, tubular epithelium + 0 1 0 0
Dilatation, renal pelvis + 0 0 0 1
Atrophy, follicle ++ 1 - - 0
Deposit, hemosiderin + 1? - - 0
Atrophy ++ 1 1(1) - 0
Cyst, pars distalis + 0 - - 1
Necrosis, cortical cell, with cellular infiltration, inflammatory cell +++ 1? - - 0
Cellular infiltration, neutrophil, ciliary body and iris + 0 - - 1
Hyperplasia, with inflammation + 0 - 1(2) 0

Values are the number of animals with findings.
Values in parentheses are the number of animals examined.

-: Not applicable.

Grade; +: slight change, ++: moderate change, +++: severe change.
a : Findings with a dead animal on Day 3 of lactation .



Table 32-1 indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)

- Histopathological findings of female rats in the satellite group after Week 6 of administration -

—T¢T—

Group Control 100 mg/kg

Number of animals examined 5 5
Organ: Findings Grade

Lung: Aggregation, macrophage, alveolar + 0 1

Glandular stomach: Erosion + 1 0

Ductal tissue, ectopic, submucosa + 0 1

Liver: Microgranuloma + 1 0

Fatty change, periportal + 0 1

Heart: Inflammation, focal + 1 0

Kidney: Cellular infiltration, inflammatory cell, renal pelvic mucosa + 1 0

Harderian gland: Cellular infiltration, mononuclear cell + 0 1

Values are the number of animals with findings.

Grade; +: slight change, ++: moderate change, +++: severe change.
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Table 32-2 indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)

- Histopathological findings of female rats n the satellite group after Week 2 of recovery -

Group 0 mg/kg 100 mg/kg

Number of animals examined 5 5
Organ: Findings Grade

Lung: Aggregation, macrophage, alveolar + 3 0

Mineralization, artery + 3 1

Metaplasia, osseous, alveoli + 1 0

Pancreas: Atrophy, acinar cell, focal + 0 1

Liver: Microgranuloma + 0 1

Kidney: Cellular infiltration, inflammatory cell, renal pelvic mucosa + 1 0

Values are the number of animals with findings.

Grade; +: slight change, ++: moderate change, +++: severe change.
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Table 33 indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)

- Reproduction performance in parental rats -

Estrous cycle Copulation index Fertility Gestation Nursing
Length Abnormal estrous Male Female index index Gestation length index
(days) cycle Incidence Incidence Incidence Incidence (days) Incidence
Group Mean S.D. Incidence (%) (%) (%) (%) (%) Mean S.D. (%)
0 mg/kg 4.23 0.36 0/12 (0.0 12/12 12/12 12/12 12/12 22.4 0.5 11/12
(100.0) (100.0) (100.0) (100.0) (91.7)
4 mg/kg 4.03 0.09 0/12 (0.0 12/12 12/12 12/12 12/12 22.5 0.5 12/12
(100.0) (100.0) 100.0) 100.0) (100.0)
20 mg/kg 4.00 0.00 0/12 (0.0 12/12 12/12 12/12 12/12 224 0.7 12/12
(100.0) (100.0) (100.0) (100.0) (100.0)
100 mg/kg 441 0.68 0/12 (0.0 12/12 12/12 12/12 12/12 22.2 0.4 12/12
(100.0) (100.0) (100.0) (100.0) (100.0)

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

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

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

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

Nursing index = (number of females nursing live pups on lactation day 4 / number of females with live pups delivery) x 100.
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Table 34 indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)

- Pregnancy and litter data of rats -

Number Number of Number of Implantation Delivery Lactation day 0 Lactation day 4
of corpora implantation index (%) index (%) Number of Number of Number of Sex ratio Live birth  Number of Sexratio Viability
Group Dams lutea sites total pups total dead  total live Pupsborn Live pups index (%)  total live index (%)
born pups pups pups
(11)
0 mg/kg 12 Mean 16.7 16.2 97.141 97.477 15.8 1.3 14.4 0.565 0.583 92.477 13.8 0.547 89.955
S.D. 1.9 1.9 5.662 4.746 2.0 4.0 3.8 0.130 0.172 22.415 4.8 0.109 28.655
4 mg/kg 12 Mean 15.6 15.2 97.298 92.798 14.1 0.0 141 0.526 0.526  100.000 14.0 0.523 99.479
S.D. 1.2 1.3 3.372 8.374 1.8 0.0 1.8 0.138 0.138 0.000 1.8 0.139 1.804
20 mg/kg 12 Mean 16.0 15.8 98.989 92.978 14.8 0.5 14.3 0.520 0.508 97.261 141 0.509 98.888
S.D. 1.1 1.1 2.362 15.116 2.7 1.2 2.7 0.170 0.178 6.286 2.7 0.175 2.596
100 mg/kg 12 Mean 16.3 15.9 98.001 94.957 15.1 0.2 14.9 0.535 0.537  98.889 14.8 0.537 98.915
S.D. 11 1.2 3.882 5.994 11 0.6 1.2 0.108 0.110 3.848 1.2 0.106 2.548

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

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

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

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

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

The number in the parenthese is the number of animals used for the measurement.



Table 35  indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)

- General appearance of pups -

Male Female
Lactation day Lactation day

Group Findings 0 1 2 3 4 0 1 2 3 4
0 mg/kg Number of pups examined 109 98 94 93 93 80 75 73 73 73
No abnormal findings 98 94 93 93 93 75 73 73 73 73
Milk-band negative 4 0 0 0 0 0 0 0 0 0
Death 11 4 1 0 0 5 2 0 0 0

Milk-band negative 8 4 0 - 5 0 -
Milk-band not examined 3 0 1 - - 0 0 - - -
Lost 0 0 0 - - 0 2 - - -
4 mg/kg Number of pups examined 88 88 88 88 88 81 81 81 81 81
'L No abnormal findings 88 88 88 88 87 81 81 81 81 81
> Death 0 0 0 0 1 0 0 0 0 0
\ Milk-band negative - - - - 1 - - - - -
Lost - - - - 0 - - - - -
20 mg/kg  Number of pups examined 95 90 89 89 89 82 81 81 80 80
No abnormal findings 90 89 89 89 89 81 81 80 80 80
Death 5 1 0 0 0 1 0 1 0 0
Milk-band positive 1 1 - - - 0 - 0 - -
Milk-band negative 1 0 - - - 0 - 1 - -
Milk-band not examined 3 0 - - - 1 - 0 - -
100 mg/kg Number of pups examined 97 96 96 95 95 84 83 82 82 82
No abnormal findings 96 96 95 95 95 83 82 82 82 82
Death 1 0 1 0 0 1 1 0 0 0
Milk-band negative 1 - 1 - - 1 0 - - -
Lost 0 - 0 - - 0 1 - - -

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



Table 36 indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)

- Body weights of pups -

Body weight (g)

—9¢T—

Number Male Female
of Lactation day Lactation day

Group animals 0 1 4 0 1 4
11 1) 11 1) (11
0 mg/kg 12 Mean 6.53 7.13 10.37 6.09 6.68 9.74
S.D. 0.53 0.76 131 0.50 0.75 1.45
4 mg/kg 12 Mean 7.08* 7.71 11.03 6.73** 7.38* 10.60
S.D. 0.70 0.93 1.84 0.61 0.87 171
20 mg/kg 12 Mean 6.65 7.28 11.15 6.25 6.83 10.44
S.D. 0.44 0.73 1.72 0.38 0.49 1.23
100 mg/kg 12 Mean 6.26 6.94 10.33 5.94 6.58 9.76
S.D. 0.35 0.48 0.90 0.35 0.46 0.89

The number in the parenthese is the number of animals used for the measurement.
* : Significantly different from the 0 mg/kg group at P =0.05 (Dunnett's test).
** : Significantly different from the 0 mg/kg group at P =0.01 (Dunnett's test).
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Table 37 indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats (SR11087)

- Gross findings of pups -

Male Female
Item Group 0 mg/kg 4mg/kg 20mg/kg 100mg/kg O0mg/kg 4 mg/kg 20mg/kg 100 mg/kg
Findings of dead pups during days 0-4 of lactation
Number of pups examined 16 1 5 2 5 0 2 1
No abnormal findings 12 1 3 2 5 0 0 1
Liver : Yellowish white discoloration 0 0 0 0 0 0 1 0
Spleen : Pale discoloration 0 0 0 0 0 0 1 0
Intraperitoneum : Autolysis 4 0 2 0 0 0 1 0
Findings of pups euthanized on day 4 of lactation
Number of pups examined 93 87 89 95 73 81 80 82
No abnormal findings 93 87 89 95 72 81 80 82
Liver : Yellowish white patch, middle lobe 0 0 0 0 1 0 0 0

Values are number of pups with findings.
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STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
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N N|IN N[N N[N N[N N|N N|JN N|N N[N N[N NN NN NN N|N NN N[N NN N|N N|JN N[N N[N N

:AM.
. PM.

A

N : No abnormal findings.

Re : Reddish urine.

#: Not applicable .



INDIVIDUAL DATA 1-2

STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats

GROUP : 0 mg/kg

SEX : Male

ANIMAL : Rat, Crl:CD(SD)

General appearance

Autopsy

Recovery period (day)

day
A
#
#
#
N
N
N
N
N
#
#
#
#

14

13

12

11

10

: AM.
PM

A
p

1

Animal No.

A P[A PIA P|A PIA P|A P|IA PIA P|A P|A P|A P|A P|A P[A P
#OH|H# OH|H# OH|H H|H #|H OH(H# H|H# H|H# H|HE H|H R|#H H|H# H|H# H#
#OH|H# K| H# OH|H H|H H#H|#H B(H# H|H# H|H# H|H #H|H #H|#H H|H# H|H# #
#OH|H# H|H# H|H# #H|H H#H|# B|(H# H|H# H|H# H|H# #H|H #H|# H#H|H# H#H|H# #
N NIN N[N N[N N[N N[N NN N|N N[N N[N N[N NN N|N N|N N
N NIN N[N N[N N[N NN N|IN N|N N|N NN NN NN N|N N|N N
N NIN N[N N[N N[N NN N|IN N|N N[N NN N[N NN N|N N|N N
N NIN N[N N[N N[N N[N N|N N|N N[N N[N N[N NN N|N N|N N
N NIN N[N N[N N[N N[N N|IN N|N N[N N[N N[N NN N|N N|N N
#OH|H# K| H# OH|H H|HE #H|H OB(H# OH|H# H|H# H|H H|H R|H H(H# H|H# H#
#OH|H# OH|H# O H|H# H|H #H|#H B(H# H|H# H|H# H|H #H|H #H|#H #H|H# H|H# #
#OH|H# H|H# H|H #H|H H#H|#H H|H# H|H# H|H# H|H #H|H #H|# H#H|H# H|H# #
#OH|H# K| H# OH|H H|HE R H H|H# OH|H#H H|H# H|H H|HE R|#H H|H# H|H# H#

101
102
103
104
105
106
107
108
109
110
111
112

N : No abnormal findings.

#: Not applicable .

|
(=Y
N
o
|



INDIVIDUAL DATA 1-3

STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats

GROUP : 4 mg/kg

SEX : Male

ANIMAL : Rat, Crl:CD(SD)

General appearance

Administration period (day)

21

Autopsy
day

42

A
N
N
N
N
N
N
N
N
N
N
N
N

20

41

19

40

18

39

17

38

16

37

15

36

14

35

13

34

12

33

11

10

31

Administration period (day)
32

30

29

28

27

26

25

24

23

1

Animal No.

A PIA PIA PIA PIA PIA P|IA PIA PIA PIA PIA PIA P|IA P|A PIA P|IA P|A P|A P|A P|A P|A P

N NN N[N NN N[N NN N|IN N|N NN NN N[N NN NN N|N NN NN N[N NN NN N|N NN N

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

N NN N[N N[N N[N NN N|IN N|N N[N NN N[N NN NN N|N N[N NN N[N NN NN N|N N[N N

N N|IN N[N N[N N[N NN N|IN N[N N[N NN N[N NN NN N|N N[N NN N[N NN NN N|N N[N N

N N[N NN N[N NN NN N[N N|IN NN N[N NJN N[N N|IN N|N N[N N|IN N[N N|IN N|N N[N N|N N

N NN N[N N[N N[N NN NN N|N N[N NN N[N NN NN N|N NN NN N[N N|IN NN N|N NN N

N NN N[N N[N N[N NN N|IN N|N N[N NN N[N NN NN N|N NN NN N[N NN NN N|N N[N N

N NN N[N N[N N[N NN N|IN N[N N[N NN N[N NN NN N|N NN N[N N[N NN NN N|N N[N N

N N[N N|IN N[N NN NN N[N N|IN N[N N[N NJN N[N N|IN N|N N[N N|IN N[N N|IN N|N N[N N|N N

N NN N[N N[N N[N NN N|IN N|N N[N NN N[N NN N|IN N|N NN NN N[N NN NN N|N NN N

N NN N[N N[N N[N NN N|IN N|N N[N NN N[N NN NN N|N NN N[N N[N NN NN N|N N[N N

N NN N[N N[N N[N NN N|IN N[N N[N NN N[N NN NN N|N N[N N[N N[N NN NN N|N N[N N

N NN N[N N[N N[N NN N|JN N|N NN N[N NN NN NN N|N NN N[N NN N|N N|JN N|N N[N N

22

Animal No.

|
(BN
[O8]
o
|

A PIA PIA PIA PIA P|IA P|IA P|A P|IA P|IA PIA P|A P|[A P|A P|IA P|IA P|IA P|A P|[A P|A P|A P

N NN N[N N[N N[N NN N|IN N|N N[N NN N[N NN N|IN N|N NN N[N N[N NN NN N|N NN N

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

N NN N[N N[N N[N NN N|IN N[N N[N NN N[N N|N NN N|N N[N N[N N[N NN NN N|N N[N N

N NN N[N N[N N[N NN N|IN N[N N[N N[N N[N NN NN N|N N[N N[N N[N NN NN N|N N[N N

N NN N[N N[N N[N NN NN N|N N[N NN N[N NN NIN N|N NN NN NN NN NN N|N NN N

N NN N[N N[N N[N NN N|IN N|N N[N NN N[N NN N|IN N|N N[N NN N[N NN NN N|N NN N

N N|IN N[N N[N N[N NN N|IN N|N N[N N[N N[N NN NN N|N NN N[N NN NN NN N|N N[N N

N N[N N|IN N[N NN N|N N[N NN NN N[N NJN N[N N|IN N|N N[N N|N N[N N|IN N|N N[N N|N N

N NN N[N N[N N[N NN NN N|N N[N NN N[N NN NIN N|N NN NN N[N N|IN NN N|N NN N

N NN N[N N[N N[N NN N|IN N|N N[N NN N[N NN NN N|N NN N[N N[N NN NN N|N N[N N

N N|IN N[N N[N N[N NN N|IN N|N N[N NN N[N NN NN N|N NN N[N N[N NN NN N|N N[N N

N N[N NN N[N NN NN N[N NN N[N N[N NJN N[N NN N|N N[N N|N N[N N|IN N|N N[N N|N N

N N|IN N[N N[N N[N N|N N|JN N|N N[N N[N NN NN NN N|N NN N[N NN N|N N|JN N[N N[N N

A AM.

P:PM.

N : No abnormal findings.



INDIVIDUAL DATA 1-4

STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats

SEX:Male GROUP : 20 mg/kg

ANIMAL : Rat, Crl:CD(SD)

General appearance

Administration period (day)

21

Autopsy
day

42

A
N
N
N
N
N
N
N
N
N
N
N
N

20

41

19

40

18

39

17

38

16

37

15

36

14

35

13

34

12

33

11

32

10

31

Administration period (day)

30

29

28

27

26

25

24

23

1

Animal No.

A PIA PIA PIA PIA PIA P|IA PIA PIA PIA PIA PIA P|IA P|A PIA P|IA P|A P|A P|A P|A P|A P

N NN N[N NN N[N NN N|IN N|N NN NN N[N NN NN N|N NN NN N[N NN NN N|N NN N

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

N NN N[N N[N N[N NN N|IN N|N N[N NN N[N NN NN N|N N[N NN N[N NN NN N|N N[N N

N N|IN N[N N[N N[N NN N|IN N[N N[N NN N[N NN NN N|N N[N NN N[N NN NN N|N N[N N

N N[N NN N[N NN NN N[N N|IN NN N[N NJN N[N N|IN N|N N[N N|IN N[N N|IN N|N N[N N|N N

N NN N[N N[N N[N NN NN N|N N[N NN N[N NN NN N|N NN NN N[N N|IN NN N|N NN N

N NN N[N N[N N[N NN N|IN N|N N[N NN N[N NN NN N|N NN NN N[N NN NN N|N N[N N

N NN N[N N[N N[N NN N|IN N[N N[N NN N[N NN NN N|N NN N[N N[N NN NN N|N N[N N

N N[N N|IN N[N NN NN N[N N|IN N[N N[N NJN N[N N|IN N|N N[N N|IN N[N N|IN N|N N[N N|N N

N NN N[N N[N N[N NN N|IN N|N N[N NN N[N NN N|IN N|N NN NN N[N NN NN N|N NN N

N NN N[N N[N N[N NN N|IN N|N N[N NN N[N NN NN N|N NN N[N N[N NN NN N|N N[N N

N NN N[N N[N N[N NN N|IN N[N N[N NN N[N NN NN N|N N[N N[N N[N NN NN N|N N[N N

N NN N[N N[N N[N NN N|JN N|N NN N[N NN NN NN N|N NN N[N NN N|N N|JN N|N N[N N

22

Animal No.

—131—

A PIA PIA PIA PIA P|IA P|IA P|A P|IA P|IA PIA P|A P|[A P|A P|IA P|IA P|IA P|A P|[A P|A P|A P

N NN N[N N[N N[N NN N|IN N|N N[N NN N[N NN N|IN N|N NN N[N N[N NN NN N|N NN N

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

N NN N[N N[N N[N NN N|IN N[N N[N NN N[N N|N NN N|N N[N N[N N[N NN NN N|N N[N N

N NN N[N N[N N[N NN N|IN N[N N[N N[N N[N NN NN N|N N[N N[N N[N NN NN N|N N[N N

N NN N[N N[N N[N NN NN N|N N[N NN N[N NN NIN N|N NN NN NN NN NN N|N NN N

N NN N[N N[N N[N NN N|IN N|N N[N NN N[N NN N|IN N|N N[N NN N[N NN NN N|N NN N

N N|IN N[N N[N N[N NN N|IN N|N N[N N[N N[N NN NN N|N NN N[N NN NN NN N|N N[N N

N N[N N|IN N[N NN N|N N[N NN NN N[N NJN N[N N|IN N|N N[N N|N N[N N|IN N|N N[N N|N N

N NN N[N N[N N[N NN NN N|N N[N NN N[N NN NIN N|N NN NN N[N N|IN NN N|N NN N

N NN N[N N[N N[N NN N|IN N|N N[N NN N[N NN NN N|N NN N[N N[N NN NN N|N N[N N

N N|IN N[N N[N N[N NN N|IN N|N N[N NN N[N NN NN N|N NN N[N N[N NN NN N|N N[N N

N N[N NN N[N NN NN N[N NN N[N N[N NJN N[N NN N|N N[N N|N N[N N|IN N|N N[N N|N N

N N|IN N[N N[N N[N N|N N|JN N|N N[N N[N NN NN NN N|N NN N[N NN N|N N|JN N[N N[N N

A AM.

P:PM.

N : No abnormal findings.



INDIVIDUAL DATA 1-5

STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats

SEX:Male GROUP : 100 mg/kg

ANIMAL : Rat, Crl:CD(SD)

General appearance

Administration period (day)

21

Autopsy
day

42

A
#
N
N
#
N
#
N
N
N
N
#
#

20

41

19

40

18

39

17

38

16

37

15

36

14

35

13

34

12

33

11

32

10

31

Administration period (day)

30

29

28

27

26

25

24

23

1

Animal No.

A PIA PIA PIA PIA PIA P|IA PIA PIA PIA PIA PIA P|IA P|A PIA P|IA P|A P|A P|A P|A P|A P

N NN N[N NN N[N NN N|IN N|N NN NN N[N NN NN N|N NN NN N[N NN NN N|N NN N

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

N NN N[N N[N N[N NN N|IN N|N N[N NN N[N NN NN N|N N[N NN N[N NN NN N|N N[N N

N N|IN N[N N[N N[N NN N|IN N[N N[N NN N[N NN NN N|N N[N NN N[N NN NN N|N N[N N

N N[N NN N[N NN NN N[N N|IN NN N[N NJN N[N N|IN N|N N[N N|IN N[N N|IN N|N N[N N|N N

N NN N[N N[N N[N NN NN N|N N[N NN N[N NN NN N|N NN NN N[N N|IN NN N|N NN N

N NN N[N N[N N[N NN N|IN N|N N[N NN N[N NN NN N|N NN NN N[N NN NN N|N N[N N

N NN N[N N[N N[N NN N|IN N[N N[N NN N[N NN NN N|N NN N[N N[N NN NN N|N N[N N

N N[N N|IN N[N NN NN N[N N|IN N[N N[N NJN N[N N|IN N|N N[N N|IN N[N N|IN N|N N[N N|N N

N NN N[N N[N N[N NN N|IN N|N N[N NN N[N NN N|IN N|N NN NN N[N NN NN N|N NN N

N NN N[N N[N N[N NN N|IN N|N N[N NN N[N NN NN N|N NN N[N N[N NN NN N|N N[N N

N NN N[N N[N N[N NN N|IN N[N N[N NN N[N NN NN N|N N[N N[N N[N NN NN N|N N[N N

N NN N[N N[N N[N NN N|JN N|N NN N[N NN NN NN N|N NN N[N NN N|N N|JN N|N N[N N

22

Animal No.

—132—

A PIA PIA PIA PIA P|IA P|IA P|A P|IA P|IA PIA P|A P|[A P|A P|IA P|IA P|IA P|A P|[A P|A P|A P

N NN N[N N[N N[N NN N|IN N|N N[N NN N[N NN N|IN N|N NN N[N N[N NN NN N|N NN N

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

N NN N[N N[N N[N NN N|IN N[N N[N NN N[N N|N NN N|N N[N N[N N[N NN NN N|N N[N N

N NN N[N N[N N[N NN N|IN N[N N[N N[N N[N NN NN N|N N[N N[N N[N NN NN N|N N[N N

N NN N[N N[N N[N NN NN N|N N[N NN N[N NN NIN N|N NN NN NN NN NN N|N NN N

N NN N[N N[N N[N NN N|IN N|N N[N NN N[N NN N|IN N|N N[N NN N[N NN NN N|N NN N

N N|IN N[N N[N N[N NN N|IN N|N N[N N[N N[N NN NN N|N NN N[N NN NN NN N|N N[N N

N N[N N|IN N[N NN N|N N[N NN NN N[N NJN N[N N|IN N|N N[N N|N N[N N|IN N|N N[N N|N N

N NN N[N N[N N[N NN NN N|N N[N NN N[N NN NIN N|N NN NN N[N N|IN NN N|N NN N

N NN N[N N[N N[N NN N|IN N|N N[N NN N[N NN NN N|N NN N[N N[N NN NN N|N N[N N

N N|IN N[N N[N N[N NN N|IN N|N N[N NN N[N NN NN N|N NN N[N N[N NN NN N|N N[N N

N N[N NN N[N NN NN N[N NN N[N N[N NJN N[N NN N|N N[N N|N N[N N|IN N|N N[N N|N N

N N|IN N[N N[N N[N N|N N|JN N|N N[N N[N NN NN NN N|N NN N[N NN N|N N|JN N[N N[N N

:AM.
. PM.

A

N : No abnormal findings.

# : Not applicable .



INDIVIDUAL DATA 1-6

STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats

SEX:Male GROUP : 100 mg/kg

ANIMAL : Rat, Crl:CD(SD)

General appearance

Autopsy

Recovery period (day)

day
A
N
#
#
N
#
N
#
#
#
#
N
N

14

13

12

11

10

: AM.
PM

A
p

1

Animal No.

A P[A PIA P|A PIA P|A P|IA PIA P|A P|A P|A P|A P|A P[A P
N NIN N[N N[N N[N NN N|IN NN N|N NN NN NN N|N N|N N
#OH|H# K| H# OH|H H|H H#H|#H B(H# H|H# H|H# H|H #H|H #H|#H H|H# H|H# #
#OH|H# H|H# H|H# #H|H H#H|# B|(H# H|H# H|H# H|H# #H|H #H|# H#H|H# H#H|H# #
N NIN N[N N[N N[N N[N NN N|N N[N N[N N[N NN N|N N|N N
#OH|H# OH|H# OH|H H|H #H|#H B(H# H|H# H|H# H|H H|H B|#H H|H# H|H# H#
N NIN N[N N[N N[N NN N|IN N|N N[N NN N[N NN N|N N|N N
#OH|H# H|H# H|H#H #H|H H#H|#H H|(H# H|H# H|H# H|H #H|H H#H|# H#H|H# H#H|H# #
#OH|H#H H|H# H|H #H|H H#H|H H|H# H|H# H|H# H|H #H|H #H|#H H#H|H# H|H# #
#OH|H# K| H# OH|H H|HE #H|H OB(H# OH|H# H|H# H|H H|H R|H H(H# H|H# H#
#OH|H# OH|H# O H|H# H|H #H|#H B(H# H|H# H|H# H|H #H|H #H|#H #H|H# H|H# #
N NIN N[N N[N N[N N[N N|IN N|N N[N N[N N[N NN N|N N|N N
N N|IN N[N N[N N[N NN N|N N|N N[N NN N[N NN N|N N|N N

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

N : No abnormal findings.

#: Not applicable .

|
(BN
w
w
|



INDIVIDUAL DATA 2-1-1

STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats

GROUP : 0 mg/kg

SEX : Female

ANIMAL : Rat, Crl:CD(SD)

General appearance

Pre-mating period (day)
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i
Ll # Z H HZ R R
6P##N##NNN####
i
e HZHEHZZ2ZH K% R
ol zzzzzZzeze2Z
i
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—
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[oe]
Qzzzzzzzzzzzz
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[{e]
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[Te)
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o
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(BN
w
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INDIVIDUAL DATA 2-1-2

STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats

GROUP : 4 mg/kg

SEX : Female

ANIMAL : Rat, Crl:CD(SD)

General appearance

Pre-mating period (day)

7P##N#N#####N#
—
|+ #+ Z # Z # #+ = #H 2
GPNNNNN##N##N#
—
Jzzzzz##ZH# % 2H
olrlZzzZzZzRewzzez™
—
Jzzzzzxw#Z2Z2%2#%
<|elZ2zzZzZ22Z2z22222
—
<lzzzzzzzzzzzz
wlrlZzz222222222
—
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[oe]
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INDIVIDUAL DATA 2-1-3

STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats

GROUP : 20 mg/kg

SEX : Female

ANIMAL : Rat, Crl:CD(SD)

General appearance

Pre-mating period (day)

17

16

15

14

13

12

11

N NN N[N NN N|# #|# #|# #

10

Fr

Fr

Fr

Fr

Fr

Fr

: AM.

A

1

Animal No.

A PIA PIA PIA PIA PIA PIA P|IA P|IA PIA PIA P|A P|IA P|A P|A P|A P|A P

N NIN NIN N[N N[N NN NN N|N NN NN N[N NN NN N|N N[N N[N N|N N

351
352
353
354
355
356
357
358
359
360

N NIN N[N N[N N[N N[N N|IN N|N N[N N[N N[N NN NN NIN N[N N|(# #|# #

N N|IN N[N N[N N[N N[N N|IN N|N N[N N[N N[N N|N NN N|N N|# #[# #|# #

N N[N N|IN N[N N[N NN N[N NN N|N N[N N|IN N[N N|IN N|N N[N N|N N|# #

N NIN N[N N[N N[N N[N N|IN N|N N[N N[N N[N NN NN NIN N|# #[# #|# #

N N|IN N[N N[N N[N N[N N|IN N|N N[N N[N N[N NN NN N|IN N[N N|(# #|# #

N NIN N[N N[N N[N N[N N|N Fr

N N[N N|IN N[N N[N N|N N[N NN N|N N[N N|IN N[N N|IN N|N NN N|# #|# #

N NIN N[N N[N N[N N[N N|IN N|N N[N N[N N[N NN NN NIN N[N N|(# #|# #

N N|IN N[N N[N N[N N[N N|IN N|N N[N N[N N[N NN NN N|N N[N N|(# #|# #

N N|IN N[N N[N N[N N[N N|IN N|N N[N N[N N[N NN NN N|N N[N NN N|# #

361
362

N N|IN NN N[N N[N NN N|N N|N N[N N[N NN N|N NN N|N NN N[N N|N N

Fr : Fracture of rigth upper incisors P : PM.

N : No abnormal findings.
#: Not applicable (Copulated) .

|
(BN
[O8]
»
|



INDIVIDUAL DATA 2-1-4

STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats

GROUP : 100 mg/kg

SEX : Female

ANIMAL : Rat, Crl:CD(SD)

General appearance

Pre-mating period (day)
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INDIVIDUAL DATA 2-2-1

TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats

STUDY NO. SR11087
General appearance

GROUP : 0 mg/kg

SEX : Female

ANIMAL : Rat, Crl:CD(SD)

Gestation period (day)

22

21

20

19

18

17

16

15

14

13

12

11

10

0

Animal No.

A PIA P|IA P|A PIA P|IA PIA P|A PIA P|IA P|IA P|A PIA P|IA P|IA P|A P|[A P|IA P|A P|A P|A P|A P|[A P

N N|N N|N N|N N|N N[N N|N N|N N|N N|N N|N N|N N|N N[N N|N N|N N|N N|N N[N N|N N|N N|N N|# #

151
152

N NN N[N N|N N|IN N[N N[N NN NN NN NN NIN NN N|N NN NN N|N N|N NN N[N NN N|N N|N N

N N|N N|N N|N N|N N|N N|N N|N N|N N|N N|N N|N N|N N|N N|N N|N N|N N|N N|N N|N N|N N|N N|IN N

153
154
155
156
157

N N[N N[N N|N N|IN N[N N[N NN NN N|N NN N|N NN N|N N[N N[N N|N N|N N[N N[N N|N N|N N|# #

N N|N N|N N|N N[N N[N N|N N|N N|N N|N N|N N|N N|N N|N N|N N|N N|N N|N N|N N|N N|N N|N N|IN N

N N[N NN N|N N|IN N[N NN NN N|IN N[N NN NIN NN N[N NN N|N N|IN N|IN NN NN N|IN N|N N|N N

N N|N N|N N|N N|N N[N N|N N|N N|N N|N N|N N|N N|N N[N N|N N|N N|N N|N N[N N|N N|N N|N N|# #

N N[N N[N N|N N|IN N[N N[N NN NN N|N NN N|N NN N|N N[N N[N N|N NN N[N N[N N|N N|N N|# #

158
159

N NIN N|N N[N N|N N[N N|N N|N N|N N|N N|N N|N N|N N[N N|N N|N N|N N|N N[N N|N N|N N|N N|# #

N N[N N[N N|N N|IN N[N N[N NN NN N|N NN N|N NN N|N N[N N[N N|N NN N[N N[N N|N N|N N|# #

160
161
162

N N|N N|N N|N N|N N[N N|N N|N N|N N|N N|N N|N N|N N[N N|N N|N N|N N|N N[N N|N N|N N|N N|# #

N N|IN NN NJN N|N NN NN NJN N|N NN N[N NIN N|N NN N[N NIN N|N N|N NN NN N|N N|N N|N N

: AM.
PM

N : No abnormal findings.

# : Not applicable.
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INDIVIDUAL DATA 2-2-2

TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats

STUDY NO. SR11087
General appearance

GROUP : 4 mg/kg

SEX : Female

ANIMAL : Rat, Crl:CD(SD)

Gestation period (day)

22

21

20

19

18

17

16

15

14

13

12

11

10

0

Animal No.

A PIA P|IA P|A PIA P|IA PIA P|A PIA P|IA P|IA P|A PIA P|IA P|IA P|A P|[A P|IA P|A P|A P|A P|A P|[A P

N NIN N|IN N[N N[N N[N N[N N[N N|N N|N N|N N|IN N|N N[N N[N NN N[N NN NIN NN N|N N|N NN N

251
252

N N[N N[N N|N N|IN N[N N[N NN NN N|N NN N|N NN N|N N[N N[N N|N NN N[N N[N N|N N|N N|# #

N N|N N|N N|N N|N N|N N|N N|N N|N N|N N|N N|N N|N N|N N|N N|N N|N N|N N|N N|N N|N N|N N|IN N

253
254
255
256
257

N N[N N[N N|N N|IN N[N N[N NN NN N|N NN N|N NN N|N N[N N[N N|N NN N[N N[N N|N N|N N|# #

N N|N N|N N|N N|N N[N N|N N|N N|N N|N N|N N|N N|N N[N N|N N|N N|N N|N N|N N|N N|N N|N N|N N

N N[N NN N|N N|IN N[N NN N|N NN N|N NN N|N NN N|IN N[N NN N|N N|IN N[N NIN N|N N|N N|# #

N N|N N|N N|N N|N N[N N|N N|N N|N N|N N|N N|N N|N N[N N|N N|N N|N N|N N[N N|N N|N N|N N|# #

N N[N N[N N|N N|IN N[N NN NN NN NN NN NIN NN N|N NN NN N|N N|N NfN N[N NN N|N N|N N

258
259

N NIN N|N N[N N|N N[N N|N N|N N|N N|N N|N N|N N|N N[N N|N N|N N|N N|N N[N N|N N|N N|N N|# #

N NN NN N|N N|IN N[N N[N NN NN NN NN NIN NN N|N NN N[N N|N N|N NfN N[N NN N|N N|N N

260
261

N N|N N|N N|N N|N N|N N|N N|N N|N N|N N|N N|N N|N N|N N|N N|N N|N N|N N|N N|N N|N N|N N|IN N

N N|IN NN NJN N|N NN NN NJN N|N N|N N[N NIN N|N N|N N[N N[N N|N N|N N[N NN N|N N|N N|# #

262

: AM.
PM

N : No abnormal findings.

# : Not applicable.
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INDIVIDUAL DATA 2-2-3

TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats

STUDY NO. SR11087
General appearance

GROUP : 20 mg/kg

SEX : Female

ANIMAL : Rat, Crl:CD(SD)

Gestation period (day)

23

22

21

20

19

18

17

16

15

14

13

12

11

10

0

Animal No.

A PIA PIA PIA PIA P|A P|A P|A P|A P|IA P|IA P|IA P|A P|A P|A P|A P|A P|A P|A P|A P|A P|A P|A P|A P
N N|IN N|N N[N N[N N[N N[N N[N N|N N|N N|N N|N N|IN N[N N[N N[N N[N N[N N|N N|N N|IN N|N N|# #|# #

351
352

N N[N NN NIN N|IN N[N N[N NN NN N|IN NN NIN NN N[N NN NIN NN NN NN N[N N|N N|N N|# #|# #

N N|N N|N N|N N[N N|N N[N N|N N|N N|N N|N N|N N|N N|N N|N N|N N|N N|N N|N N|N N|N N[N N|N N|N N

353
354

N N[N NN NN N|IN N[N N[N NN N|IN N|IN NN NIN NN N[N NN NIN NN NN NN N[N NN N|N N|N N|# #

N N|N N|N N|N N[N N|N N|N N|N N|N N|N N|N N|N N[N N|N N|N N|N N|N N|N N[N N|N N|N N[N N|# #|# #

355
356
357
358
359
360
361

N N[N NN NIN N|IN N[N NN NIN N|IN N[N NN NIN N|N N[N NN NIN N|N N[N NN NIN NN N|N N|N N|# #

N N|N N|N N|N N[N N|N N|N N|N N|N N|N N|N N|N N[N N|N N|N N|N N|N N|N N[N N|N N|N N|N N|# #|# #

N N[N NN NIN N|IN N[N N[N NN N|IN NN N[N NIN NN N[N NN NIN NN NN NN N[N N|N N|N N|# #|# #

N N|N N|N N|N N[N N|N N|N N|N N|N N|N N|N N|N N[N N|N N|N N|N N|N N|N N[N N|N N|N N[N N|N N|# #

N N[N NN NN N|IN N[N N[N NN NN N|IN N[N NIN NN N[N NN N|IN NN NN NN N[N N|N N|N N|# #|# #

N N|N N|N N|N N[N N|N N|N N|N N|N N|N N|N N|N N[N N|N N|N N|N N|N N|N N[N N|N N|N N|N N|# #|# #

N N|IN NN NJN N|N N[N NN NJN N|N NN NN NIN N|N NN N[N NIN N|N N|N N[N NIN N|N N|N N|# #|# #

362

: AM.
PM

N : No abnormal findings.

# : Not applicable.
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INDIVIDUAL DATA 2-2-4

TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats

STUDY NO. SR11087
General appearance

GROUP : 100 mg/kg

SEX : Female

ANIMAL : Rat, Crl:CD(SD)

Gestation period (day)

22

21

20

19

18

17

16

15

14

13

12

11

10

Pg

0

Animal No.

A PIA P|IA P|A PIA P|IA PIA P|A PIA P|IA P|IA P|A PIA P|IA P|IA P|A P|[A P|IA P|A P|A P|A P|A P|[A P

N N|N N|N N|N N|N N[N N|N N|N N|N N|N N|N N|N N|N N[N N|N N|N N|N N|N N[N N|N N|N N|N N|# #

451
452
453
454
455
456
457

N N[N N[N N|N N|IN N[N N[N NN NN N|N NN N|N NN N|N NN N[N N|N NN N[N N[N N|N N|N N|# #

N NIN N|N N|N N|N N|N N|N N|N N|N N|N N|N N|N N|N N[N N|N N|N N|N N|N N[N N|N N|N N|N N|# #

N N[N N[N N|N N|IN N[N N[N NN NN N|N NN N|N NN N|N N[N N[N N|N N|N N[N N[N N|N N|N N|# #

N NIN N|N N|N N|N N[N N|N N|N N|N N|N N|N N|N N|N N[N N|N N|N N|N N|N N[N N|N N|N N|N N|# #

N N[N NN N|N N|IN N[N NN N|N NN N|N NN N|N NN N|IN N[N NN N|N N|IN N[N NIN N|N N|N N|# #

N N|IN N|N N[N N[N N[N N[N N[N N|N N|N NIMf.E. NIN N|N N[N N[N N[N NN N|N N|N NN N|IN N|N N[N N

N NIN N|N N[N N|N N[N N|N N|N N|N N|N N|N N|N N|N N[N N|N N|N N|N N|N N[N N|N N|N N|N N|# #

458
459
460
461
462

N NN NN N|N N|IN N[N N[N NN NN NN NN NIN NN N|N NN N[N N|N N|N NfN N[N NN N|N N|N N

N N|N N|N N|N N|N N[N N|N N|N N|N N|N N|N N|N N|N N[N N|N N|N N|N N|N N[N N|N N|N N|N N|# #

N N[N NN N|N NN N[N NN NN NN N|N NN N|N NN NN N[N NN N|N N|IN N[N NIN N|N N|N N|# #

N N|N N|N N|N N|N N|N N|N N|N N|N N|N N|N N|N N|N N|N N|N N|N N|N N|N N|N N|N N|N N|N N|# #

. AM.
PM

N : No abnormal findings.

Mf : Mucous feces

141—

Pg : Pale Greenish stool

# : Not applicable.
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INDIVIDUAL DATA 2-3-1

STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats

General appearance  ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : 0 mg/kg

Lactation period (day) Autopsy

Animal No. 0 2 4 day

A P A P A P A P A P A

151 N N N N N N N N N N N

152 N N N N N N N N N N N

153 N N N N N N N N N N N

154 N N N N N N N N N N N

155 Sg.Sp Sg.Sp Sg.Sp Mf.Sg.Sp | Mf.Sg.Sp MfF.Sg.Sp | D.Sg.Sp # # # #

So.Sc So.Sc So.Sc.Ho So.Sc

156 N N N N N N N N N N N

157 N N N N N N N N N N N

158 N N N N N N N N N N N

159 N N N N N N N N N N N

160 N N N N N N N N N N N

161 N N N N N N N N N N N

162 N N N N N N N N N N N
N: No abnormal findings. A:AM.
D : Dead P:PM.

Sg : Soil of perigenital fur
Sp : Soil of perianal fur
So : Soil of perioral fur
Sc : Soil of periocular fur
Mf : Mucous feces

Ho : Hypothermia

# : Not applicable.
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INDIVIDUAL DATA 2-3-2

STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats

General appearance

ANIMAL : Rat, Crl:CD(SD)

SEX : Female

GROUP : 4 mg/kg

Lactation period (day)

Animal No. 0

2

Autopsy
day

>

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

z2z2zZ2zZ2zZ2Z2zZ2Z2zZ2zZ2ZZ|>

22222222222 2Z|0

2zZ2zZ2zZ2zZ2Z2zZ2Z2zZ2zZ22ZZ|>

22222222222 2Z|0

2zZ2zZ2zZ2zZ2Z2zZ2Z2zZ2zZ22ZZ|>

22222222222 2Z|0

2zZ2zZ2zZ2zZ2Z2zZ2Z2zZ2zZ22ZZ|>

22222222222 2Z|0

2zZ2zZ2zZ2zZ2Z2zZ2Z2zZ2zZ22ZZ|>

2222222222 2Z2Z|0

22Z2zZ2zZ2zZ22222Z22Z22Z2

N : No abnormal findings.

: AM.

. PM.



INDIVIDUAL DATA 2-3-3
STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
General appearance  ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 20 mg/kg

Lactation period (day) Autopsy
Animal No. 0 1 2 3 4 day
A P A P A P A P A P A
351 N N N N N N N N N N N
352 N N N N N N N N N N N
353 N N N Fl Fl | Fl Fl Fl | N
354 N N N N N N N N N N N
355 N N N N N N N N N N N
356 N N N N N N N N N N N
357 N N N N N N N N N N N
358 N N N N N N N N N N N
359 N N N N N N N N N N N
360 N N N N N N N N N N N
361 Sui Sui Sui Sui Sui Sui Sui Sui Sui Sui Sui
(30%x20x15) (30x20x15)[(30%20x15) (30x20%15)|(30x20x15) (30%20x15)[(20x10%x10) (20x10x10)| (15x10%x5) (15%x10x5) | (15%10x5)
'L 362 N N N N N N N N N N N
'S
\ N : No abnormal findings. A AM.
FI : Fracture of left upper incisors P:PM.

Sui : Subcutaneous mass, left side of inguinal region (size, mm)



—GrT—

INDIVIDUAL DATA 2-3-4

STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats

General appearance

ANIMAL : Rat, Crl:CD(SD)

SEX : Female

GROUP : 100 mg/kg

Lactation period (day)

Animal No. 0

2

Autopsy
day

>

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

z2z2zZ2zZ2zZ2Z2zZ2Z2zZ2zZ2ZZ|>

22222222222 2Z|0

2zZ2zZ2zZ2zZ2Z2zZ2Z2zZ2zZ22ZZ|>

22222222222 2Z|0

2zZ2zZ2zZ2zZ2Z2zZ2Z2zZ2zZ22ZZ|>

22222222222 2Z|0

2zZ2zZ2zZ2zZ2Z2zZ2Z2zZ2zZ22ZZ|>

22222222222 2Z|0

2zZ2zZ2zZ2zZ2Z2zZ2Z2zZ2zZ22ZZ|>

2222222222 2Z2Z|0

22Z2zZ2zZ2zZ22222Z22Z22Z2

N : No abnormal findings.

: AM.

. PM.



INDIVIDUAL DATA 3-1

STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats

SEX :Female GROUP : satellite 0 mg/kg

ANIMAL : Rat, Crl:CD(SD)

General appearance

Administration period (day)

21

Autopsy

day
A
N

42

N
N
N
N
#
#
#
#
#

20

41

19

40

18

39

17

38

16

37

15

36

14

35

13

34

12

33

11

32

10

31

Administration period (day)

30

29

28

27

26

25

24

23

1

Animal No.

A PIA PIA PIA PIA PIA P|IA PIA PIA PIA PIA PIA P|IA P|A PIA P|IA P|A P|A P|A P|A P|A P

N NN N[N NN N[N NN N|IN N|N NN NN N[N NN NN N|N NN NN N[N NN NN N|N NN N

163
164
165
166
167
168
169
170
171
172

N NN N[N N[N N[N NN N|IN N|N N[N NN N[N NN NN N|N N[N NN N[N NN NN N|N N[N N

N N|IN N[N N[N N[N NN N|IN N[N N[N NN N[N NN NN N|N N[N NN N[N NN NN N|N N[N N

N N[N NN N[N NN NN N[N N|IN NN N[N NJN N[N N|IN N|N N[N N|IN N[N N|IN N|N N[N N|N N

N NN N[N N[N N[N NN NN N|N N[N NN N[N NN NN N|N NN NN N[N N|IN NN N|N NN N

N NN N[N N[N N[N NN N|IN N|N N[N NN N[N NN NN N|N NN NN N[N NN NN N|N N[N N

N NN N[N N[N N[N NN N|IN N[N N[N NN N[N NN NN N|N NN N[N N[N NN NN N|N N[N N

N N[N N|IN N[N NN NN N[N N|IN N[N N[N NJN N[N N|IN N|N N[N N|IN N[N N|IN N|N N[N N|N N

N NN N[N N[N N[N NN N|IN N|N N[N NN N[N NN N|IN N|N NN NN N[N NN NN N|N NN N

N NN NIN N[N N[N N|N N|N N|N N[N N[N N[N N|N NN N|N NN N[N NN N|N N|JN N|N N[N N

22
N NN N[N N[N N[N NN N|IN N|N N[N NN N[N NN NN N|N N[N N[N N[N NN NN N|N N[N N

A PIA PIA PIA PIA P|IA PIA PIA P|IA P|A P|IA P|IA PIA P|IA P|A P|A P|IA P|A P|A P|A P|A P

Animal No.
163
164
165
166
167
168
169
170
171
172

|
(=Y
B
»
|

N NN N[N NN N[N NN NN N|N NN NN N[N NN NIN NN NN NN N[N NN NN N|N NN N

N NN N[N N[N N[N NN N|IN N|N N[N NN N[N NN N|IN N|N NN N[N N[N NN NN N|N NN N

N NN N[N N[N N[N NN N|IN N[N N[N NN N[N N|N NN N|N N[N N[N N[N NN NN N|N N[N N

N NN N[N N[N N[N NN N|IN N[N N[N N[N N[N NN NN N|N N[N N[N N[N NN NN N|N N[N N

N NN N[N N[N N[N NN NN N|N N[N NN N[N NN NIN N|N NN NN NN NN NN N|N NN N

N NN N[N N[N N[N NN N|IN N|N N[N NN N[N NN N|IN N|N N[N NN N[N NN NN N|N NN N

N N|IN N[N N[N N[N NN N|IN N|N N[N N[N N[N NN NN N|N NN N[N NN NN NN N|N N[N N

N N[N N|IN N[N NN N|N N[N NN NN N[N NJN N[N N|IN N|N N[N N|N N[N N|IN N|N N[N N|N N

N N|IN N[N N[N N[N N|N N|JN N|N N[N NN NN NN NN N|N NN N[N NN N|N N|JN N[N N[N N

: AM.
. PM.

A

N : No abnormal findings.

# : Not applicable .



INDIVIDUAL DATA 3-2
STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
General appearance  ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : satellite 0 mg/kg

Recovery period (day) Autopsy
Animal No. 1 2 3 4 5 6 7 8 9 10 11 12 13 14 day
A P/IA PIA P/IA PIA P|A P|IA PIA P|IA P|A P|A P|A P|A P|A P A
168 N N|IN N|N N[N N[N N[N N[N N[N N[N N[N N[N N[N N[N N[N N N
169 N N|IN N|N N[N N[N N[N N[N N[N N[N N[N N[N N[N N[N N[N N N
170 N N|IN N|N N[N N[N N[N N[N N[N N[N N[N N[N N[N N[N N[N N N
171 N N|IN N|N N[N N|IN N[N N|IN N[N N[N N|N N[N N|N N[N N|N N N
172 N N|N N|N N|N N|N N|N N|N N[N N[N N[N N[N N[N N[N N[N N N
N : No abnormal findings. A:AM.
P:PM

—/yT—



INDIVIDUAL DATA 3-3

STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats

SEX : Female GROUP : satellite 100 mg/kg

ANIMAL : Rat, Crl:CD(SD)

General appearance

Administration period (day)

21

Autopsy

day
A
N

42

N
N
N
N
#
#
#
#
#

20

41

19

40

18

39

17

38

16

37

15

36

14

35

13

34

12

33

11

32

10

31

Administration period (day)

30

29

28

27

26

25

24

23

1

Animal No.

A PIA PIA PIA PIA PIA P|IA PIA PIA PIA PIA PIA P|IA P|A PIA P|IA P|A P|A P|A P|A P|A P

N NN N[N NN N[N NN N|IN N|N NN NN N[N NN NN N|N NN NN N[N NN NN N|N NN N

463
464
465
466
467
468
469
470
471
472

N NN N[N N[N N[N NN N|IN N|N N[N NN N[N NN NN N|N N[N NN N[N NN NN N|N N[N N

N N|IN N[N N[N N[N NN N|IN N[N N[N NN N[N NN NN N|N N[N NN N[N NN NN N|N N[N N

N N[N NN N[N NN NN N[N N|IN NN N[N NJN N[N N|IN N|N N[N N|IN N[N N|IN N|N N[N N|N N

N NN N[N N[N N[N NN NN N|N N[N NN N[N NN NN N|N NN NN N[N N|IN NN N|N NN N

N NN N[N N[N N[N NN N|IN N|N N[N NN N[N NN NN N|N NN NN N[N NN NN N|N N[N N

N NN N[N N[N N[N NN N|IN N[N N[N NN N[N NN NN N|N NN N[N N[N NN NN N|N N[N N

N N[N N|IN N[N NN NN N[N N|IN N[N N[N NJN N[N N|IN N|N N[N N|IN N[N N|IN N|N N[N N|N N

N N|IN NN N[N N[N NN N[N N[N N[N M N N[N N[N N[N N[N N[N N[N N[N N[N N[N N[N N[N N

N NN NIN N[N N[N N|N N|N N|N N[N N[N N[N N|N NN N|N NN N[N NN N|N N|JN N|N N[N N

22
N NN N[N N[N N[N NN N|IN N|N N[N NN N[N NN NN N|N N[N N[N N[N NN NN N|N N[N N

A PIA PIA PIA PIA P|IA PIA PIA P|IA P|A P|IA P|IA PIA P|IA P|A P|A P|IA P|A P|A P|A P|A P

Animal No.
463
464
465
466
467
468
469
470
471
472

|
(=Y
B
(o]
|

N NN N[N NN N[N NN NN N|N NN NN N[N NN NIN NN NN NN N[N NN NN N|N NN N

N NN N[N N[N N[N NN N|IN N|N N[N NN N[N NN N|IN N|N NN N[N N[N NN NN N|N NN N

N NN N[N N[N N[N NN N|IN N[N N[N NN N[N N|N NN N|N N[N N[N N[N NN NN N|N N[N N

N NN N[N N[N N[N NN N|IN N[N N[N N[N N[N NN NN N|N N[N N[N N[N NN NN N|N N[N N

N NN N[N N[N N[N NN NN N|N N[N NN N[N NN NIN N|N NN NN NN NN NN N|N NN N

N NN N[N N[N N[N NN N|IN N|N N[N NN N[N NN N|IN N|N N[N NN N[N NN NN N|N NN N

N N|IN N[N N[N N[N NN N|IN N|N N[N N[N N[N NN NN N|N NN N[N NN NN NN N|N N[N N

N N|IN N[N N[N N[N N|N N|IN N|N MfN N[N N[N N|N N|IN N|N N[N N[N N[N N|IN N|IN N|N N[N N

N N|IN N[N N[N N[N N|N N|JN N|N N[N NN NN NN NN N|N NN N[N NN N|N N|JN N[N N[N N

N : No abnormal findings.

Mf : Mucous feces.
#: Not applicable .

AM.
. PM.



INDIVIDUAL DATA 3-4
STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
General appearance  ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : satellite 100 mg/kg

Recovery period (day) Autopsy
Animal No. 1 2 3 4 5 6 7 8 9 10 11 12 13 14 day
A P/IA PIA P/IA PIA P|A P|IA PIA P|IA P|A P|A P|A P|A P|A P A
468 N N|IN N|N N[N N[N N[N N[N N[N N[N N[N N[N N[N N[N N[N N N
469 N N|IN N|N N[N N[N N[N N[N N[N N[N N[N N[N N[N N[N N[N N N
470 N N|IN N|N N[N N[N N[N N[N N[N N[N N[N N[N N[N N[N N[N N N
471 N N|IN N|N N[N N|IN N[N N|IN N[N N[N N|N N[N N|N N[N N|N N N
472 N N|N N|N N|N N|N N|N N|N N[N N[N N[N N[N N[N N[N N[N N N
N : No abnormal findings. A:AM.
P:PM

—6vT—
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Definitions for detailed clinical observations
Item Category No.

In the cage:
Body position/Posture
1; Normal (sitting, etc.)

Respiratory pattern
1; Normal

Tremor / Convulsion
1; Not present

Stereotype
Rolling 0; Not present

Repetitive circling
0; Not present

Bizarre behavior
Biting/Selfmutilation

1; Not present
On the hand: while removing the animal from its
Handling : Removal from cage

1; Very easy
Treating : Reactivity to handling
1; Very easy
Muscle tone 1; Low
Piloerection 1; Not present
Fur 1; Normal
Eyes 1; Not present, normal

Mucous membranes

2; Sleeping

2; Slightly abnormal,
rapid or slow

2; lrregularly,
only the legs

1; Sometimes

1; Sometimes

2; Present
cage

2; Easy

2; Easy
2; Normal

2; Slightly present,
around head and back

2; Slightly stained
2; Slight ptosis,
half closed

-1; Dark purplish appearance,

cyanosis

3; Crouching

3; Moderately abnormal,
difficult to breath

3; Durable,
only the legs

2; Frequently

2; Frequently

3; Slightly difficult

3; Slightly difficult

3; High

3; Slightly present,
systemic

3; Stained

3; Ptosis

0; Normal

4: Prone, lateral

4; Severe abnormal,
labored

4; Clonic,
systemic

4; Difficult

4: Difficult

4; Severely present,
systemic

4; Closed

1; Red appearance

5; Standing, jumping

5; Dyspnea

5; Tonic,
systemic

5; Very difficult

5; Very difficult

6; Cataleptic

(to be continued)
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(Continued 1)

Item Category No.
Skin 0; Pale appearance,
Cyanosis
Pupil size 1; Normal
Lacrimation 1; Not present
Salivation 1; Not present

Secretions/Excretions
0; Not present

1; Normal
2; Slightly mydriatic

2; Wet around the eye
2; Wet around the mouth

1; Present

In the open-field: when placed the animal in an open-field

Gait 0; Not moved

Co-ordination of movement

0; staggering (ataxic)
Reactivity to environmental stimuli

0; Not present

Searching 0; Not present
Urination 0; Not present
Defecation 0; Not present
Stereotype

Excessive grooming

0; Not present
Unusual head movement

0; Not present

Bizarre behavior
Walking backward
1; Not present

Vocalization  1; Not present, sometimes
Aggression 1; Not present

1; Normal

1; Normal

1; present (to noise, etc.)

2; Red appearance

3; Mydriatic
3; Wet
3; Wet

2; Difficult to walk

1; present (sniffing, standing, etc.)

1; Present
1; Present

1; Sometimes

1; Sometimes

2; Present
2; Present, frequently
2; Present

2; Frequently

2; Frequently

4; Severely wet
4; Severely wet

3; Unable to walk,
paralytic

(to be continued)
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(Continued 2)
Item Category No.

On the desk: stimulus reactivity
Visual reactivity: approach response

1; Jumping 2; Turning away
Touch reactivity: touch response

1; Hyposensitive 2; Turning away
Auditory reactivity: response to Galton's whistle

0; No reaction 1; Normal,

moving the auricle

Pain reactivity: tail pinch response
0; No reaction 1; Dull,

vocalizing

Proprioceptive reactivity: returning from enforced posture

0; No returning 1; Returning
Righting reflex: landing performance from 30 cm above
1; Normal, 2; Abnormal,
landing by foot landing by body

Others
Grip strength: measuring by CPU gage®

3; No reaction

3; Hypersensitive

2; Sensitive,
moving the body

2; Normal,
vocalizing and
turning back

expressed by mean values (g) from 3 trials; forelimb and hindlimb

Motor activity measurements : measuring by SUPERMEX and CompACT AMS
expressed by total counts for 60 minutes at 10 minutes' intervals

4; Approach

3; Hypersensitive,
surprising and jumping

3; Hypersensitive
attacking or jumping

5; Attack




INDIVIDUAL DATA 4-1-1
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:0mg/kg PERIOD : Pre-administration

In the cage
Stereotype Bizarre behavior
Animal Body position/ Respiratory Tremor/ Rolling Re.pet.itive Biting/ Selfmutilation
No. Posture pattern  Convulsion circling
101 1 1 1 0 0 1
102 1 1 1 0 0 1
103 1 1 1 0 0 1
104 1 1 1 0 0 1
105 1 1 1 0 0 1
106 1 1 1 0 0 1
iR 107 1 1 1 0 0 1
a 108 1 1 1 0 0 1
\ 109 1 1 1 0 0 1
110 1 1 1 0 0 1
111 1 1 1 0 0 1
112 1 1 1 0 0 1




INDIVIDUAL DATA 4-1-2

STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats

Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:0mg/kg PERIOD : Pre-administration

On the hand

Ease of

Animal Muscle Mucous

No. tone membranes

Removal Handling Piloerection  Fur Eyes Skin

Pupil
size

Lacrimation Salivation

Secretions/
Excretions

101
102
103
104
105
106
107
108
109
110
111
112

—VaT—
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L e T
NN RN RNONRNDNNDRNDNDNDRN
L = R
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L = R
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L e T el T

L = R =

L T

L = R
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12

12

12

12



INDIVIDUAL DATA 4-1-3
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:0mg/kg PERIOD : Pre-administration

In the open-field

Stereotype Bizarre behavior
Animal Gait Co-ordination elz\e/?rc;\::gntt; Searching Urination Defecation Excess_ive Unusual head Walking Vocalization Aggression
No. of movement stimuli grooming movement backward
101 1 1 1 1 0 0 0 0 1 1 1
102 1 1 1 1 0 0 0 0 1 1 1
103 1 1 1 1 0 0 0 0 1 1 1
104 1 1 1 1 0 0 0 0 1 1 1
105 1 1 1 1 0 0 0 0 1 1 1
106 1 1 1 1 0 0 0 0 1 1 1
'L 107 1 1 1 1 0 0 0 0 1 1 1
S 108 1 1 1 1 0 0 0 0 1 1 1
\ 109 1 1 1 1 0 0 0 0 1 1 1
110 1 1 1 1 0 0 0 0 1 1 1
111 1 1 1 1 0 0 0 0 1 1 1
112 1 1 1 1 0 0 0 0 1 1 1




INDIVIDUAL DATA 4-1-4
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:4mg/kg PERIOD : Pre-administration

In the cage
Stereotype Bizarre behavior
Animal Body position/ Respiratory Tremor/ Rolling Re.pet.itive Biting/ Selfmutilation
No. Posture pattern  Convulsion circling
201 1 1 1 0 0 1
202 1 1 1 0 0 1
203 1 1 1 0 0 1
204 1 1 1 0 0 1
205 1 1 1 0 0 1
206 1 1 1 0 0 1
iR 207 1 1 1 0 0 1
Q 208 1 1 1 0 0 1
\ 209 1 1 1 0 0 1
210 1 1 1 0 0 1
211 1 1 1 0 0 1
212 1 1 1 0 0 1




INDIVIDUAL DATA 4-1-5

STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats

Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:4mg/kg PERIOD : Pre-administration

On the hand

Ease of

Animal Muscle Mucous

No. tone membranes

Removal Handling Piloerection  Fur Eyes Skin

Pupil
size

Lacrimation Salivation

Secretions/
Excretions

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

—/9T—
L e T

L e T
NN RN RNONRNDNNDRNDNDNDRN
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L = R =
L = R
O OO 0O OO0 O oo o o o
L e T el T
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O O O O O O O O O o o o
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INDIVIDUAL DATA 4-1-6
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:4mg/kg PERIOD : Pre-administration

In the open-field

Stereotype Bizarre behavior
Animal Gait Co-ordination elz\e/?rc;\::gntt; Searching Urination Defecation Excess_ive Unusual head Walking Vocalization Aggression
No. of movement stimuli grooming movement backward
201 1 1 1 1 0 0 0 0 1 1 1
202 1 1 1 1 0 0 0 0 1 1 1
203 1 1 1 1 0 1 0 0 1 1 1
204 1 1 1 1 0 0 0 0 1 1 1
205 1 1 1 1 0 0 0 0 1 1 1
206 1 1 1 1 0 0 0 0 1 1 1
'L 207 1 1 1 1 0 0 0 0 1 1 1
A 208 1 1 1 1 0 0 0 0 1 1 1
\ 209 1 1 1 1 0 0 0 0 1 1 1
210 1 1 1 1 0 0 0 0 1 1 1
211 1 1 1 1 0 0 0 0 1 1 1
212 1 1 1 1 0 0 0 0 1 1 1




INDIVIDUAL DATA 4-1-7
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:20mg/kg PERIOD : Pre-administration

In the cage
Stereotype Bizarre behavior
Animal Body position/ Respiratory Tremor/ Rolling Re.pet.itive Biting/ Selfmutilation
No. Posture pattern  Convulsion circling
301 1 1 1 0 0 1
302 1 1 1 0 0 1
303 1 1 1 0 0 1
304 1 1 1 0 0 1
305 1 1 1 0 0 1
306 1 1 1 0 0 1
iR 307 1 1 1 0 0 1
A 308 1 1 1 0 0 1
\ 309 1 1 1 0 0 1
310 1 1 1 0 0 1
311 1 1 1 0 0 1
312 1 1 1 0 0 1




INDIVIDUAL DATA 4-1-8

STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats

Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:20mg/kg PERIOD : Pre-administration

On the hand

Ease of

Animal Muscle Mucous

No. tone membranes

Removal Handling Piloerection  Fur Eyes Skin

Pupil
size

Lacrimation Salivation

Secretions/
Excretions

301
302
303
304
305
306
307
308
309
310
311
312
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INDIVIDUAL DATA 4-1-9
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:20mg/kg PERIOD : Pre-administration

In the open-field

Stereotype Bizarre behavior
Animal Gait Co-ordination elz\e/?rc;\::gntt; Searching Urination Defecation Excess_ive Unusual head Walking Vocalization Aggression
No. of movement stimuli grooming movement backward
301 1 1 1 1 0 0 0 0 1 1 1
302 1 1 1 1 0 0 0 0 1 1 1
303 1 1 1 1 0 0 0 0 1 1 1
304 1 1 1 1 0 0 0 0 1 1 1
305 1 1 1 1 0 0 0 0 1 1 1
306 1 1 1 1 0 0 0 0 1 1 1
'L 307 1 1 1 1 0 0 0 0 1 1 1
o 308 1 1 1 1 0 0 0 0 1 1 1
\ 309 1 1 1 1 0 0 0 0 1 1 1
310 1 1 1 1 0 1 0 0 1 1 1
311 1 1 1 1 0 0 0 0 1 1 1
312 1 1 1 1 0 0 0 0 1 1 1




INDIVIDUAL DATA 4-1-10
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP :100mg/kg PERIOD : Pre-administration

In the cage
Stereotype Bizarre behavior
Animal Body position/ Respiratory Tremor/ Rolling Re.pet.itive Biting/ Selfmutilation
No. Posture pattern  Convulsion circling
401 1 1 1 0 0 1
402 1 1 1 0 0 1
403 1 1 1 0 0 1
404 1 1 1 0 0 1
405 1 1 1 0 0 1
406 1 1 1 0 0 1
iR 407 1 1 1 0 0 1
¥ 408 1 1 1 0 0 1
\ 409 1 1 1 0 0 1
410 1 1 1 0 0 1
411 1 1 1 0 0 1
412 1 1 1 0 0 1




INDIVIDUAL DATA 4-1-11

STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats

Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP :100mg/kg PERIOD : Pre-administration

On the hand

Ease of

Animal Muscle Mucous

No. tone membranes

Removal Handling Piloerection  Fur Eyes Skin

Pupil
size

Lacrimation Salivation

Secretions/
Excretions

401
402
403
404
405
406
407
408
409
410
411
412
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INDIVIDUAL DATA 4-1-12
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP :100mg/kg PERIOD : Pre-administration

In the open-field

Stereotype Bizarre behavior
Animal Gait Co-ordination elz\e/?rc;\::gntt; Searching Urination Defecation Excess_ive Unusual head Walking Vocalization Aggression
No. of movement stimuli grooming movement backward
401 1 1 1 1 0 0 0 0 1 1 1
402 1 1 1 1 1 0 0 0 1 1 1
403 1 1 1 1 0 0 0 0 1 1 1
404 1 1 1 1 0 0 0 0 1 1 1
405 1 1 1 1 0 0 0 0 1 1 1
406 1 1 1 1 0 0 0 0 1 1 1
'L 407 1 1 1 1 0 0 0 0 1 1 1
j‘; 408 1 1 1 1 0 0 0 0 1 1 1
\ 409 1 1 1 1 0 0 0 0 1 1 1
410 1 1 1 1 0 0 0 0 1 1 1
411 1 1 1 1 0 0 0 0 1 1 1
412 1 1 1 1 0 0 0 0 1 1 1




INDIVIDUAL DATA 4-2-1
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:0mg/kg PERIOD : Day 7 of administration

In the cage

Stereotype Bizarre behavior

Animal Body position/ Respiratory — Tremor/ Rolling Repetitive

- . Biting/ Selfmutilation
No. Posture pattern Convulsion circling g

101
102
103
104
105
106
107
108
109
110
111
112
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INDIVIDUAL DATA 4-2-2
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:0mg/kg PERIOD : Day 7 of administration

On the hand

Ease of

Animal . Muscle _. . Mucous . Pupil . .. Secretions/
Removal Handling Piloerection  Fur Eyes Skin _p Lacrimation Salivation -
No. tone membranes size Excretions

101
102
103
104
105
106
107
108
109
110
111
112
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INDIVIDUAL DATA 4-2-3
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:0mg/kg PERIOD : Day 7 of administration

In the open-field

Stereotype Bizarre behavior
Animal Gait Co-ordination of eifl?rcc?nvr:znttc;l Searching Urination Defecation Excess_ive Unusual head Walking Vocalization Aggression
No. movement stimuli grooming movement backward
101 1 1 1 1 1 0 0 0 1 1 1
102 1 1 1 1 0 0 0 0 1 1 1
103 1 1 1 1 0 0 0 0 1 1 1
104 1 1 1 1 0 0 0 0 1 1 1
| 105 1 1 1 1 0 0 0 0 1 1 1
5 106 1 1 1 1 0 0 0 0 1 1 1
\ 107 1 1 1 1 0 0 0 0 1 1 1
108 1 1 1 1 0 0 0 0 1 1 1
109 1 1 1 1 0 0 0 0 1 1 1
110 1 1 1 1 1 0 0 0 1 1 1
111 1 1 1 1 0 0 0 0 1 1 1
112 1 1 1 1 0 0 0 0 1 1 1




INDIVIDUAL DATA 4-2-4
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:4mg/kg PERIOD : Day 7 of administration

In the cage

Stereotype Bizarre behavior

Animal Body position/ Respiratory — Tremor/ Rolling Repetitive

- . Biting/ Selfmutilation
No. Posture pattern Convulsion circling g

201
202
203
204
205
206
207
208
209
210
211
212
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INDIVIDUAL DATA 4-2-5
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:4mg/kg PERIOD : Day 7 of administration

On the hand

Ease of

Animal . Muscle _. . Mucous . Pupil . .. Secretions/
Removal Handling Piloerection  Fur Eyes Skin _p Lacrimation Salivation -
No. tone membranes size Excretions

201
202
203
204
205
206
207
208
209
210
211
212
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INDIVIDUAL DATA 4-2-6
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:4mg/kg PERIOD : Day 7 of administration

In the open-field

Stereotype Bizarre behavior
Animal Gait Co-ordination of eifl?rcc?nvr:znttc;l Searching Urination Defecation Excess_ive Unusual head Walking Vocalization Aggression
No. movement stimuli grooming  movement backward
201 1 1 1 1 1 0 0 0 1 1 1
202 1 1 1 1 0 0 0 0 1 1 1
203 1 1 1 1 1 0 0 0 1 1 1
204 1 1 1 1 0 0 0 0 1 1 1
| 205 1 1 1 1 0 0 0 0 1 1 1
g 206 1 1 1 1 0 0 0 0 1 1 1
\ 207 1 1 1 1 0 0 0 0 1 1 1
208 1 1 1 1 0 0 0 0 1 1 1
209 1 1 1 1 0 0 0 0 1 1 1
210 1 1 1 1 0 0 0 0 1 1 1
211 1 1 1 1 0 0 0 0 1 1 1
212 1 1 1 1 0 0 0 0 1 1 1




INDIVIDUAL DATA 4-2-7
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:20mg/kg PERIOD : Day 7 of administration

In the cage

Stereotype Bizarre behavior

Animal Body position/ Respiratory — Tremor/ Rolling Repetitive

- . Biting/ Selfmutilation
No. Posture pattern Convulsion circling g

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

e e e
e
e i
O O O OO O O O o o o o
O O O OO O O o o o o o
e e e




INDIVIDUAL DATA 4-2-8
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:20mg/kg PERIOD : Day 7 of administration

On the hand

Ease of

Animal . Muscle _. . Mucous . Pupil . .. Secretions/
Removal Handling Piloerection  Fur Eyes Skin _p Lacrimation Salivation -
No. tone membranes size Excretions
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INDIVIDUAL DATA 4-2-9
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:20mg/kg PERIOD : Day 7 of administration

In the open-field

Stereotype Bizarre behavior
Animal Gait Co-ordination of eii?rcélnvr:é/nttc;l Searching Urination Defecation Excess_ive Unusual head Walking Vocalization Aggression
No. movement stimuli grooming  movement backward
301 1 1 1 1 0 0 0 0 1 1 1
302 1 1 1 1 0 0 0 0 1 1 1
303 1 1 1 1 0 0 0 0 1 1 1
304 1 1 1 1 0 0 0 0 1 1 1
| 305 1 1 1 1 0 0 0 0 1 1 1
g 306 1 1 1 1 0 0 0 0 1 1 1
\ 307 1 1 1 1 0 0 0 0 1 1 1
308 1 1 1 1 0 0 0 0 1 1 1
309 1 1 1 1 0 0 0 0 1 1 1
310 1 1 1 1 0 0 0 0 1 1 1
311 1 1 1 1 0 0 0 0 1 1 1
312 1 1 1 1 0 0 0 0 1 1 1




INDIVIDUAL DATA 4-2-10
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP: 100 mg/kg PERIOD : Day 7 of administration

In the cage

Stereotype Bizarre behavior

Animal Body position/ Respiratory — Tremor/ Rolling Repetitive

- . Biting/ Selfmutilation
No. Posture pattern Convulsion circling g
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INDIVIDUAL DATA 4-2-11
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP: 100 mg/kg PERIOD : Day 7 of administration

On the hand

Ease of

Animal . Muscle _. . Mucous . Pupil . .. Secretions/
Removal Handling Piloerection  Fur Eyes Skin _p Lacrimation Salivation -
No. tone membranes size Excretions
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INDIVIDUAL DATA 4-2-12
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP: 100 mg/kg PERIOD : Day 7 of administration

In the open-field

Stereotype Bizarre behavior
Animal Gait Co-ordination of eifl?rcc?nvr:znttc;l Searching Urination Defecation Excess_ive Unusual head Walking Vocalization Aggression
No. movement stimuli grooming movement backward
401 1 1 1 1 1 0 0 0 1 1 1
402 1 1 1 1 0 0 0 0 1 1 1
403 1 1 1 1 0 0 0 0 1 1 1
404 1 1 1 1 0 0 0 0 1 1 1
| 405 1 1 1 1 0 0 0 0 1 1 1
g 406 1 1 1 1 0 0 0 0 1 1 1
\ 407 1 1 1 1 0 0 0 0 1 1 1
408 1 1 1 1 0 0 0 0 1 1 1
409 1 1 1 1 0 0 0 0 1 1 1
410 1 1 1 1 0 0 0 0 1 1 1
411 1 1 1 1 1 0 0 0 1 1 1
412 1 1 1 1 0 0 0 0 1 1 1




INDIVIDUAL DATA 4-3-1
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:0mg/kg PERIOD : Day 14 of administration

In the cage

Stereotype Bizarre behavior

Animal Body position/ Respiratory — Tremor/ Rolling Repetitive

- . Biting/ Selfmutilation
No. Posture pattern Convulsion circling g
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INDIVIDUAL DATA 4-3-2
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:0mg/kg PERIOD : Day 14 of administration

On the hand

Ease of

Animal . Muscle _. . Mucous . Pupil . .. Secretions/
Removal Handling Piloerection  Fur Eyes Skin _p Lacrimation Salivation -
No. tone membranes size Excretions
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INDIVIDUAL DATA 4-3-3
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:0mg/kg PERIOD : Day 14 of administration

In the open-field

Stereotype Bizarre behavior
Animal Gait Co-ordination ;?/?rcélnvr:znttc;l Searching Urination Defecation Excess_ive Unusual head Walking Vocalization Aggression
No. of movement stimuli grooming movement backward
101 1 1 1 1 1 0 0 0 1 1 1
102 1 1 1 1 0 0 0 0 1 1 1
103 1 1 1 1 0 0 0 0 1 1 1
104 1 1 1 1 0 0 0 0 1 1 1
| 105 1 1 1 1 0 0 0 0 1 1 1
g 106 1 1 1 1 0 0 0 0 1 1 1
\ 107 1 1 1 1 0 0 0 0 1 1 1
108 1 1 1 1 0 0 0 0 1 1 1
109 1 1 1 1 0 0 0 0 1 1 1
110 1 1 1 1 0 0 0 0 1 1 1
111 1 1 1 1 0 0 0 0 1 1 1
112 1 1 1 1 0 0 0 0 1 1 1




INDIVIDUAL DATA 4-3-4
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:4mg/kg PERIOD : Day 14 of administration

In the cage

Stereotype Bizarre behavior

Animal Body position/ Respiratory — Tremor/ Rolling Repetitive

- . Biting/ Selfmutilation
No. Posture pattern Convulsion circling g
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INDIVIDUAL DATA 4-3-5
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:4mg/kg PERIOD : Day 14 of administration

On the hand

Ease of

Animal . Muscle _. . Mucous . Pupil . .. Secretions/
Removal Handling Piloerection  Fur Eyes Skin _p Lacrimation Salivation -
No. tone membranes size Excretions
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INDIVIDUAL DATA 4-3-6
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:4mg/kg PERIOD : Day 14 of administration

In the open-field

Stereotype Bizarre behavior
Animal Gait Co-ordination ;?/?rcélnvr:znttc;l Searching Urination Defecation Excess_ive Unusual head Walking Vocalization Aggression
No. of movement stimuli grooming movement backward
201 1 1 1 1 1 0 0 0 1 1 1
202 1 1 1 1 0 0 0 0 1 1 1
203 1 1 1 1 1 0 0 0 1 1 1
204 1 1 1 1 0 0 0 0 1 1 1
| 205 1 1 1 1 0 0 0 0 1 1 1
§ 206 1 1 1 1 0 1 0 0 1 1 1
\ 207 1 1 1 1 0 0 0 0 1 1 1
208 1 1 1 1 0 0 0 0 1 1 1
209 1 1 1 1 0 0 0 0 1 1 1
210 1 1 1 1 0 0 0 0 1 1 1
211 1 1 1 1 0 0 0 0 1 1 1
212 1 1 1 1 0 0 0 0 1 1 1




INDIVIDUAL DATA 4-3-7
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:20mg/kg PERIOD : Day 14 of administration

In the cage

Stereotype Bizarre behavior

Animal Body position/ Respiratory — Tremor/ Rolling Repetitive

- . Biting/ Selfmutilation
No. Posture pattern Convulsion circling g
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INDIVIDUAL DATA 4-3-8
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:20mg/kg PERIOD : Day 14 of administration

On the hand

Ease of

Animal . Muscle _. . Mucous . Pupil . .. Secretions/
Removal Handling Piloerection  Fur Eyes Skin _p Lacrimation Salivation -
No. tone membranes size Excretions
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INDIVIDUAL DATA 4-3-9
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:20mg/kg PERIOD : Day 14 of administration

In the open-field

Stereotype Bizarre behavior
Animal Gait Co-ordination ;?/?rcélnvr:znttc;l Searching Urination Defecation Excess_ive Unusual head Walking Vocalization Aggression
No. of movement stimuli grooming movement backward
301 1 1 1 1 0 0 0 0 1 1 1
302 1 1 1 1 0 0 0 0 1 1 1
303 1 1 1 1 0 0 0 0 1 1 1
304 1 1 1 1 0 0 0 0 1 1 1
| 305 1 1 1 1 0 0 0 0 1 1 1
§ 306 1 1 1 1 0 0 0 0 1 1 1
\ 307 1 1 1 1 0 0 0 0 1 1 1
308 1 1 1 1 0 0 0 0 1 1 1
309 1 1 1 1 0 0 0 0 1 1 1
310 1 1 1 1 0 0 0 0 1 1 1
311 1 1 1 1 0 0 0 0 1 1 1
312 1 1 1 1 0 0 0 0 1 1 1




INDIVIDUAL DATA 4-3-10
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP: 100 mg/kg PERIOD : Day 14 of administration

In the cage

Stereotype Bizarre behavior

Animal Body position/ Respiratory — Tremor/ Rolling Repetitive

- . Biting/ Selfmutilation
No. Posture pattern Convulsion circling g
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INDIVIDUAL DATA 4-3-11
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP: 100 mg/kg PERIOD : Day 14 of administration

On the hand

Ease of

Animal . Muscle _. . Mucous . Pupil . .. Secretions/
Removal Handling Piloerection  Fur Eyes Skin _p Lacrimation Salivation -
No. tone membranes size Excretions
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INDIVIDUAL DATA 4-3-12
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP: 100 mg/kg PERIOD : Day 14 of administration

In the open-field

Stereotype Bizarre behavior
Animal Gait Co-ordination ;?/?rcélnvr:znttc;l Searching Urination Defecation Excess_ive Unusual head Walking Vocalization Aggression
No. of movement stimuli grooming movement backward
401 1 1 1 1 0 0 0 0 1 1 1
402 1 1 1 1 0 0 0 0 1 1 1
403 1 1 1 1 0 0 0 0 1 1 1
404 1 1 1 1 0 0 0 0 1 1 1
| 405 1 1 1 1 0 0 0 0 1 1 1
§ 406 1 1 1 1 0 0 0 0 1 1 1
\ 407 1 1 1 1 0 0 0 0 1 1 1
408 1 1 1 1 0 0 0 0 1 1 1
409 1 1 1 1 1 0 0 0 1 1 1
410 1 1 1 1 0 0 0 0 1 1 1
411 1 1 1 1 0 0 0 0 1 1 1
412 1 1 1 1 0 0 0 0 1 1 1




INDIVIDUAL DATA 4-4-1
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:0mg/kg PERIOD : Day 21 of administration

In the cage

Stereotype Bizarre behavior

Animal Body position/ Respiratory — Tremor/ Rolling Repetitive

- . Biting/ Selfmutilation
No. Posture pattern Convulsion circling g
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INDIVIDUAL DATA 4-4-2
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:0mg/kg PERIOD : Day 21 of administration

On the hand

Ease of

Animal . Muscle _. . Mucous . Pupil . .. Secretions/
Removal Handling Piloerection  Fur Eyes Skin _p Lacrimation Salivation -
No. tone membranes size Excretions
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INDIVIDUAL DATA 4-4-3
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:0mg/kg PERIOD : Day 21 of administration

In the open-field

Stereotype Bizarre behavior
Animal Gait Co-ordination eii?rcélnvr:é/nttc;l Searching Urination Defecation Excess_ive Unusual head Walking Vocalization Aggression
No. of movement stimuli grooming movement backward
101 1 1 1 1 1 0 0 0 1 1 1
102 1 1 1 1 0 0 0 0 1 1 1
103 1 1 1 1 0 0 0 0 1 1 1
104 1 1 1 1 0 0 0 0 1 1 1
| 105 1 1 1 1 0 0 0 0 1 1 1
§ 106 1 1 1 1 0 0 0 0 1 1 1
\ 107 1 1 1 1 0 0 0 0 1 1 1
108 1 1 1 1 0 0 0 0 1 1 1
109 1 1 1 1 0 0 0 0 1 1 1
110 1 1 1 1 0 0 0 0 1 1 1
111 1 1 1 1 0 0 0 0 1 1 1
112 1 1 1 1 0 0 0 0 1 1 1




INDIVIDUAL DATA 4-4-4
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:4mg/kg PERIOD : Day 21 of administration

In the cage

Stereotype Bizarre behavior

Animal Body position/ Respiratory — Tremor/ Rolling Repetitive

- . Biting/ Selfmutilation
No. Posture pattern Convulsion circling g
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INDIVIDUAL DATA 4-4-5
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:4mg/kg PERIOD : Day 21 of administration

On the hand

Ease of

Animal . Muscle _. . Mucous . Pupil . .. Secretions/
Removal Handling Piloerection  Fur Eyes Skin _p Lacrimation Salivation -
No. tone membranes size Excretions

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

—€6T—
e T i
e e e
N RN RNRNDNRNRNDNDRNNDN
e e i
e i
e e e
O O O OO O O O o o o o
e e
e i
e i
e e
O O O OO O O o o o o o




INDIVIDUAL DATA 4-4-6
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:4mg/kg PERIOD : Day 21 of administration

In the open-field

Stereotype Bizarre behavior
Animal Gait Co-ordination eii?rcélnvr:é/nttc;l Searching Urination Defecation Excess_ive Unusual head Walking Vocalization Aggression
No. of movement stimuli grooming movement backward
201 1 1 1 1 0 0 0 0 1 1 1
202 1 1 1 1 0 0 0 0 1 1 1
203 1 1 1 1 0 0 0 0 1 1 1
204 1 1 1 1 0 0 0 0 1 1 1
| 205 1 1 1 1 0 0 0 0 1 1 1
§ 206 1 1 1 1 0 0 0 0 1 1 1
\ 207 1 1 1 1 0 0 0 0 1 1 1
208 1 1 1 1 0 0 0 0 1 1 1
209 1 1 1 1 0 0 0 0 1 1 1
210 1 1 1 1 0 0 0 0 1 1 1
211 1 1 1 1 0 0 0 0 1 1 1
212 1 1 1 1 0 0 0 0 1 1 1




INDIVIDUAL DATA 4-4-7
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:20mg/kg PERIOD : Day 21 of administration

In the cage

Stereotype Bizarre behavior

Animal Body position/ Respiratory — Tremor/ Rolling Repetitive

- . Biting/ Selfmutilation
No. Posture pattern Convulsion circling g
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INDIVIDUAL DATA 4-4-8
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:20mg/kg PERIOD : Day 21 of administration

On the hand

Ease of

Animal . Muscle _. . Mucous . Pupil . .. Secretions/
Removal Handling Piloerection  Fur Eyes Skin _p Lacrimation Salivation -
No. tone membranes size Excretions
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INDIVIDUAL DATA 4-4-9
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:20mg/kg PERIOD : Day 21 of administration

In the open-field

Stereotype Bizarre behavior
Animal Gait Co-ordination eii?rcélnvr:é/nttc;l Searching Urination Defecation Excess_ive Unusual head Walking Vocalization Aggression
No. of movement stimuli grooming movement backward
301 1 1 1 1 1 0 0 0 1 1 1
302 1 1 1 1 0 0 0 0 1 1 1
303 1 1 1 1 0 0 0 0 1 1 1
304 1 1 1 1 0 1 0 0 1 1 1
| 305 1 1 1 1 0 0 0 0 1 1 1
§ 306 1 1 1 1 0 0 0 0 1 1 1
\ 307 1 1 1 1 0 0 0 0 1 1 1
308 1 1 1 1 0 0 0 0 1 1 1
309 1 1 1 1 0 0 0 0 1 1 1
310 1 1 1 1 0 0 0 0 1 1 1
311 1 1 1 1 0 0 0 0 1 1 1
312 1 1 1 1 0 0 0 0 1 1 1




INDIVIDUAL DATA 4-4-10
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP: 100 mg/kg PERIOD : Day 21 of administration

In the cage

Stereotype Bizarre behavior

Animal Body position/ Respiratory — Tremor/ Rolling Repetitive

- . Biting/ Selfmutilation
No. Posture pattern Convulsion circling g
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INDIVIDUAL DATA 4-4-11
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP: 100 mg/kg PERIOD : Day 21 of administration

On the hand

Ease of

Animal . Muscle _. . Mucous . Pupil . .. Secretions/
Removal Handling Piloerection  Fur Eyes Skin _p Lacrimation Salivation -
No. tone membranes size Excretions
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INDIVIDUAL DATA 4-4-12
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP: 100 mg/kg PERIOD : Day 21 of administration

In the open-field

Stereotype Bizarre behavior
Animal Gait Co-ordination eii?rcélnvr:é/nttc;l Searching Urination Defecation Excess_ive Unusual head Walking Vocalization Aggression
No. of movement stimuli grooming movement backward
401 1 1 1 1 0 0 0 0 1 1 1
402 1 1 1 1 0 0 0 0 1 1 1
403 1 1 1 1 0 0 0 0 1 1 1
404 1 1 1 1 0 0 0 0 1 1 1
| 405 1 1 1 1 0 0 0 0 1 1 1
§ 406 1 1 1 1 0 0 0 0 1 1 1
\ 407 1 1 1 1 0 0 0 0 1 1 1
408 1 1 1 1 0 0 0 0 1 1 1
409 1 1 1 1 0 0 0 0 1 1 1
410 1 1 1 1 0 0 0 0 1 1 1
411 1 1 1 1 0 0 0 0 1 1 1
412 1 1 1 1 0 0 0 0 1 1 1




INDIVIDUAL DATA 4-5-1
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:0mg/kg PERIOD : Day 28 of administration

In the cage

Stereotype Bizarre behavior

Animal Body position/ Respiratory  Tremor/ Rolling Repetitive

No. Posture pattern  Convulsion circling Biting/ Selfmutilation
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INDIVIDUAL DATA 4-5-2
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:0mg/kg PERIOD : Day 28 of administration

On the hand

Ease of

Animal . Muscle _. . Mucous . Pupil . - Secretions/
Removal Handling Piloerection  Fur Eyes Skin - P Lacrimation Salivation -
No. tone membranes size Excretions
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INDIVIDUAL DATA 4-5-3
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:0mg/kg PERIOD : Day 28 of administration

In the open-field

Stereotype Bizarre behavior
Animal Gait Co-ordination eisicc::;:tgntt; Searching Urination Defecation Excess_ive Unusual head Walking Vocalization Aggression
No. of movement stimuli grooming movement backward
101 1 1 1 1 0 0 0 0 1 1 1
102 1 1 1 1 0 0 0 0 1 1 1
103 1 1 1 1 0 0 0 0 1 1 1
104 1 1 1 1 0 0 0 0 1 1 1
‘ 105 1 1 1 1 0 0 0 0 1 1 1
N 106 1 1 1 1 0 0 0 0 1 1 1
o\o 107 1 1 1 1 0 0 0 0 1 1 1
108 1 1 1 1 0 0 0 0 1 1 1
109 1 1 1 1 0 0 0 0 1 1 1
110 1 1 1 1 1 0 0 0 1 1 1
111 1 1 1 1 0 0 0 0 1 1 1
112 1 1 1 1 0 0 0 0 1 1 1




INDIVIDUAL DATA 4-5-4
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:4mg/kg PERIOD : Day 28 of administration

In the cage

Stereotype Bizarre behavior

Animal Body position/ Respiratory  Tremor/ Rolling Repetitive

No. Posture pattern  Convulsion circling Biting/ Selfmutilation
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INDIVIDUAL DATA 4-5-5
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:4mg/kg PERIOD : Day 28 of administration

On the hand

Ease of

Animal . Muscle _. . Mucous . Pupil . - Secretions/
Removal Handling Piloerection  Fur Eyes Skin - P Lacrimation Salivation -
No. tone membranes size Excretions
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INDIVIDUAL DATA 4-5-6
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:4mg/kg PERIOD : Day 28 of administration

In the open-field

Stereotype Bizarre behavior
Animal Gait Co-ordination eisicc::;:tgntt; Searching Urination Defecation Excess_ive Unusual head Walking Vocalization Aggression
No. of movement stimuli grooming movement backward
201 1 1 1 1 1 0 0 0 1 1 1
202 1 1 1 1 0 0 0 0 1 1 1
203 1 1 1 1 0 0 0 0 1 1 1
204 1 1 1 1 0 0 0 0 1 1 1
‘ 205 1 1 1 1 0 0 0 0 1 1 1
P 206 1 1 1 1 0 0 0 0 1 1 1
c\h 207 1 1 1 1 0 0 0 0 1 1 1
208 1 1 1 1 0 0 0 0 1 1 1
209 1 1 1 1 0 0 0 0 1 1 1
210 1 1 1 1 0 0 0 0 1 1 1
211 1 1 1 1 0 0 0 0 1 1 1
212 1 1 1 1 0 0 0 0 1 1 1




INDIVIDUAL DATA 4-5-7
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:20mg/kg PERIOD : Day 28 of administration

In the cage

Stereotype Bizarre behavior

Animal Body position/ Respiratory  Tremor/ Rolling Repetitive

No. Posture pattern  Convulsion circling Biting/ Selfmutilation
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INDIVIDUAL DATA 4-5-8
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:20mg/kg PERIOD : Day 28 of administration

On the hand

Ease of

Animal . Muscle _. . Mucous . Pupil . - Secretions/
Removal Handling Piloerection  Fur Eyes Skin - P Lacrimation Salivation -
No. tone membranes size Excretions
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INDIVIDUAL DATA 4-5-9
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:20mg/kg PERIOD : Day 28 of administration

In the open-field

Stereotype Bizarre behavior
Animal .. Co-ordination Regctivity 0 . N . Excessive  Unusual head Walking - .
Gait environmental Searching Urination Defecation . Vocalization Aggression
No. of movement stimuli grooming movement backward
301 1 1 1 1 0 0 0 0 1 1 1
302 1 1 1 1 0 0 0 0 1 1 1
303 1 1 1 1 0 0 0 0 1 1 1
304 1 1 1 1 0 0 0 0 1 1 1
‘ 305 1 1 1 1 0 0 0 0 1 1 1
N 306 1 1 1 1 0 0 0 0 1 1 1
T 307 1 1 1 1 0 0 0 0 1 1 1
308 1 1 1 1 0 0 0 0 1 1 1
309 1 1 1 1 0 0 0 0 1 1 1
310 1 1 1 1 0 0 0 0 1 1 1
311 1 1 1 1 0 0 0 0 1 1 1
312 1 1 1 1 0 0 0 0 1 1 1




INDIVIDUAL DATA 4-5-10
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP :100mg/kg PERIOD : Day 28 of administration

In the cage

Stereotype Bizarre behavior

Animal Body position/ Respiratory  Tremor/ Rolling Repetitive

No. Posture pattern  Convulsion circling Biting/ Selfmutilation
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INDIVIDUAL DATA 4-5-11
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP: 100 mg/kg PERIOD : Day 28 of administration

On the hand

Ease of

Animal . Muscle _. . Mucous . Pupil . - Secretions/
Removal Handling Piloerection  Fur Eyes Skin - P Lacrimation Salivation -
No. tone membranes size Excretions
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INDIVIDUAL DATA 4-5-12
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP :100mg/kg PERIOD : Day 28 of administration

In the open-field

Stereotype Bizarre behavior
Animal Gait Co-ordination eisicc::;:tgntt; Searching Urination Defecation Excess_ive Unusual head Walking Vocalization Aggression
No. of movement stimuli grooming movement backward
401 1 1 1 1 0 0 0 0 1 1 1
402 1 1 1 1 0 0 0 0 1 1 1
403 1 1 1 1 0 0 0 0 1 1 1
404 1 1 1 1 0 0 0 0 1 1 1
‘ 405 1 1 1 1 0 0 0 0 1 1 1
N 406 1 1 1 1 0 0 0 0 1 1 1
'\f 407 1 1 1 1 0 0 0 0 1 1 1
408 1 1 1 1 0 0 0 0 1 1 1
409 1 1 1 1 0 0 0 0 1 1 1
410 1 1 1 1 0 0 0 0 1 1 1
411 1 1 1 1 0 0 0 0 1 1 1
412 1 1 1 1 0 0 0 0 1 1 1




INDIVIDUAL DATA 4-6-1
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:0mg/kg PERIOD : Day 35 of administration

In the cage

Stereotype Bizarre behavior

Animal Body position/ Respiratory — Tremor/ Rolling Repetitive

- . Biting/ Selfmutilation
No. Posture pattern Convulsion circling g
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INDIVIDUAL DATA 4-6-2
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:0mg/kg PERIOD : Day 35 of administration

On the hand

Ease of

Animal . Muscle _. . Mucous . Pupil . - Secretions/
Removal Handling Piloerection  Fur Eyes Skin - P Lacrimation Salivation -
No. tone membranes size Excretions
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INDIVIDUAL DATA 4-6-3
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:0mg/kg PERIOD : Day 35 of administration

In the open-field

Stereotype Bizarre behavior
Animal Gait Co-ordination eifl?rcc?nvrIr:Zntt:I Searching Urination Defecation Excess_ive Unusual head - Walking Vocalization Aggression
No. of movement stimuli grooming  movement backward
101 1 1 1 1 1 0 0 0 1 1 1
102 1 1 1 1 0 0 0 0 1 1 1
103 1 1 1 1 0 0 0 0 1 1 1
104 1 1 1 1 0 0 0 0 1 1 1
| 105 1 1 1 1 0 0 0 0 1 1 1
E 106 1 1 1 1 0 0 0 0 1 1 1
\ 107 1 1 1 1 0 0 0 0 1 1 1
108 1 1 1 1 0 0 0 0 1 1 1
109 1 1 1 1 0 0 0 0 1 1 1
110 1 1 1 1 0 0 0 0 1 1 1
111 1 1 1 1 0 0 0 0 1 1 1
112 1 1 1 1 0 0 0 0 1 1 1




INDIVIDUAL DATA 4-6-4
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:4mg/kg PERIOD : Day 35 of administration

In the cage

Stereotype Bizarre behavior

Animal Body position/ Respiratory — Tremor/ Rolling Repetitive

- . Biting/ Selfmutilation
No. Posture pattern Convulsion circling g
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INDIVIDUAL DATA 4-6-5
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:4mg/kg PERIOD : Day 35 of administration

On the hand

Ease of

Animal . Muscle _. . Mucous . Pupil . - Secretions/
Removal Handling Piloerection  Fur Eyes Skin - P Lacrimation Salivation -
No. tone membranes size Excretions
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INDIVIDUAL DATA 4-6-6
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:4mg/kg PERIOD : Day 35 of administration

In the open-field

Stereotype Bizarre behavior
Animal Gait Co-ordination eifl?rcc?nvrIr:Zntt:I Searching Urination Defecation Excess_ive Unusual head - Walking Vocalization Aggression
No. of movement stimuli grooming  movement backward
201 1 1 1 1 0 0 0 0 1 1 1
202 1 1 1 1 0 0 0 0 1 1 1
203 1 1 1 1 0 0 0 0 1 1 1
204 1 1 1 1 0 0 0 0 1 1 1
| 205 1 1 1 1 0 0 0 0 1 1 1
E 206 1 1 1 1 0 0 0 0 1 1 1
\ 207 1 1 1 1 0 0 0 0 1 1 1
208 1 1 1 1 0 0 0 0 1 1 1
209 1 1 1 1 0 0 0 0 1 1 1
210 1 1 1 1 0 0 0 0 1 1 1
211 1 1 1 1 0 0 0 0 1 1 1
212 1 1 1 1 0 0 0 0 1 1 1




INDIVIDUAL DATA 4-6-7
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:20mg/kg PERIOD : Day 35 of administration

In the cage

Stereotype Bizarre behavior

Animal Body position/ Respiratory — Tremor/ Rolling Repetitive

- . Biting/ Selfmutilation
No. Posture pattern Convulsion circling g
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INDIVIDUAL DATA 4-6-8
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:20mg/kg PERIOD : Day 35 of administration

On the hand

Ease of

Animal . Muscle _. . Mucous . Pupil . - Secretions/
Removal Handling Piloerection  Fur Eyes Skin - P Lacrimation Salivation -
No. tone membranes size Excretions
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INDIVIDUAL DATA 4-6-9
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:20mg/kg PERIOD : Day 35 of administration

In the open-field

Stereotype Bizarre behavior
Animal Gait Co-ordination eifl?rcc?nvrIr:Zntt:I Searching Urination Defecation Excess_ive Unusual head - Walking Vocalization Aggression
No. of movement stimuli grooming  movement backward
301 1 1 1 1 1 0 0 0 1 1 1
302 1 1 1 1 0 0 0 0 1 1 1
303 1 1 1 1 0 0 0 0 1 1 1
304 1 1 1 1 0 0 0 0 1 1 1
| 305 1 1 1 1 0 0 0 0 1 1 1
§ 306 1 1 1 1 0 0 0 0 1 1 1
\ 307 1 1 1 1 0 0 0 0 1 1 1
308 1 1 1 1 0 0 0 0 1 1 1
309 1 1 1 1 0 0 0 0 1 1 1
310 1 1 1 1 0 0 0 0 1 1 1
311 1 1 1 1 0 0 0 0 1 1 1
312 1 1 1 1 0 0 0 0 1 1 1




INDIVIDUAL DATA 4-6-10
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP: 100 mg/kg PERIOD : Day 35 of administration

In the cage

Stereotype Bizarre behavior

Animal Body position/ Respiratory — Tremor/ Rolling Repetitive

- . Biting/ Selfmutilation
No. Posture pattern Convulsion circling g
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INDIVIDUAL DATA 4-6-11
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP: 100 mg/kg PERIOD : Day 35 of administration

On the hand

Ease of

Animal . Muscle _. . Mucous . Pupil . - Secretions/
Removal Handling Piloerection  Fur Eyes Skin - P Lacrimation Salivation -
No. tone membranes size Excretions
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INDIVIDUAL DATA 4-6-12
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP: 100 mg/kg PERIOD : Day 35 of administration

In the open-field

Stereotype Bizarre behavior
Animal Gait Co-ordination eifl?rcc?nvrIr:Zntt:I Searching Urination Defecation Excess_ive Unusual head - Walking Vocalization Aggression
No. of movement stimuli grooming  movement backward
401 1 1 1 1 0 0 0 0 1 1 1
402 1 1 1 1 0 0 0 0 1 1 1
403 1 1 1 1 0 0 0 0 1 1 1
404 1 1 1 1 0 0 0 0 1 1 1
| 405 1 1 1 1 0 0 0 0 1 1 1
§ 406 1 1 1 1 0 0 0 0 1 1 1
\ 407 1 1 1 1 0 0 0 0 1 1 1
408 1 1 1 1 0 0 0 0 1 1 1
409 1 1 1 1 0 0 0 0 1 1 1
410 1 1 1 1 0 0 0 0 1 1 1
411 1 1 1 1 0 0 0 0 1 1 1
412 1 1 1 1 0 0 0 0 1 1 1




INDIVIDUAL DATA 4-7-1
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:0mg/kg PERIOD : Day 42 of administration

In the cage

Stereotype Bizarre behavior

Animal Body position/ Respiratory  Tremor/ Rolling Repetitive

No. Posture pattern  Convulsion circling Biting/ Selfmutilation
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INDIVIDUAL DATA 4-7-2
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:0mg/kg PERIOD : Day 42 of administration

On the hand

Ease of

Animal . Muscle _. . Mucous . Pupil . .. Secretions/
Removal Handling Piloerection  Fur Eyes - P Lacrimation Salivation -
No. tone membranes size Excretions

101
102
103
104
105
106
107
108
109
110
111
112

—9¢¢—
e e
e i
N RN RNRNDNRNRNDNDRNNDN
e i
e e
e e i
O O O OO O O o o o o o
e i
e i
e e T
e e
O O O OO0 O O O o o o o




INDIVIDUAL DATA 4-7-3
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:0mg/kg PERIOD : Day 42 of administration

In the open-field

Stereotype Bizarre behavior
Animal Gait Co-ordination eis?rcc::;tgntt; Searching Urination Defecation Excess_ive Unusual head - Walking Vocalization Aggression
No. of movement stimuli grooming  movement backward
101 1 1 1 1 1 0 0 0 1 1 1
102 1 1 1 1 0 0 0 0 1 1 1
103 1 1 1 1 0 0 0 0 1 1 1
104 1 1 1 1 0 0 0 0 1 1 1
‘ 105 1 1 1 1 0 0 0 0 1 1 1
NS 106 1 1 1 1 0 0 0 0 1 1 1
T 107 1 1 1 1 0 0 0 0 1 1 1
108 1 1 1 1 0 0 0 0 1 1 1
109 1 1 1 1 0 0 0 0 1 1 1
110 1 1 1 1 0 0 0 0 1 1 1
111 1 1 1 1 0 0 0 0 1 1 1
112 1 1 1 1 0 0 0 0 1 1 1




INDIVIDUAL DATA 4-7-4
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:4 mg/kg PERIOD : Day 42 of administration

In the cage

Stereotype Bizarre behavior

Animal Body position/ Respiratory  Tremor/ Rolling Repetitive

No. Posture pattern  Convulsion circling Biting/ Selfmutilation

201
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INDIVIDUAL DATA 4-7-5
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:4mg/kg PERIOD : Day 42 of administration

On the hand

Ease of

Animal . Muscle _. . Mucous . Pupil . .. Secretions/
Removal Handling Piloerection  Fur Eyes - P Lacrimation Salivation -
No. tone membranes size Excretions
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INDIVIDUAL DATA 4-7-6
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:4 mg/kg PERIOD : Day 42 of administration

In the open-field

Stereotype Bizarre behavior
Animal Gait Co-ordination eis?rcc::;tgntt; Searching Urination Defecation Excess_ive Unusual head - Walking Vocalization Aggression
No. of movement stimuli grooming  movement backward
201 1 1 1 1 0 0 0 0 1 1 1
202 1 1 1 1 0 0 0 0 1 1 1
203 1 1 1 1 0 0 0 0 1 1 1
204 1 1 1 1 0 0 0 0 1 1 1
‘ 205 1 1 1 1 0 0 0 0 1 1 1
5 206 1 1 1 1 0 0 0 0 1 1 1
c\’ 207 1 1 1 1 0 0 0 0 1 1 1
208 1 1 1 1 0 0 0 0 1 1 1
209 1 1 1 1 0 0 0 0 1 1 1
210 1 1 1 1 0 0 0 0 1 1 1
211 1 1 1 1 0 0 0 0 1 1 1
212 1 1 1 1 0 0 0 0 1 1 1




INDIVIDUAL DATA 4-7-7
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:20mg/kg PERIOD : Day 42 of administration

In the cage

Stereotype Bizarre behavior

Animal Body position/ Respiratory  Tremor/ Rolling Repetitive

No. Posture pattern  Convulsion circling Biting/ Selfmutilation
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INDIVIDUAL DATA 4-7-8
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:20mg/kg PERIOD : Day 42 of administration

On the hand

Ease of

Animal . Muscle _. . Mucous . Pupil . .. Secretions/
Removal Handling Piloerection  Fur Eyes - P Lacrimation Salivation -
No. tone membranes size Excretions
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INDIVIDUAL DATA 4-7-9
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:20mg/kg PERIOD : Day 42 of administration

In the open-field

Stereotype Bizarre behavior
Animal Gait Co-ordination eis?rcc::;tgntt; Searching Urination Defecation Excess_ive Unusual head - Walking Vocalization Aggression
No. of movement stimuli grooming  movement backward
301 1 1 1 1 0 0 0 0 1 1 1
302 1 1 1 1 0 0 0 0 1 1 1
303 1 1 1 1 0 0 0 0 1 1 1
304 1 1 1 1 0 0 0 0 1 1 1
‘ 305 1 1 1 1 0 0 0 0 1 1 1
5 306 1 1 1 1 0 0 0 0 1 1 1
i 307 1 1 1 1 0 0 0 0 1 1 1
308 1 1 1 1 0 0 0 0 1 1 1
309 1 1 1 1 0 0 0 0 1 1 1
310 1 1 1 1 0 0 0 0 1 1 1
311 1 1 1 1 0 0 0 0 1 1 1
312 1 1 1 1 0 0 0 0 1 1 1




INDIVIDUAL DATA 4-7-10
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP :100mg/kg PERIOD : Day 42 of administration

In the cage

Stereotype Bizarre behavior

Animal Body position/ Respiratory  Tremor/ Rolling Repetitive

No. Posture pattern  Convulsion circling Biting/ Selfmutilation

401
402
403
404
405
406
407
408
409
410
411
412
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INDIVIDUAL DATA 4-7-11
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP: 100 mg/kg PERIOD : Day 42 of administration

On the hand

Ease of

Animal . Muscle _. . Mucous . Pupil . .. Secretions/
Removal Handling Piloerection  Fur Eyes - P Lacrimation Salivation -
No. tone membranes size Excretions

401
402
403
404
405
406
407
408
409
410
411
412
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INDIVIDUAL DATA 4-7-12
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP :100mg/kg PERIOD : Day 42 of administration

In the open-field

Stereotype Bizarre behavior
Animal Gait Co-ordination eis?rcc::;tgntt; Searching Urination Defecation Excess_ive Unusual head - Walking Vocalization Aggression
No. of movement stimuli grooming  movement backward
401 1 1 1 1 0 0 0 0 1 1 1
402 1 1 1 1 0 0 0 0 1 1 1
403 1 1 1 1 0 0 0 0 1 1 1
404 1 1 1 1 0 0 0 0 1 1 1
‘ 405 1 1 1 1 0 0 0 0 1 1 1
Y] 406 1 1 1 1 0 0 0 0 1 1 1
c\h 407 1 1 1 1 0 0 0 0 1 1 1
408 1 1 1 1 0 0 0 0 1 1 1
409 1 1 1 1 0 0 0 0 1 1 1
410 1 1 1 1 0 0 0 0 1 1 1
411 1 1 1 1 0 0 0 0 1 1 1
412 1 1 1 1 0 0 0 0 1 1 1




INDIVIDUAL DATA 4-8-1
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:0mg/kg PERIOD : Day 7 of recovery

In the cage
Stereotype Bizarre behavior
Animal Body position/ Respiratory Tremor/ Rolling Re_pet!tlve Biting/ Selfmutilation

No. Posture pattern Convulsion circling

104 1 1 1 0 0 1
105 1 1 1 0 0 1
106 1 1 1 0 0 1
107 1 1 1 0 0 1
108 1 1 1 0 0 1

—L1EC—



INDIVIDUAL DATA 4-8-2

STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats

Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:0mg/kg PERIOD : Day 7 of recovery

On the hand
Ease of
Animal Removal Handling Muscle Piloerection  Fur Eyes Mucous Skin Pl_JpII Lacrimation Salivation Secretl_ons/
No. tone membranes size Excretions
104 1 1 2 1 1 1 0 1 1 1 1 0
105 1 1 2 1 1 1 0 1 1 1 1 0
106 1 1 2 1 1 1 0 1 1 1 1 0
107 1 1 2 1 1 1 0 1 1 1 1 0
\ 108 1 1 2 1 1 1 0 1 1 1 1 0
N
w
T
N 5 5 5 5 5 5 5 5 5 5 5 5



INDIVIDUAL DATA 4-8-3
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:0mg/kg PERIOD : Day 7 of recovery

In the open-field

Stereotype Bizarre behavior
Animal . Co-ordination of Rez?lctlwty 0 . A . Excessive Unusual Walking - .
Gait environmental Searching Urination Defecation - head Vocalization Aggression
No. movement P grooming backward
stimuli movement

104 1 1 1 1 0 0 0 0 1 1 1
105 1 1 1 1 0 0 0 0 1 1 1
106 1 1 1 1 0 0 0 0 1 1 1
107 1 1 1 1 0 0 0 0 1 1 1
108 1 1 1 1 0 0 0 0 1 1 1

—6EC—



INDIVIDUAL DATA 4-8-4
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP: 100 mg/kg PERIOD : Day 7 of recovery

In the cage
Stereotype Bizarre behavior
Animal Body position/ Respiratory Tremor/ Rolling Re_pet!tlve Biting/ Selfmutilation

No. Posture pattern Convulsion circling

401 1 1 1 0 0 1
404 1 1 1 0 0 1
406 1 1 1 0 0 1
411 1 1 1 0 0 1
412 1 1 1 0 0 1

—0ove—



INDIVIDUAL DATA 4-8-5

STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP: 100 mg/kg PERIOD : Day 7 of recovery

On the hand
Ease of
Animal Removal Handling Muscle Piloerection  Fur Eyes Mucous Skin Pl_JpII Lacrimation Salivation Secretl_ons/
No. tone membranes size Excretions
401 1 1 2 1 1 1 0 1 1 1 1 0
404 1 1 2 1 1 1 0 1 1 1 1 0
406 1 1 2 1 1 1 0 1 1 1 1 0
411 1 1 2 1 1 1 0 1 1 1 1 0
\ 412 1 1 2 1 1 1 0 1 1 1 1 0
N
S
0
N 5 5 5 5 5 5 5 5 5 5 5 5



INDIVIDUAL DATA 4-8-6
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP: 100 mg/kg PERIOD : Day 7 of recovery

In the open-field

Stereotype Bizarre behavior
Animal . Co-ordination of Rez?lctlwty 0 . A . Excessive Unusual Walking - .
Gait environmental Searching Urination Defecation - head Vocalization Aggression
No. movement P grooming backward
stimuli movement

401 1 1 1 1 0 0 0 0 1 1 1
404 1 1 1 1 0 0 0 0 1 1 1
406 1 1 1 1 0 0 0 0 1 1 1
411 1 1 1 1 0 0 0 0 1 1 1
412 1 1 1 1 0 0 0 0 1 1 1

—cve—



INDIVIDUAL DATA 4-9-1
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:0mg/kg PERIOD : Day 14 of recovery

In the cage
Stereotype Bizarre behavior
Animal Body position/ Respiratory Tremor/ Rolling Re_pet!tlve Biting/ Selfmutilation

No. Posture pattern Convulsion circling

104 1 1 1 0 0 1
105 1 1 1 0 0 1
106 1 1 1 0 0 1
107 1 1 1 0 0 1
108 1 1 1 0 0 1

—Eeve—



INDIVIDUAL DATA 4-9-2

STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:0mg/kg PERIOD : Day 14 of recovery

On the hand
Ease of
Animal Removal Handling Muscle Piloerection  Fur Eyes Mucous Skin Pl_JpII Lacrimation Salivation Secretl_ons/
No. tone membranes size Excretions
104 1 1 2 1 1 1 0 1 1 1 1 0
105 1 1 2 1 1 1 0 1 1 1 1 0
106 1 1 2 1 1 1 0 1 1 1 1 0
107 1 1 2 1 1 1 0 1 1 1 1 0
\ 108 1 1 2 1 1 1 0 1 1 1 1 0
N
S
T
N 5 5 5 5 5 5 5 5 5 5 5 5



INDIVIDUAL DATA 4-9-3
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:0mg/kg PERIOD : Day 14 of recovery

In the open-field

Stereotype Bizarre behavior
Animal . Co-ordination Rez?lctlwty 0 . A . Excessive Unusual Walking - -
Gait environmental Searching Urination Defecation - head Vocalization Aggression
No. of movement P grooming backward
stimuli movement

104 1 1 1 1 0 0 0 0 1 1 1
105 1 1 1 1 0 0 0 0 1 1 1
106 1 1 1 1 0 0 0 0 1 1 1
107 1 1 1 1 0 0 0 0 1 1 1
108 1 1 1 1 0 0 0 0 1 1 1

—Sve—



INDIVIDUAL DATA 4-9-4
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP: 100 mg/kg PERIOD : Day 14 of recovery

In the cage
Stereotype Bizarre behavior
Animal Body position/ Respiratory Tremor/ Rolling Re_pet!tlve Biting/ Selfmutilation

No. Posture pattern Convulsion circling

401 1 1 1 0 0 1
404 1 1 1 0 0 1
406 1 1 1 0 0 1
411 1 1 1 0 0 1
412 1 1 1 0 0 1

—9ve—



INDIVIDUAL DATA 4-9-5

STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats

Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP: 100 mg/kg PERIOD : Day 14 of recovery

On the hand
Ease of
Animal Removal Handling Muscle Piloerection  Fur Eyes Mucous Skin Pl_JpII Lacrimation Salivation Secretl_ons/
No. tone membranes size Excretions
401 1 1 2 1 1 1 0 1 1 1 1 0
404 1 1 2 1 1 1 0 1 1 1 1 0
406 1 1 2 1 1 1 0 1 1 1 1 0
411 1 1 2 1 1 1 0 1 1 1 1 0
\ 412 1 1 2 1 1 1 0 1 1 1 1 0
N
S
T
N 5 5 5 5 5 5 5 5 5 5 5 5



INDIVIDUAL DATA 4-9-6
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP: 100 mg/kg PERIOD : Day 14 of recovery

In the open-field

Stereotype Bizarre behavior
Animal . Co-ordination Rez?lctlwty 0 . A . Excessive Unusual Walking - -
Gait environmental Searching Urination Defecation - head Vocalization Aggression
No. of movement P grooming backward
stimuli movement

401 1 1 1 1 0 0 0 0 1 1 1
404 1 1 1 1 0 0 0 0 1 1 1
406 1 1 1 1 1 0 0 0 1 1 1
411 1 1 1 1 0 0 0 0 1 1 1
412 1 1 1 1 0 0 0 0 1 1 1

—8v¢—



INDIVIDUAL DATA 5-1-1
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP:0mg/kg PERIOD : Pre-administration

In the cage
Stereotype Bizarre behavior

Animal Body position/ Respiratory — Tremor/ Rolling Repetitive

- . Biting/ Selfmutilation
No. Posture pattern Convulsion circling g

151
152
153
154
155
156
157
158
159
160
161
162
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INDIVIDUAL DATA 5-1-2
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP:0mg/kg PERIOD : Pre-administration

On the hand

Ease of

Animal . Muscle _. . Mucous . Pupil . .. Secretions/
Removal Handling Piloerection  Fur Eyes _p Lacrimation Salivation -
No. tone membranes size Excretions

151
152
153
154
155
156
157
158
159
160
161
162
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INDIVIDUAL DATA 5-1-3
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP:0mg/kg PERIOD : Pre-administration

In the open-field

Stereotype Bizarre behavior
Animal Gait Co-ordination eifl?rcc?nvr:znttc;l Searching Urination Defecation Excess_ive Unusual head Walking Vocalization Aggression
No. of movement stimuli grooming  movement backward
151 1 1 1 1 0 0 0 0 1 1 1
152 1 1 1 1 0 0 0 0 1 1 1
153 1 1 1 1 0 0 0 0 1 1 1
154 1 1 1 1 0 0 0 0 1 1 1
| 155 1 1 1 1 0 0 0 0 1 1 1
§ 156 1 1 1 1 1 0 0 0 1 1 1
\ 157 1 1 1 1 0 0 0 0 1 1 1
158 1 1 1 1 0 0 0 0 1 1 1
159 1 1 1 1 0 0 0 0 1 1 1
160 1 1 1 1 0 0 0 0 1 1 1
161 1 1 1 1 1 0 0 0 1 1 1
162 1 1 1 1 0 0 0 0 1 1 1




INDIVIDUAL DATA 5-1-4
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP:4mg/kg PERIOD : Pre-administration

In the cage
Stereotype Bizarre behavior

Animal Body position/ Respiratory — Tremor/ Rolling Repetitive

- . Biting/ Selfmutilation
No. Posture pattern Convulsion circling g

251
252
253
254
255
256
257
258
259
260
261
262
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INDIVIDUAL DATA 5-1-5
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP:4mg/kg PERIOD : Pre-administration

On the hand

Ease of

Animal . Muscle _. . Mucous . Pupil . .. Secretions/
Removal Handling Piloerection  Fur Eyes _p Lacrimation Salivation -
No. tone membranes size Excretions

251
252
253
254
255
256
257
258
259
260
261
262
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INDIVIDUAL DATA 5-1-6
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP:4mg/kg PERIOD : Pre-administration

In the open-field

Stereotype Bizarre behavior
Animal Gait Co-ordination eifl?rcc?nvr:znttc;l Searching Urination Defecation Excess_ive Unusual head Walking Vocalization Aggression
No. of movement stimuli grooming  movement backward
251 1 1 1 1 0 0 0 0 1 1 1
252 1 1 1 1 0 0 0 0 1 1 1
253 1 1 1 1 0 0 0 0 1 1 1
254 1 1 1 1 0 0 0 0 1 1 1
| 255 1 1 1 1 0 0 0 0 1 1 1
§ 256 1 1 1 1 0 0 0 0 1 1 1
\ 257 1 1 1 1 0 0 0 0 1 1 1
258 1 1 1 1 0 0 0 0 1 1 1
259 1 1 1 1 0 0 0 0 1 1 1
260 1 1 1 1 0 0 0 0 1 1 1
261 1 1 1 1 0 0 0 0 1 1 1
262 1 1 1 1 0 0 0 0 1 1 1




INDIVIDUAL DATA 5-1-7
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX :Female GROUP :20 mg/kg PERIOD : Pre-administration

In the cage
Stereotype Bizarre behavior

Animal Body position/ Respiratory — Tremor/ Rolling Repetitive

- . Biting/ Selfmutilation
No. Posture pattern Convulsion circling g

351
352
353
354
355
356
357
358
359
360
361
362
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INDIVIDUAL DATA 5-1-8
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX :Female GROUP :20 mg/kg PERIOD : Pre-administration

On the hand

Ease of

Animal . Muscle _. . Mucous . Pupil . .. Secretions/
Removal Handling Piloerection  Fur Eyes _p Lacrimation Salivation -
No. tone membranes size Excretions

351
352
353
354
355
356
357
358
359
360
361
362
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INDIVIDUAL DATA 5-1-9
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX :Female GROUP :20 mg/kg PERIOD : Pre-administration

In the open-field

Stereotype Bizarre behavior
Animal Gait Co-ordination eifl?rcc?nvr:znttc;l Searching Urination Defecation Excess_ive Unusual head Walking Vocalization Aggression
No. of movement stimuli grooming  movement backward
351 1 1 1 1 0 0 0 0 1 1 1
352 1 1 1 1 0 0 0 0 1 1 1
353 1 1 1 1 0 0 0 0 1 1 1
354 1 1 1 1 0 0 0 0 1 1 1
| 355 1 1 1 1 0 0 0 0 1 1 1
§ 356 1 1 1 1 0 0 0 0 1 1 1
\ 357 1 1 1 1 0 0 0 0 1 1 1
358 1 1 1 1 0 0 0 0 1 1 1
359 1 1 1 1 0 0 0 0 1 1 1
360 1 1 1 1 0 0 0 0 1 1 1
361 1 1 1 1 0 0 0 0 1 1 1
362 1 1 1 1 0 0 0 0 1 1 1




INDIVIDUAL DATA 5-1-10
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : 100 mg/kg PERIOD : Pre-administration

In the cage
Stereotype Bizarre behavior

Animal Body position/ Respiratory — Tremor/ Rolling Repetitive

- . Biting/ Selfmutilation
No. Posture pattern Convulsion circling g

451
452
453
454
455
456
457
458
459
460
461
462
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INDIVIDUAL DATA 5-1-11
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : 100 mg/kg PERIOD : Pre-administration

On the hand

Ease of

Animal . Muscle _. . Mucous . Pupil . .. Secretions/
Removal Handling Piloerection  Fur Eyes _p Lacrimation Salivation -
No. tone membranes size Excretions

451
452
453
454
455
456
457
458
459
460
461
462
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INDIVIDUAL DATA 5-1-12
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : 100 mg/kg PERIOD : Pre-administration

In the open-field

Stereotype Bizarre behavior
Animal Gait Co-ordination eii?rcélnvr:é/nttc;l Searching Urination Defecation Excess_ive Unusual head Walking Vocalization Aggression
No. of movement stimuli grooming  movement backward
451 1 1 1 1 1 0 0 0 1 1 1
452 1 1 1 1 0 0 0 0 1 1 1
453 1 1 1 1 0 0 0 0 1 1 1
454 1 1 1 1 0 0 0 0 1 1 1
| 455 1 1 1 1 0 0 0 0 1 1 1
§ 456 1 1 1 1 0 0 0 0 1 1 1
\ 457 1 1 1 1 0 0 0 0 1 1 1
458 1 1 1 1 0 0 0 0 1 1 1
459 1 1 1 1 0 0 0 0 1 1 1
460 1 1 1 1 0 0 0 0 1 1 1
461 1 1 1 1 0 0 0 0 1 1 1
462 1 1 1 1 1 0 0 0 1 1 1




INDIVIDUAL DATA 5-2-1
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP:0mg/kg PERIOD : Day 7 of administration

In the cage

Stereotype Bizarre behavior

Animal Body position/ Respiratory — Tremor/ Rolling Repetitive

- . Biting/ Selfmutilation
No. Posture pattern Convulsion circling g

151
152
153
154
155
156
157
158
159
160
161
162
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INDIVIDUAL DATA 5-2-2
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP:0mg/kg PERIOD : Day 7 of administration

On the hand

Ease of

Animal . Muscle _. . Mucous . Pupil . .. Secretions/
Removal Handling Piloerection  Fur Eyes Skin _p Lacrimation Salivation -
No. tone membranes size Excretions

151
152
153
154
155
156
157
158
159
160
161
162
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INDIVIDUAL DATA 5-2-3
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP:0mg/kg PERIOD : Day 7 of administration

In the open-field

Stereotype Bizarre behavior
Animal Gait Co-ordination of eifl?rcc?nvr:é/nttc;l Searching Urination Defecation Excess_ive Unusual head Walking Vocalization Aggression
No. movement stimuli grooming  movement backward
151 1 1 1 1 1 0 0 0 1 1 1
152 1 1 1 1 1 0 0 0 1 1 1
153 1 1 1 1 0 0 0 0 1 1 1
154 1 1 1 1 0 0 0 0 1 1 1
| 155 1 1 1 1 0 0 0 0 1 1 1
§ 156 1 1 1 1 0 0 0 0 1 1 1
\ 157 1 1 1 1 0 0 0 0 1 1 1
158 1 1 1 1 0 0 0 0 1 1 1
159 1 1 1 1 1 0 0 0 1 1 1
160 1 1 1 1 0 0 0 0 1 1 1
161 1 1 1 1 0 0 0 0 1 1 1
162 1 1 1 1 0 0 0 0 1 1 1




INDIVIDUAL DATA 5-2-4
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP:4mg/kg PERIOD : Day 7 of administration

In the cage

Stereotype Bizarre behavior

Animal Body position/ Respiratory — Tremor/ Rolling Repetitive

- . Biting/ Selfmutilation
No. Posture pattern Convulsion circling g

251
252
253
254
255
256
257
258
259
260
261
262
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INDIVIDUAL DATA 5-2-5
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP:4mg/kg PERIOD : Day 7 of administration

On the hand

Ease of

Animal . Muscle _. . Mucous . Pupil . .. Secretions/
Removal Handling Piloerection  Fur Eyes Skin _p Lacrimation Salivation -
No. tone membranes size Excretions

251
252
253
254
255
256
257
258
259
260
261
262
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INDIVIDUAL DATA 5-2-6
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP:4mg/kg PERIOD : Day 7 of administration

In the open-field

Stereotype Bizarre behavior
Animal Gait Co-ordination of eifl?rcc?nvr:é/nttc;l Searching Urination Defecation Excess_ive Unusual head Walking Vocalization Aggression
No. movement stimuli grooming  movement backward
251 1 1 1 1 0 0 0 0 1 1 1
252 1 1 1 1 0 0 0 0 1 1 1
253 1 1 1 1 0 0 0 0 1 1 1
254 1 1 1 1 0 0 0 0 1 1 1
| 255 1 1 1 1 0 0 0 0 1 1 1
§ 256 1 1 1 1 0 0 0 0 1 1 1
\ 257 1 1 1 1 0 0 0 0 1 1 1
258 1 1 1 1 0 0 0 0 1 1 1
259 1 1 1 1 0 0 0 0 1 1 1
260 1 1 1 1 0 0 0 0 1 1 1
261 1 1 1 1 0 0 0 0 1 1 1
262 1 1 1 1 1 0 0 0 1 1 1




INDIVIDUAL DATA 5-2-7
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP :20mg/kg PERIOD : Day 7 of administration

In the cage

Stereotype Bizarre behavior

Animal Body position/ Respiratory — Tremor/ Rolling Repetitive

- . Biting/ Selfmutilation
No. Posture pattern Convulsion circling g

351
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INDIVIDUAL DATA 5-2-8
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP :20mg/kg PERIOD : Day 7 of administration

On the hand

Ease of

Animal . Muscle _. . Mucous . Pupil . .. Secretions/
Removal Handling Piloerection  Fur Eyes Skin _p Lacrimation Salivation -
No. tone membranes size Excretions

351
352
353
354
355
356
357
358
359
360
361
362
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INDIVIDUAL DATA 5-2-9
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP :20mg/kg PERIOD : Day 7 of administration

In the open-field

Stereotype Bizarre behavior
Animal Gait Co-ordination of eii?rcc?nvr:é/nttcz)al Searching Urination Defecation Excess_ive Unusual head Walking Vocalization Aggression
No. movement stimuli grooming movement backward
351 1 1 1 1 0 0 0 0 1 1 1
352 1 1 1 1 0 0 0 0 1 1 1
353 1 1 1 1 0 0 0 0 1 1 1
354 1 1 1 1 0 0 0 0 1 1 1
| 355 1 1 1 1 1 0 0 0 1 1 1
§ 356 1 1 1 1 0 0 0 0 1 1 1
\ 357 1 1 1 1 1 0 0 0 1 1 1
358 1 1 1 1 1 0 0 0 1 1 1
359 1 1 1 1 0 0 0 0 1 1 1
360 1 1 1 1 0 0 0 0 1 1 1
361 1 1 1 1 0 0 0 0 1 1 1
362 1 1 1 1 0 0 0 0 1 1 1




INDIVIDUAL DATA 5-2-10
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 100 mg/kg PERIOD : Day 7 of administration

In the cage

Stereotype Bizarre behavior

Animal Body position/ Respiratory — Tremor/ Rolling Repetitive

- . Biting/ Selfmutilation
No. Posture pattern Convulsion circling g

451
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459
460
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462
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INDIVIDUAL DATA 5-2-11
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 100 mg/kg PERIOD : Day 7 of administration

On the hand

Ease of

Animal . Muscle _. . Mucous . Pupil . .. Secretions/
Removal Handling Piloerection  Fur Eyes Skin _p Lacrimation Salivation -
No. tone membranes size Excretions
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INDIVIDUAL DATA 5-2-12
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 100 mg/kg PERIOD : Day 7 of administration

In the open-field

Stereotype Bizarre behavior
Animal Gait Co-ordination of eii?rcc?nvr:é/nttcz)al Searching Urination Defecation Excess_ive Unusual head Walking Vocalization Aggression
No. movement stimuli grooming movement backward
451 1 1 1 1 1 0 0 0 1 1 1
452 1 1 1 1 0 0 0 0 1 1 1
453 1 1 1 1 0 0 0 0 1 1 1
454 1 1 1 1 0 0 0 0 1 1 1
| 455 1 1 1 1 0 0 0 0 1 1 1
g 456 1 1 1 1 0 0 0 0 1 1 1
\ 457 1 1 1 1 0 0 0 0 1 1 1
458 1 1 1 1 0 0 0 0 1 1 1
459 1 1 1 1 0 0 0 0 1 1 1
460 1 1 1 1 0 0 0 0 1 1 1
461 1 1 1 1 0 0 0 0 1 1 1
462 1 1 1 1 1 0 0 0 1 1 1




INDIVIDUAL DATA 5-3-1
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP :0mg/kg PERIOD : Day 14 of administration

In the cage

Stereotype Bizarre behavior

Animal Body position/ Respiratory — Tremor/ Rolling Repetitive

- . Biting/ Selfmutilation
No. Posture pattern Convulsion circling g
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INDIVIDUAL DATA 5-3-2
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP :0mg/kg PERIOD : Day 14 of administration

On the hand

Ease of

Animal . Muscle _. . Mucous . Pupil . .. Secretions/
Removal Handling Piloerection  Fur Eyes _p Lacrimation Salivation -
No. tone membranes size Excretions

151
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153
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INDIVIDUAL DATA 5-3-3
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP :0mg/kg PERIOD : Day 14 of administration

In the open-field

Stereotype Bizarre behavior
Animal Gait Co-ordination of eii?rcc?nvr:é/nttcz)al Searching Urination Defecation Excess_ive Unusual head Walking Vocalization Aggression
No. movement stimuli grooming movement backward
151 1 1 1 1 0 0 0 0 1 1 1
152 1 1 1 1 0 0 0 0 1 1 1
153 1 1 1 1 0 0 0 0 1 1 1
154 1 1 1 1 0 0 0 0 1 1 1
| 155 1 1 1 1 0 0 0 0 1 1 1
5 156 1 1 1 1 0 0 0 0 1 1 1
\ 157 1 1 1 1 0 0 0 0 1 1 1
158 1 1 1 1 0 0 0 0 1 1 1
159 1 1 1 1 1 0 0 0 1 1 1
160 1 1 1 1 0 0 0 0 1 1 1
161 1 1 1 1 0 0 0 0 1 1 1
162 1 1 1 1 0 0 0 0 1 1 1




INDIVIDUAL DATA 5-3-4
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP :4mg/kg PERIOD : Day 14 of administration

In the cage

Stereotype Bizarre behavior

Animal Body position/ Respiratory — Tremor/ Rolling Repetitive

- . Biting/ Selfmutilation
No. Posture pattern Convulsion circling g
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INDIVIDUAL DATA 5-3-5
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP :4mg/kg PERIOD : Day 14 of administration

On the hand

Ease of

Animal . Muscle _. . Mucous . Pupil . .. Secretions/
Removal Handling Piloerection  Fur Eyes _p Lacrimation Salivation -
No. tone membranes size Excretions

251
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INDIVIDUAL DATA 5-3-6
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP :4mg/kg PERIOD : Day 14 of administration

In the open-field

Stereotype Bizarre behavior
Animal Gait Co-ordination of eii?rcc?nvr:é/nttcz)al Searching Urination Defecation Excess_ive Unusual head Walking Vocalization Aggression
No. movement stimuli grooming movement backward
251 1 1 1 1 0 0 0 0 1 1 1
252 1 1 1 1 0 0 0 0 1 1 1
253 1 1 1 1 0 0 0 0 1 1 1
254 1 1 1 1 0 0 0 0 1 1 1
| 255 1 1 1 1 1 0 0 0 1 1 1
g 256 1 1 1 1 0 0 0 0 1 1 1
\ 257 1 1 1 1 0 0 0 0 1 1 1
258 1 1 1 1 0 0 0 0 1 1 1
259 1 1 1 1 0 0 0 0 1 1 1
260 1 1 1 1 0 0 0 0 1 1 1
261 1 1 1 1 0 0 0 0 1 1 1
262 1 1 1 1 0 0 0 0 1 1 1




INDIVIDUAL DATA 5-3-7
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP:20mg/kg PERIOD : Day 14 of administration

In the cage

Stereotype Bizarre behavior

Animal Body position/ Respiratory — Tremor/ Rolling Repetitive

- . Biting/ Selfmutilation
No. Posture pattern Convulsion circling g
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INDIVIDUAL DATA 5-3-8
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP:20mg/kg PERIOD : Day 14 of administration

On the hand

Ease of

Animal . Muscle _. . Mucous . Pupil . .. Secretions/
Removal Handling Piloerection  Fur Eyes _p Lacrimation Salivation -
No. tone membranes size Excretions
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INDIVIDUAL DATA 5-3-9
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP:20mg/kg PERIOD : Day 14 of administration

In the open-field

Stereotype Bizarre behavior
Animal Gait Co-ordination of eii?rcc?nvr:é/nttcz)al Searching Urination Defecation Excess_ive Unusual head Walking Vocalization Aggression
No. movement stimuli grooming movement backward
351 1 1 1 1 0 0 0 0 1 1 1
352 1 1 1 1 0 0 0 0 1 1 1
353 1 1 1 1 0 0 0 0 1 1 1
354 1 1 1 1 0 0 0 0 1 1 1
| 355 1 1 1 1 0 0 0 0 1 1 1
§ 356 1 1 1 1 0 0 0 0 1 1 1
\ 357 1 1 1 1 0 0 0 0 1 1 1
358 1 1 1 1 0 0 0 0 1 1 1
359 1 1 1 1 0 0 0 0 1 1 1
360 1 1 1 1 0 0 0 0 1 1 1
361 1 1 1 1 0 0 0 0 1 1 1
362 1 1 1 1 0 0 0 0 1 1 1




INDIVIDUAL DATA 5-3-10
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Female GROUP :100 mg/kg PERIOD : Day 14 of administration

In the cage

Stereotype Bizarre behavior

Animal Body position/ Respiratory — Tremor/ Rolling Repetitive

- . Biting/ Selfmutilation
No. Posture pattern Convulsion circling g
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458
459
460
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INDIVIDUAL DATA 5-3-11
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Female GROUP :100 mg/kg PERIOD : Day 14 of administration

On the hand

Ease of

Animal . Muscle _. . Mucous . Pupil . .. Secretions/
Removal Handling Piloerection  Fur Eyes _p Lacrimation Salivation -
No. tone membranes size Excretions
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INDIVIDUAL DATA 5-3-12
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Female GROUP :100 mg/kg PERIOD : Day 14 of administration

In the open-field

Stereotype Bizarre behavior
Animal Gait Co-ordination of eii?rcc?nvr:é/nttcz)al Searching Urination Defecation Excess_ive Unusual head Walking Vocalization Aggression
No. movement stimuli grooming movement backward
451 1 1 1 1 0 0 0 0 1 1 1
452 1 1 1 1 0 0 0 0 1 1 1
453 1 1 1 1 0 0 0 0 1 1 1
454 1 1 1 1 0 0 0 0 1 1 1
| 455 1 1 1 1 0 0 0 0 1 1 1
§ 456 1 1 1 1 0 0 0 0 1 1 1
\ 457 1 1 1 1 0 0 0 0 1 1 1
458 1 1 1 1 0 0 0 0 1 1 1
459 1 1 1 1 0 0 0 0 1 1 1
460 1 1 1 1 0 0 0 0 1 1 1
461 1 1 1 1 0 0 0 0 1 1 1
462 1 1 1 1 0 0 0 0 1 1 1




INDIVIDUAL DATA 5-4-1
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Female GROUP:0mg/kg PERIOD : Day 21 of administration

In the cage

Stereotype Bizarre behavior

Animal Body position/ Respiratory  Tremor/ Rolling Repetitive

. - Biting/ Selfmutilation
No. Posture pattern Convulsion circling g
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INDIVIDUAL DATA 5-4-2
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Female GROUP:0mg/kg PERIOD : Day 21 of administration

On the hand

Ease of

Animal . Muscle _. . Mucous . Pupil . ... Secretions/
Removal Handling Piloerection  Fur Eyes _p Lacrimation Salivation .
No. tone membranes size Excretions
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INDIVIDUAL DATA 5-4-3
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Female GROUP:0mg/kg PERIOD : Day 21 of administration

In the open-field

Stereotype Bizarre behavior
Animal Gait Co-ordination of _Reactivitytg  Searching Urination Defecation Excess_ive Unusual head ~ Walking Vocalization Aggression
No. movement environmental stimuli grooming movement backward
151 1 1 1 1 0 0 0 0 1 1 1
152 1 1 1 1 0 0 0 0 1 1 1
153 1 1 1 1 0 0 0 0 1 1 1
154 1 1 1 1 0 0 0 0 1 1 1
,\‘) 155 1 1 1 1 0 0 0 0 1 1 1
& 156 1 1 1 1 0 0 0 0 1 1 1
| 157 1 1 1 1 0 0 0 0 1 1 1
158 1 1 1 1 0 0 0 0 1 1 1
159 1 1 1 1 0 0 0 0 1 1 1
160 1 1 1 1 0 0 0 0 1 1 1
161 1 1 1 1 0 0 0 0 1 1 1
162 1 1 1 1 0 0 0 0 1 1 1




INDIVIDUAL DATA 5-4-4
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Female GROUP:4mg/kg PERIOD : Day 21 of administration

In the cage

Stereotype Bizarre behavior

Animal Body position/ Respiratory  Tremor/ Rolling Repetitive

. - Biting/ Selfmutilation
No. Posture pattern Convulsion circling g
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INDIVIDUAL DATA 5-4-5
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Female GROUP:4mg/kg PERIOD : Day 21 of administration

On the hand

Ease of

Animal . Muscle _. . Mucous . Pupil . ... Secretions/
Removal Handling Piloerection  Fur Eyes _p Lacrimation Salivation .
No. tone membranes size Excretions
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INDIVIDUAL DATA 5-4-6
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Female GROUP:4mg/kg PERIOD : Day 21 of administration

In the open-field

Stereotype Bizarre behavior
Animal Gait Co-ordination of _Reactivitytg  Searching Urination Defecation Excess_ive Unusual head ~ Walking Vocalization Aggression
No. movement environmental stimuli grooming movement backward
251 1 1 1 1 0 0 0 0 1 1 1
252 1 1 1 1 0 0 0 0 1 1 1
253 1 1 1 1 0 0 0 0 1 1 1
254 1 1 1 1 0 0 0 0 1 1 1
,\‘) 255 1 1 1 1 0 0 0 0 1 1 1
8 256 1 1 1 1 0 0 0 0 1 1 1
| 257 1 1 1 1 0 0 0 0 1 1 1
258 1 1 1 1 0 0 0 0 1 1 1
259 1 1 1 1 0 0 0 0 1 1 1
260 1 1 1 1 0 0 0 0 1 1 1
261 1 1 1 1 0 0 0 0 1 1 1
262 1 1 1 1 0 0 0 0 1 1 1




INDIVIDUAL DATA 5-4-7
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Female GROUP :20mg/kg PERIOD : Day 21 of administration

In the cage

Stereotype Bizarre behavior

Animal Body position/ Respiratory  Tremor/ Rolling Repetitive

. - Biting/ Selfmutilation
No. Posture pattern Convulsion circling g
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INDIVIDUAL DATA 5-4-8
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Female GROUP :20mg/kg PERIOD : Day 21 of administration

On the hand

Ease of

Animal . Muscle _. . Mucous . Pupil . ... Secretions/
Removal Handling Piloerection  Fur Eyes _p Lacrimation Salivation .
No. tone membranes size Excretions
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INDIVIDUAL DATA 5-4-9
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Female GROUP :20mg/kg PERIOD : Day 21 of administration

In the open-field

Stereotype Bizarre behavior
Animal Gait Co-ordination of _Reactivitytg  Searching Urination Defecation Excess_ive Unusual head ~ Walking Vocalization Aggression
No. movement environmental stimuli grooming movement backward
351 1 1 1 1 0 0 0 0 1 1 1
352 1 1 1 1 0 0 0 0 1 1 1
353 1 1 1 1 0 0 0 0 1 1 1
354 1 1 1 1 0 0 0 0 1 1 1
,\‘) 355 1 1 1 1 0 0 0 0 1 1 1
& 356 1 1 1 1 0 0 0 0 1 1 1
| 357 1 1 1 1 0 0 0 0 1 1 1
358 1 1 1 1 0 0 0 0 1 1 1
359 1 1 1 1 0 0 0 0 1 1 1
360 1 1 1 1 0 0 0 0 1 1 1
361 1 1 1 1 0 0 0 0 1 1 1
362 1 1 1 1 0 0 0 0 1 1 1




INDIVIDUAL DATA 5-4-10
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Female GROUP : 100 mg/kg PERIOD : Day 21 of administration

In the cage

Stereotype Bizarre behavior

Animal Body position/ Respiratory  Tremor/ Rolling Repetitive

. - Biting/ Selfmutilation
No. Posture pattern Convulsion circling g
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INDIVIDUAL DATA 5-4-11
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Female GROUP : 100 mg/kg PERIOD : Day 21 of administration

On the hand

Ease of

Animal . Muscle _. . Mucous . Pupil . ... Secretions/
Removal Handling Piloerection  Fur Eyes _p Lacrimation Salivation .
No. tone membranes size Excretions

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

—86¢—
N = = T T S e S SN S SIS =Y
R N = = T T S e o S S SEO =Y
N RPN DNDNRNRNDDNDDNDRNRNDN
R N = = T T S e S S S SEO =Y
N = = T T e e S S S SEO =Y
R N = = T T e e S S S SEO =Y
O O O O O O O O O O O O
N = T T S e S S S SEO =Y
N = T = T T S e S S S SEO =Y
R N = = T T S e S S S SEO =Y
= T = T T e e S S S SEO =Y
O O O O O O O O O O O O




INDIVIDUAL DATA 5-4-12
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Female GROUP : 100 mg/kg PERIOD : Day 21 of administration

In the open-field

Stereotype Bizarre behavior
Animal Gait Co-ordination of _Reactivityto_  Searching Urination Defecation Excess_ive Unusual head ~ Walking Vocalization Aggression
No. movement environmental stimuli grooming movement backward
451 1 1 1 1 0 0 0 0 1 1 1
452 1 1 1 1 0 0 0 0 1 1 1
453 1 1 1 1 0 0 0 0 1 1 1
454 1 1 1 1 0 0 0 0 1 1 1
,\‘) 455 1 1 1 1 0 0 0 0 1 1 1
3 456 1 1 1 1 0 0 0 0 1 1 1
| 457 1 1 1 1 0 0 0 0 1 1 1
458 1 1 1 1 0 0 0 0 1 1 1
459 1 1 1 1 0 0 0 0 1 1 1
460 1 1 1 1 0 0 0 0 1 1 1
461 1 1 1 1 0 0 0 0 1 1 1
462 1 1 1 1 0 0 0 0 1 1 1




INDIVIDUAL DATA 5-5-1
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX :Female GROUP:0mg/kg PERIOD : Day 28 of administration

In the cage

Stereotype Bizarre behavior

Animal Body position/ Respiratory  Tremor/ Rolling Repetitive

No. Posture pattern  Convulsion circling Biting/ Selfmutilation

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

T T = S =
e T T T T =
e T T = U =
O O OO OO0 O o o o o o
O O O O OO O O O O O O
N e T T S S =




INDIVIDUAL DATA 5-5-2
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP :0mg/kg PERIOD : Day 28 of administration

On the hand

Ease of

Animal . Muscle _. . Mucous . Pupil . .. Secretions/
Removal Handling Piloerection  Fur Eyes Skin _p Lacrimation Salivation -
No. tone membranes size Excretions

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

—86¢—
e e e
e e
N RN RNRNDNRNRNDNDRNNDN
e e e i
e e e
e i
O O O OO O O o o o o o
e i
e e i
e e
e e e i
O O O OO O O O o o o o




INDIVIDUAL DATA 5-5-3
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX :Female GROUP:0mg/kg PERIOD : Day 28 of administration

In the open-field

Stereotype Bizarre behavior
Animal Gait Co-ordination eis?rcc::;tgntt; Searching Urination Defecation Excess_ive Unusual head - Walking Vocalization Aggression
No. of movement stimuli grooming  movement backward
151 1 1 1 1 0 0 0 0 1 1 1
152 1 1 1 1 0 0 0 0 1 1 1
153 1 1 1 1 0 0 0 0 1 1 1
154 1 1 1 1 1 0 0 0 1 1 1
‘ 155 1 1 1 1 0 0 0 0 1 1 1
] 156 1 1 1 1 0 0 0 0 1 1 1
“\3 157 1 1 1 1 0 0 0 0 1 1 1
158 1 1 1 1 0 0 0 0 1 1 1
159 1 1 1 1 0 0 0 0 1 1 1
160 1 1 1 1 0 0 0 0 1 1 1
161 1 1 1 1 0 0 0 0 1 1 1
162 1 1 1 1 0 0 0 0 1 1 1




INDIVIDUAL DATA 5-5-4
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX :Female GROUP:4 mg/kg PERIOD : Day 28 of administration

In the cage

Stereotype Bizarre behavior

Animal Body position/ Respiratory  Tremor/ Rolling Repetitive

No. Posture pattern  Convulsion circling Biting/ Selfmutilation

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

T T = S =
e T T T T =
e T T = U =
O O OO OO0 O o o o o o
O O O O OO O O O O O O
N e T T S S =




INDIVIDUAL DATA 5-5-5
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP :4mg/kg PERIOD : Day 28 of administration

On the hand

Ease of

Animal . Muscle _. . Mucous . Pupil . .. Secretions/
Removal Handling Piloerection  Fur Eyes Skin _p Lacrimation Salivation -
No. tone membranes size Excretions

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

—108—
e e e
e e
N RN RNRNDNRNRNDNDRNNDN
e e e i
e e e
e i
O O O OO O O o o o o o
e i
e e i
e e
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INDIVIDUAL DATA 5-5-6
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX :Female GROUP:4 mg/kg PERIOD : Day 28 of administration

In the open-field

Stereotype Bizarre behavior
Animal Gait Co-ordination eis?rcc::;tgntt; Searching Urination Defecation Excess_ive Unusual head - Walking Vocalization Aggression
No. of movement stimuli grooming  movement backward
251 1 1 1 1 0 0 0 0 1 1 1
252 1 1 1 1 0 0 0 0 1 1 1
253 1 1 1 1 0 0 0 0 1 1 1
254 1 1 1 1 0 0 0 0 1 1 1
‘ 255 1 1 1 1 0 0 0 0 1 1 1
g 256 1 1 1 1 0 0 0 0 1 1 1
'\f 257 1 1 1 1 0 0 0 0 1 1 1
258 1 1 1 1 0 0 0 0 1 1 1
259 1 1 1 1 0 0 0 0 1 1 1
260 1 1 1 1 0 0 0 0 1 1 1
261 1 1 1 1 0 0 0 0 1 1 1
262 1 1 1 1 0 0 0 0 1 1 1




INDIVIDUAL DATA 5-5-7
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX :Female GROUP:20mg/kg PERIOD : Day 28 of administration

In the cage

Stereotype Bizarre behavior

Animal Body position/ Respiratory  Tremor/ Rolling Repetitive

No. Posture pattern  Convulsion circling Biting/ Selfmutilation

351
352
353
354
355
356
357
358
359
360
361
362

T T = S =
e T T T T =
e T T = U =
O O OO OO0 O o o o o o
O O O O OO O O O O O O
N e T T S S =




INDIVIDUAL DATA 5-5-8
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP:20mg/kg PERIOD : Day 28 of administration

On the hand

Ease of

Animal . Muscle _. . Mucous . Pupil . .. Secretions/
Removal Handling Piloerection  Fur Eyes Skin _p Lacrimation Salivation -
No. tone membranes size Excretions

351
352
353
354
355
356
357
358
359
360
361
362

—v0€—
e e e
e e
N RN RNRNDNRNRNDNDRNNDN
e e e i
e e e
e i
O O O OO O O o o o o o
e i
e e i
e e
e e e i
O O O OO O O O o o o o




INDIVIDUAL DATA 5-5-9
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX :Female GROUP:20mg/kg PERIOD : Day 28 of administration

In the open-field

Stereotype Bizarre behavior
Animal Gait Co-ordination eis?rcc::;tgntt; Searching Urination Defecation Excess_ive Unusual head - Walking Vocalization Aggression
No. of movement stimuli grooming  movement backward
351 1 1 1 1 0 0 0 0 1 1 1
352 1 1 1 1 0 0 0 0 1 1 1
353 1 1 1 1 0 0 0 0 1 1 1
354 1 1 1 1 0 0 0 0 1 1 1
‘ 355 1 1 1 1 0 0 0 0 1 1 1
8 356 1 1 1 1 0 0 0 0 1 1 1
T 357 1 1 1 1 0 0 0 0 1 1 1
358 1 1 1 1 0 0 0 0 1 1 1
359 1 1 1 1 0 0 0 0 1 1 1
360 1 1 1 1 0 0 0 0 1 1 1
361 1 1 1 1 0 0 0 0 1 1 1
362 1 1 1 1 0 0 0 0 1 1 1




INDIVIDUAL DATA 5-5-10
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Female GROUP :100 mg/kg PERIOD : Day 28 of administration

In the cage

Stereotype Bizarre behavior

Animal Body position/ Respiratory  Tremor/ Rolling Repetitive

No. Posture pattern  Convulsion circling Biting/ Selfmutilation

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

T T = S =
e T T T T =
e T T = U =
O O OO OO0 O o o o o o
O O O O OO O O O O O O
N e T T S S =




INDIVIDUAL DATA 5-5-11
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX :Female GROUP :100 mg/kg PERIOD : Day 28 of administration

On the hand

Ease of

Animal . Muscle _. . Mucous . Pupil . .. Secretions/
Removal Handling Piloerection  Fur Eyes Skin _p Lacrimation Salivation -
No. tone membranes size Excretions

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

—L0€—
e e e
e e
N RN RNRNDNRNRNDNDRNNDN
e e e i
e e e
e i
O O O OO O O o o o o o
e i
e e i
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e e e i
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INDIVIDUAL DATA 5-5-12
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Female GROUP :100 mg/kg PERIOD : Day 28 of administration

In the open-field

Stereotype Bizarre behavior
Animal Gait Co-ordination eis?rcc::;tgntt; Searching Urination Defecation Excess_ive Unusual head - Walking Vocalization Aggression
No. of movement stimuli grooming  movement backward
451 1 1 1 1 0 0 0 0 1 1 1
452 1 1 1 1 0 0 0 0 1 1 1
453 1 1 1 1 0 0 0 0 1 1 1
454 1 1 1 1 0 0 0 0 1 1 1
‘ 455 1 1 1 1 0 0 0 0 1 1 1
8 456 1 1 1 1 0 0 0 0 1 1 1
O\O 457 1 1 1 1 0 0 0 0 1 1 1
458 1 1 1 1 0 0 0 0 1 1 1
459 1 1 1 1 0 0 0 0 1 1 1
460 1 1 1 1 0 0 0 0 1 1 1
461 1 1 1 1 0 0 0 0 1 1 1
462 1 1 1 1 0 0 0 0 1 1 1




INDIVIDUAL DATA 5-6-1
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX :Female GROUP:0mg/kg PERIOD : Day 35 of administration

In the cage

Stereotype Bizarre behavior

Animal Body position/ Respiratory  Tremor/ Rolling Repetitive

No. Posture pattern  Convulsion circling Biting/ Selfmutilation

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

T T = S =
e T T T T =
e T T = U =
O O OO OO0 O o o o o o
O O O O OO O O O O O O
N e T T S S =




INDIVIDUAL DATA 5-6-2
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP :0mg/kg PERIOD : Day 35 of administration

On the hand

Ease of

Animal . Muscle _. . Mucous . Pupil . .. Secretions/
Removal  Handling Piloerection  Fur Eyes Skin _p Lacrimation Salivation -
No. tone membranes size Excretions

151
152
153
154
155
156
157
158
159
160
161
162
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INDIVIDUAL DATA 5-6-3
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX :Female GROUP:0mg/kg PERIOD : Day 35 of administration

In the open-field

Stereotype Bizarre behavior
Animal Gait Co-ordination of ei\i?rcc}:;tgnttc;l Searching Urination Defecation Excess_ive Unusual head - Walking Vocalization Aggression
No. movement stimuli grooming  movement backward
151 1 1 1 1 0 0 0 0 1 1 1
152 1 1 1 1 0 0 0 0 1 1 1
153 1 1 1 1 0 0 0 0 1 1 1
154 1 1 1 1 0 0 0 0 1 1 1
‘ 155 1 1 1 1 0 0 0 0 1 1 1
« 156 1 1 1 1 0 0 0 0 1 1 1
'T 157 1 1 1 1 0 0 0 0 1 1 1
158 1 1 1 1 0 0 0 0 1 1 1
159 1 1 1 1 0 0 0 0 1 1 1
160 1 1 1 1 0 0 0 0 1 1 1
161 1 1 1 1 0 0 0 0 1 1 1
162 1 1 1 1 0 0 0 0 1 1 1




INDIVIDUAL DATA 5-6-4
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX :Female GROUP:4 mg/kg PERIOD : Day 35 of administration

In the cage

Stereotype Bizarre behavior

Animal Body position/ Respiratory  Tremor/ Rolling Repetitive

No. Posture pattern  Convulsion circling Biting/ Selfmutilation

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

T T = S =
e T T T T =
e T T = U =
O O OO OO0 O o o o o o
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INDIVIDUAL DATA 5-6-5
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP :4 mg/kg PERIOD : Day 35 of administration

On the hand

Ease of

Animal . Muscle _. . Mucous . Pupil . .. Secretions/
Removal  Handling Piloerection  Fur Eyes Skin _p Lacrimation Salivation -
No. tone membranes size Excretions

251
252
253
254
255
256
257
258
259
260
261
262
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INDIVIDUAL DATA 5-6-6
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX :Female GROUP:4 mg/kg PERIOD : Day 35 of administration

In the open-field

Stereotype Bizarre behavior
Animal Gait Co-ordination of ei\i?rcc}:;tgnttc;l Searching Urination Defecation Excess_ive Unusual head - Walking Vocalization Aggression
No. movement stimuli grooming  movement backward
251 1 1 1 1 0 0 0 0 1 1 1
252 1 1 1 1 0 0 0 0 1 1 1
253 1 1 1 1 0 0 0 0 1 1 1
254 1 1 1 1 0 0 0 0 1 1 1
‘ 255 1 1 1 1 0 0 0 0 1 1 1
« 256 1 1 1 1 0 0 0 0 1 1 1
T 257 1 1 1 1 0 0 0 0 1 1 1
258 1 1 1 1 0 0 0 0 1 1 1
259 1 1 1 1 0 0 0 0 1 1 1
260 1 1 1 1 0 0 0 0 1 1 1
261 1 1 1 1 0 0 0 0 1 1 1
262 1 1 1 1 0 0 0 0 1 1 1




INDIVIDUAL DATA 5-6-7
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX :Female GROUP:20mg/kg PERIOD : Day 35 of administration

In the cage

Stereotype Bizarre behavior

Animal Body position/ Respiratory  Tremor/ Rolling Repetitive

No. Posture pattern  Convulsion circling Biting/ Selfmutilation

351
352
353
354
355
356
357
358
359
360
361
362

T T = S =
e T T T T =
e T T = U =
O O OO OO0 O o o o o o
O O O O OO O O O O O O
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INDIVIDUAL DATA 5-6-8
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP:20mg/kg PERIOD : Day 35 of administration

On the hand

Ease of

Animal . Muscle _. . Mucous . Pupil . .. Secretions/
Removal  Handling Piloerection  Fur Eyes Skin _p Lacrimation Salivation -
No. tone membranes size Excretions

351
352
353
354
355
356
357
358
359
360
361
362

—9Te—
e e e
e e i
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e e i
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INDIVIDUAL DATA 5-6-9
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX :Female GROUP:20mg/kg PERIOD : Day 35 of administration

In the open-field

Stereotype Bizarre behavior
Animal Gait Co-ordination of ei\i?rcc}:;tgnttc;l Searching Urination Defecation Excess_ive Unusual head - Walking Vocalization Aggression
No. movement stimuli grooming  movement backward
351 1 1 1 1 0 0 0 0 1 1 1
352 1 1 1 1 0 0 0 0 1 1 1
353 1 1 1 1 0 0 0 0 1 1 1
354 1 1 1 1 0 0 0 0 1 1 1
‘ 355 1 1 1 1 0 0 0 0 1 1 1
@ 356 1 1 1 1 0 0 0 0 1 1 1
7 357 1 1 1 1 0 0 0 0 1 1 1
358 1 1 1 1 0 0 0 0 1 1 1
359 1 1 1 1 0 0 0 0 1 1 1
360 1 1 1 1 0 0 0 0 1 1 1
361 1 1 1 1 0 0 0 0 1 1 1
362 1 1 1 1 0 0 0 0 1 1 1




INDIVIDUAL DATA 5-6-10
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Female GROUP :100 mg/kg PERIOD : Day 35 of administration

In the cage

Stereotype Bizarre behavior

Animal Body position/ Respiratory  Tremor/ Rolling Repetitive

No. Posture pattern  Convulsion circling Biting/ Selfmutilation

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

T T = S =
e T T T T =
e T T = U =
O O OO OO0 O o o o o o
O O O O OO O O O O O O
N e T T S S =




INDIVIDUAL DATA 5-6-11
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX :Female GROUP :100 mg/kg PERIOD : Day 35 of administration

On the hand

Ease of

Animal . Muscle _. . Mucous . Pupil . .. Secretions/
Removal  Handling Piloerection  Fur Eyes Skin _p Lacrimation Salivation -
No. tone membranes size Excretions

451
452
453
454
455
456
457
458
459
460
461
462
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INDIVIDUAL DATA 5-6-12
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Female GROUP :100 mg/kg PERIOD : Day 35 of administration

In the open-field

Stereotype Bizarre behavior
Animal Gait Co-ordination of ei\i?rcc}:;tgnttc;l Searching Urination Defecation Excess_ive Unusual head - Walking Vocalization Aggression
No. movement stimuli grooming  movement backward
451 1 1 1 1 0 0 0 0 1 1 1
452 1 1 1 1 0 0 0 0 1 1 1
453 1 1 1 1 0 0 0 0 1 1 1
454 1 1 1 1 0 0 0 0 1 1 1
‘ 455 1 1 1 1 0 0 0 0 1 1 1
3 456 1 1 1 1 0 0 0 0 1 1 1
c\’ 457 1 1 1 1 0 0 0 0 1 1 1
458 1 1 1 1 0 0 0 0 1 1 1
459 1 1 1 1 0 0 0 0 1 1 1
460 1 1 1 1 0 0 0 0 1 1 1
461 1 1 1 1 0 0 0 0 1 1 1
462 1 1 1 1 0 0 0 0 1 1 1




INDIVIDUAL DATA 5-7-1
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP :0mg/kg PERIOD : Day 42 of administration

In the cage
Stereotype Bizarre behavior
Animal Body position/ Respiratory Tremor/ Rolling Re_pet?tive Biting/ Selfmutilation
No. Posture pattern Convulsion circling
151 # # # # # #
152 1 1 1 0 0 1
153 1 1 1 0 0 1
154 1 1 1 0 0 1
\ 1552 # # # # # #
§ 156 1 1 1 0 0 1
| 157 1 1 1 0 0 1
158 1 1 1 0 0 1
159 # # # # # #
160 1 1 1 0 0 1
161 # # # # # #
162 1 1 1 0 0 1
N 8 8 8 8 8 8

# : Not applicable.
a : Died on Day 3 of Lactation .



INDIVIDUAL DATA 5-7-2
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP :0mg/kg PERIOD : Day 42 of administration

On the hand
Ease of
Animal Removal Handling Muscle Piloerection  Fur Eyes Mucous Skin Pl_JpII Lacrimation Salivation Secretl_ons/
No. tone membranes size Excretions
151 # # # # # # # # # # # #
152 1 1 2 1 1 1 0 1 1 1 1 0
153 1 1 2 1 1 1 0 1 1 1 1 0
154 1 1 2 1 1 1 0 1 1 1 1 0
\ 1552 # # # # # # # # # # # #
w
NS 156 1 1 2 1 1 1 0 1 1 1 1 0
| 157 1 1 2 1 1 1 0 1 1 1 1 0
158 1 1 2 1 1 1 0 1 1 1 1 0
159 # # # # # # # # # # # #
160 1 1 2 1 1 1 0 1 1 1 1 0
161 # # # # # # # # # # # #
162 1 1 2 1 1 1 0 1 1 1 1 0
N 8 8 8 8 8 8 8 8 8 8 8 8

# : Not applicable.
a : Died on Day 3 of Lactation .



INDIVIDUAL DATA 5-7-3
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP :0mg/kg PERIOD : Day 42 of administration

In the open-field

Stereotype Bizarre behavior
Animal . Co-ordination of Rez?lctlwty 0 . A . Excessive Unusual head  Walking - -
Gait environmental Searching Urination Defecation . Vocalization Aggression

No. movement stimuli grooming movement backward
151 # # # # # # # # # # #
152 1 1 1 1 0 0 0 0 1 1 1
153 1 1 1 1 0 0 0 0 1 1 1
154 1 1 1 1 0 0 0 0 1 1 1

\ 1552 # # # # # # # # # # #

w

] 156 1 1 1 1 0 0 0 0 1 1 1

| 157 1 1 1 1 0 0 0 0 1 1 1
158 1 1 1 1 0 0 0 0 1 1 1
159 # # # # # # # # # # #
160 1 1 1 1 0 0 0 0 1 1 1
161 # # # # # # # # # # #
162 1 1 1 1 0 0 0 0 1 1 1
N 8 8 8 8 8 8 8 8 8 8 8

# : Not applicable.
a : Died on Day 3 of Lactation .



INDIVIDUAL DATA 5-7-4
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP :4 mg/kg PERIOD : Day 42 of administration

In the cage
Stereotype Bizarre behavior
Animal Body position/ Respiratory Tremor/ Rolling Re_pet?tive Biting/ Selfmutilation
No. Posture pattern Convulsion circling
251 1 1 1 0 0 1
252 1 1 1 0 0 1
253 1 1 1 0 0 1
254 1 1 1 0 0 1
\ 255 1 1 1 0 0 1
R 256 # # # # # #
\ 257 # # # # # #
258 1 1 1 0 0 1
259 1 1 1 0 0 1
260 1 1 1 0 0 1
261 1 1 1 0 0 1
262 # # # # # #
N 9 9 9 9 9 9

# : Not applicable.



INDIVIDUAL DATA 5-7-5
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP :4 mg/kg PERIOD : Day 42 of administration

On the hand
Ease of
A::(Tal Removal Handling l\/lzzzle Piloerection  Fur Eyes m'(\e/lrski(r):r?es Skin Zl:zp: Lacrimation Salivation SE?(Ccrreettli?)Ts/
251 1 1 2 1 1 1 0 1 1 1 1 0
252 1 1 2 1 1 1 0 1 1 1 1 0
253 1 1 2 1 1 1 0 1 1 1 1 0
254 1 1 2 1 1 1 0 1 1 1 1 0
| 255 1 1 2 1 1 1 0 1 1 1 1 0
§ 256 # # # # # # # # # # # #
\ 257 # # # # # # # # # # # #
258 1 1 2 1 1 1 0 1 1 1 1 0
259 1 1 2 1 1 1 0 1 1 1 1 0
260 1 1 2 1 1 1 0 1 1 1 1 0
261 1 1 2 1 1 1 0 1 1 1 1 0
262 # # # # # # # # # # # #
N 9 9 9 9 9 9 9 9 9 9 9 9

# : Not applicable.



INDIVIDUAL DATA 5-7-6
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP :4 mg/kg PERIOD : Day 42 of administration

In the open-field

Stereotype Bizarre behavior
Animal Gait Co-ordination of eii?rcc?nvr:znttc;l Searching Urination Defecation Excess_ive Unusual head  Walking Vocalization Aggression
No. movement stimuli grooming movement backward
251 1 1 1 1 0 0 0 0 1 1 1
252 1 1 1 1 0 0 0 0 1 1 1
253 1 1 1 1 0 0 0 0 1 1 1
254 1 1 1 1 0 0 0 0 1 1 1
| 255 1 1 1 1 0 0 0 0 1 1 1
§ 256 # # # # # # # # # # #
\ 257 # # # # # # # # # # #
258 1 1 1 1 0 0 0 0 1 1 1
259 1 1 1 1 0 0 0 0 1 1 1
260 1 1 1 1 0 0 0 0 1 1 1
261 1 1 1 1 0 0 0 0 1 1 1
262 # # # # # # # # # # #
N 9 9 9 9 9 9 9 9 9 9 9

# : Not applicable.



INDIVIDUAL DATA 5-7-7
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP:20mg/kg PERIOD : Day 42 of administration

In the cage

Stereotype Bizarre behavior

Animal Body position/ Respiratory — Tremor/ Rolling Repetitive

- . Biting/ Selfmutilation
No. Posture pattern Convulsion circling g

351
352
353
354
355
356
357
358
359
360
361
362

e s s T
e i s T T
e s T
O O O O O ## © # O o o o
O O O O O ## © # O o o o
e s T

# : Not applicable.



INDIVIDUAL DATA 5-7-8
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP:20mg/kg PERIOD : Day 42 of administration

On the hand

Ease of

Animal . Muscle _. . Mucous . Pupil . .. Secretions/
Removal Handling Piloerection  Fur Eyes Skin _p Lacrimation Salivation -
No. tone membranes size Excretions

351
352
353
354
355
356
357
358
359
360
361
362

—8¢€—
e s s T T
e s s T
N R NN FEN NN NDN
e s s T T
e s s T T
e s s T
O O O OO # O # O O © ©
e s s T T
e s s T
e s s T T
e s s T
O O O OO # O # O O O o

# : Not applicable.



INDIVIDUAL DATA 5-7-9
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP:20mg/kg PERIOD : Day 42 of administration

In the open-field

Stereotype Bizarre behavior
Animal Gait Co-ordination of eii?rcc?nvr:znttc;l Searching Urination Defecation Excess_ive Unusual head  Walking Vocalization Aggression
No. movement stimuli grooming movement backward
351 1 1 1 1 0 0 0 0 1 1 1
352 1 1 1 1 0 0 0 0 1 1 1
353 1 1 1 1 0 0 0 0 1 1 1
354 1 1 1 1 0 0 0 0 1 1 1
| 355 # # # # # # # # # # #
% 356 1 1 1 1 0 0 0 0 1 1 1
\ 357 # # # # # # # # # # #
358 1 1 1 1 0 0 0 0 1 1 1
359 1 1 1 1 0 0 0 0 1 1 1
360 1 1 1 1 0 0 0 0 1 1 1
361 1 1 1 1 0 0 0 0 1 1 1
362 1 1 1 1 0 0 0 0 1 1 1
N 10 10 10 10 10 10 10 10 10 10 10

# : Not applicable.



INDIVIDUAL DATA 5-7-10
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Female GROUP :100 mg/kg PERIOD : Day 42 of administration

In the cage
Stereotype Bizarre behavior
Animal Body position/ Respiratory Tremor/ Rolling Re_pet?tive Biting/ Selfmutilation
No. Posture pattern Convulsion circling
451 1 1 1 0 0 1
452 1 1 1 0 0 1
453 1 1 1 0 0 1
454 1 1 1 0 0 1
\ 455 1 1 1 0 0 1
a 456 # # # # # #
\ 457 1 1 1 0 0 1
458 1 1 1 0 0 1
459 1 1 1 0 0 1
460 1 1 1 0 0 1
461 1 1 1 0 0 1
462 1 1 1 0 0 1
N 11 11 11 11 11 11

# : Not applicable.



INDIVIDUAL DATA 5-7-11
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Female GROUP :100 mg/kg PERIOD : Day 42 of administration

On the hand
Ease of
A::(Tal Removal Handling l\/lzzzle Piloerection  Fur Eyes m'(\e/lrski(r):r?es Skin Zl:zp: Lacrimation Salivation SE?(Ccrreettli?)Ts/
451 1 1 2 1 1 1 0 1 1 1 1 0
452 1 1 2 1 1 1 0 1 1 1 1 0
453 1 1 2 1 1 1 0 1 1 1 1 0
454 1 1 2 1 1 1 0 1 1 1 1 0
| 455 1 1 2 1 1 1 0 1 1 1 1 0
§ 456 # # # # # # # # # # # #
\ 457 1 1 2 1 1 1 0 1 1 1 1 0
458 1 1 2 1 1 1 0 1 1 1 1 0
459 1 1 2 1 1 1 0 1 1 1 1 0
460 1 1 2 1 1 1 0 1 1 1 1 0
461 1 1 2 1 1 1 0 1 1 1 1 0
462 1 1 2 1 1 1 0 1 1 1 1 0
N 11 11 11 11 11 11 11 11 11 11 11 11

# : Not applicable.



INDIVIDUAL DATA 5-7-12
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Female GROUP :100 mg/kg PERIOD : Day 42 of administration

In the open-field

Stereotype Bizarre behavior
Animal Gait Co-ordination of eii?rcc?nvr:znttc;l Searching Urination Defecation Excess_ive Unusual head  Walking Vocalization Aggression
No. movement stimuli grooming movement backward
451 1 1 1 1 0 0 0 0 1 1 1
452 1 1 1 1 0 0 0 0 1 1 1
453 1 1 1 1 0 0 0 0 1 1 1
454 1 1 1 1 0 0 0 0 1 1 1
| 455 1 1 1 1 0 0 0 0 1 1 1
% 456 # # # # # # # # # # #
\ 457 1 1 1 1 0 0 0 0 1 1 1
458 1 1 1 1 0 0 0 0 1 1 1
459 1 1 1 1 0 0 0 0 1 1 1
460 1 1 1 1 0 0 0 0 1 1 1
461 1 1 1 1 0 0 0 0 1 1 1
462 1 1 1 1 0 0 0 0 1 1 1
N 11 11 11 11 11 11 11 11 11 11 11

# : Not applicable.



INDIVIDUAL DATA 6-1-1
STUDY NO. SR11087 TITLE: indene indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : Satellite 0 mg/kg PERIOD : Pre-administration

In the cage
Stereotype Bizarre behavior
Animal Body position/  Respiratory Tremor/ . Repetitive Biting/

No. Posture pattern Convulsion Rolling circling Selfmutilation
163 1 1 1 0 0 1
164 1 1 1 0 0 1
165 1 1 1 0 0 1
166 1 1 1 0 0 1
| 167 1 1 1 0 0 1
a 168 1 1 1 0 0 1
\ 169 1 1 1 0 0 1
170 1 1 1 0 0 1
171 1 1 1 0 0 1
172 1 1 1 0 0 1




INDIVIDUAL DATA 6-1-2
STUDY NO. SR11087 TITLE: indene indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : Satellite 0 mg/kg PERIOD : Pre-administration

On the hand
Ease of
A::(Tal Removal Handling l\/lzzzle Piloerection  Fur Eyes m'(\a/lr;Jg(r):rfes Skin Zl:zp: Lacrimation Salivation SE?(Ccrreettli?)r:]Ss/
163 1 1 2 1 1 1 0 1 1 1 1 0
164 1 1 2 1 1 1 0 1 1 1 1 0
165 1 1 2 1 1 1 0 1 1 1 1 0
166 1 1 2 1 1 1 0 1 1 1 1 0
| 167 1 1 2 1 1 1 0 1 1 1 1 0
§ 168 1 1 2 1 1 1 0 1 1 1 1 0
\ 169 1 1 2 1 1 1 0 1 1 1 1 0
170 1 1 2 1 1 1 0 1 1 1 1 0
171 1 1 2 1 1 1 0 1 1 1 1 0
172 1 1 2 1 1 1 0 1 1 1 1 0




INDIVIDUAL DATA 6-1-3
STUDY NO. SR11087 TITLE: indene indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : Satellite 0 mg/kg PERIOD : Pre-administration

In the open-field

Stereotype Bizarre behavior
. A Reactivity to . Unusual .
Animal Gait Co-ordination environmzntal Searching Urination Defecation Excess_lve head Walking Vocalization Aggression
No. of movement P grooming backward
stimuli movement

163 1 1 1 1 0 0 0 0 1 1 1

164 1 1 1 1 0 0 0 0 1 1 1

165 1 1 1 1 0 0 0 0 1 1 1

166 1 1 1 1 0 0 0 0 1 1 1
\ 167 1 1 1 1 0 0 0 0 1 1 1
§ 168 1 1 1 1 0 0 0 0 1 1 1
\ 169 1 1 1 1 0 0 0 0 1 1 1

170 1 1 1 1 0 0 0 0 1 1 1

171 1 1 1 1 0 0 0 0 1 1 1

172 1 1 1 1 0 0 0 0 1 1 1




INDIVIDUAL DATA 6-1-4
STUDY NO. SR11087 TITLE: indene indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : Satellite 100 mg/kg PERIOD : Pre-administration

In the cage
Stereotype Bizarre behavior
Animal Body position/  Respiratory Tremor/ . Repetitive Biting/

No. Posture pattern Convulsion Rolling circling Selfmutilation
463 1 1 1 0 0 1
464 1 1 1 0 0 1
465 1 1 1 0 0 1
466 1 1 1 0 0 1
| 467 1 1 1 0 0 1
& 468 1 1 1 0 0 1
\ 469 1 1 1 0 0 1
470 1 1 1 0 0 1
471 1 1 1 0 0 1
472 1 1 1 0 0 1




INDIVIDUAL DATA 6-1-5
STUDY NO. SR11087 TITLE: indene indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : Satellite 100 mg/kg PERIOD : Pre-administration

On the hand
Ease of

A::(Tal Removal Handling l\/lzzzle Piloerection  Fur Eyes m'(\a/lr;Jg(r):rfes Skin Zl:zp: Lacrimation Salivation SE?(Ccrreettli?)r:]Ss/

463 1 1 2 1 1 1 0 1 1 1 1 0

464 1 1 2 1 1 1 0 1 1 1 1 0

465 1 1 2 1 1 1 0 1 1 1 1 0

466 1 1 2 1 1 1 0 1 1 1 1 0
| 467 1 1 2 1 1 1 0 1 1 1 1 0
§ 468 1 1 2 1 1 1 0 1 1 1 1 0
\ 469 1 1 2 1 1 1 0 1 1 1 1 0

470 1 1 2 1 1 1 0 1 1 1 1 0

471 1 1 2 1 1 1 0 1 1 1 1 0

472 1 1 2 1 1 1 0 1 1 1 1 0




INDIVIDUAL DATA 6-1-6
STUDY NO. SR11087 TITLE: indene indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : Satellite 100 mg/kg PERIOD : Pre-administration

In the open-field

Stereotype Bizarre behavior
. A Reactivity to . Unusual .
Animal Gait Co-ordination environmzntal Searching Urination Defecation Excess_lve head Walking Vocalization Aggression
No. of movement P grooming backward
stimuli movement

463 1 1 1 1 0 0 0 0 1 1 1

464 1 1 1 1 0 0 0 0 1 1 1

465 1 1 1 1 0 0 0 0 1 1 1

466 1 1 1 1 0 0 0 0 1 1 1
\ 467 1 1 1 1 0 0 0 0 1 1 1
§ 468 1 1 1 1 0 0 0 0 1 1 1
\ 469 1 1 1 1 0 0 0 0 1 1 1

470 1 1 1 1 0 0 0 0 1 1 1

471 1 1 1 1 0 0 0 0 1 1 1

472 1 1 1 1 0 0 0 0 1 1 1




INDIVIDUAL DATA 6-2-1
STUDY NO. SR11087 TITLE: indene indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : Satellite 0 mg/kg PERIOD : Day 7 of administration

In the cage
Stereotype Bizarre behavior
Animal Body position/ Respiratory Tremor/ Rolling Re_pet?tive Biting/ Selfmutilation
No. Posture pattern Convulsion circling
163 1 1 1 0 0 1
164 1 1 1 0 0 1
165 1 1 1 0 0 1
166 1 1 1 0 0 1
\ 167 1 1 1 0 0 1
& 168 1 1 1 0 0 1
\ 169 1 1 1 0 0 1
170 1 1 1 0 0 1
171 1 1 1 0 0 1
172 1 1 1 0 0 1




INDIVIDUAL DATA 6-2-2

STUDY NO. SR11087 TITLE: indene indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats

Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : Satellite 0 mg/kg

PERIOD : Day 7 of administration

On the hand

Ease of

Animal Muscle Mucous

No. tone membranes

Removal Handling Piloerection  Fur Eyes Skin

Pupil
size

Lacrimation Salivation

Secretions/
Excretions

163
164
165
166
167
168
169
170
171
172
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INDIVIDUAL DATA 6-2-3
STUDY NO. SR11087 TITLE: indene indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : Satellite 0 mg/kg PERIOD : Day 7 of administration

In the open-field

Stereotype Bizarre behavior
. A Reactivity to . Unusual .
Animal Gait Co-ordination environmzntal Searching Urination Defecation Excess_lve head Walking Vocalization Aggression
No. of movement P grooming backward
stimuli movement

163 1 1 1 1 0 0 0 0 1 1 1

164 1 1 1 1 0 0 0 0 1 1 1

165 1 1 1 1 0 0 0 0 1 1 1

166 1 1 1 1 0 0 0 0 1 1 1
\ 167 1 1 1 1 0 0 0 0 1 1 1
§ 168 1 1 1 1 0 0 0 0 1 1 1
\ 169 1 1 1 1 0 0 0 0 1 1 1

170 1 1 1 1 1 0 0 0 1 1 1

171 1 1 1 1 0 0 0 0 1 1 1

172 1 1 1 1 0 0 0 0 1 1 1




INDIVIDUAL DATA 6-2-4
STUDY NO. SR11087 TITLE: indene indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : Satellite 100 mg/kg PERIOD : Day 7 of administration

In the cage
Stereotype Bizarre behavior
Animal Body position/ Respiratory Tremor/ Rolling Re_pet?tive Biting/ Selfmutilation
No. Posture pattern Convulsion circling
463 1 1 1 0 0 1
464 1 1 1 0 0 1
465 1 1 1 0 0 1
466 1 1 1 0 0 1
\ 467 1 1 1 0 0 1
S 468 1 1 1 0 0 1
\ 469 1 1 1 0 0 1
470 1 1 1 0 0 1
471 1 1 1 0 0 1
472 1 1 1 0 0 1




INDIVIDUAL DATA 6-2-5

STUDY NO. SR11087 TITLE: indene indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats

Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : Satellite 100 mg/kg

PERIOD : Day 7 of administration

On the hand

Ease of

Animal Muscle Mucous

No. tone membranes

Removal Handling Piloerection  Fur Eyes Skin

Pupil
size

Lacrimation Salivation

Secretions/
Excretions

463
464
465
466
467
468
469
470
471
472

—&ve—
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INDIVIDUAL DATA 6-2-6
STUDY NO. SR11087 TITLE: indene indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : Satellite 100 mg/kg PERIOD : Day 7 of administration

In the open-field

Stereotype Bizarre behavior
. A Reactivity to . Unusual .
Animal Gait Co-ordination environmzntal Searching Urination Defecation Excess_lve head Walking Vocalization Aggression
No. of movement P grooming backward
stimuli movement

463 1 1 1 1 0 0 0 0 1 1 1

464 1 1 1 1 1 0 0 0 1 1 1

465 1 1 1 1 0 0 0 0 1 1 1

466 1 1 1 1 0 0 0 0 1 1 1
\ 467 1 1 1 1 0 0 0 0 1 1 1
§ 468 1 1 1 1 0 0 0 0 1 1 1
\ 469 1 1 1 1 0 0 0 0 1 1 1

470 1 1 1 1 0 0 0 0 1 1 1

471 1 1 1 1 0 0 0 0 1 1 1

472 1 1 1 1 0 0 0 0 1 1 1




INDIVIDUAL DATA 6-3-1
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : Satellite 0 mg/kg PERIOD : Day 14 of administration

In the cage
Stereotype Bizarre behavior
Animal Body position/ Respiratory Tremor/ Rolling Re_pet?tive Biting/ Selfmutilation
No. Posture pattern Convulsion circling
163 1 1 1 0 0 1
164 1 1 1 0 0 1
165 1 1 1 0 0 1
166 1 1 1 0 0 1
\ 167 1 1 1 0 0 1
S 168 1 1 1 0 0 1
\ 169 1 1 1 0 0 1
170 1 1 1 0 0 1
171 1 1 1 0 0 1
172 1 1 1 0 0 1




INDIVIDUAL DATA 6-3-2
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : Satellite 0 mg/kg PERIOD : Day 14 of administration

On the hand
Ease of
A::(Tal Removal Handling l\/lzzzle Piloerection  Fur Eyes m'(\eAr;Jg(r):r?es Skin Zl:zp: Lacrimation Salivation SE?(Ccrreettli?)Ts/
163 1 1 2 1 1 1 0 1 1 1 1 0
164 1 1 2 1 1 1 0 1 1 1 1 0
165 1 1 2 1 1 1 0 1 1 1 1 0
166 1 1 2 1 1 1 0 1 1 1 1 0
| 167 1 1 2 1 1 1 0 1 1 1 1 0
§ 168 1 1 2 1 1 1 0 1 1 1 1 0
\ 169 1 1 2 1 1 1 0 1 1 1 1 0
170 1 1 2 1 1 1 0 1 1 1 1 0
171 1 1 2 1 1 1 0 1 1 1 1 0
172 1 1 2 1 1 1 0 1 1 1 1 0




INDIVIDUAL DATA 6-3-3
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : Satellite 0 mg/kg PERIOD : Day 14 of administration

In the open-field

Stereotype Bizarre behavior
Animal Gait Co-ordination of eii?rcc?nvr:znttc;l Searching Urination Defecation Excess_ive Unusual head  Walking Vocalization Aggression

No. movement stimuli grooming movement backward

163 1 1 1 1 0 0 0 0 1 1 1

164 1 1 1 1 0 0 0 0 1 1 1

165 1 1 1 1 0 0 0 0 1 1 1

166 1 1 1 1 0 0 0 0 1 1 1
| 167 1 1 1 1 0 0 0 0 1 1 1
g 168 1 1 1 1 0 0 0 0 1 1 1
\ 169 1 1 1 1 0 0 0 0 1 1 1

170 1 1 1 1 0 0 0 0 1 1 1

171 1 1 1 1 0 0 0 0 1 1 1

172 1 1 1 1 0 0 0 0 1 1 1




INDIVIDUAL DATA 6-3-4
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : Satellite 100 mg/kg PERIOD : Day 14 of administration

In the cage
Stereotype Bizarre behavior
Animal Body position/ Respiratory Tremor/ Rolling Re_pet?tive Biting/ Selfmutilation
No. Posture pattern Convulsion circling
463 1 1 1 0 0 1
464 1 1 1 0 0 1
465 1 1 1 0 0 1
466 1 1 1 0 0 1
\ 467 1 1 1 0 0 1
£ 468 1 1 1 0 0 1
\ 469 1 1 1 0 0 1
470 1 1 1 0 0 1
471 1 1 1 0 0 1
472 1 1 1 0 0 1




INDIVIDUAL DATA 6-3-5
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : Satellite 100 mg/kg PERIOD : Day 14 of administration

On the hand
Ease of

A::(Tal Removal Handling l\/lzzzle Piloerection  Fur Eyes m'(\eAr;Jg(r):r?es Skin Zl:zp: Lacrimation Salivation SE?(Ccrreettli?)Ts/

463 1 1 2 1 1 1 0 1 1 1 1 0

464 1 1 2 1 1 1 0 1 1 1 1 0

465 1 1 2 1 1 1 0 1 1 1 1 0

466 1 1 2 1 1 1 0 1 1 1 1 0
| 467 1 1 2 1 1 1 0 1 1 1 1 0
% 468 1 1 2 1 1 1 0 1 1 1 1 0
\ 469 1 1 2 1 1 1 0 1 1 1 1 0

470 1 1 2 1 1 1 0 1 1 1 1 0

471 1 1 2 1 1 1 0 1 1 1 1 0

472 1 1 2 1 1 1 0 1 1 1 1 0




INDIVIDUAL DATA 6-3-6
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : Satellite 100 mg/kg PERIOD : Day 14 of administration

In the open-field

Stereotype Bizarre behavior
Animal Gait Co-ordination of eii?rcc?nvr:znttc;l Searching Urination Defecation Excess_ive Unusual head  Walking Vocalization Aggression

No. movement stimuli grooming movement backward

463 1 1 1 1 0 0 0 0 1 1 1

464 1 1 1 1 0 0 0 0 1 1 1

465 1 1 1 1 0 0 0 0 1 1 1

466 1 1 1 1 0 0 0 0 1 1 1
| 467 1 1 1 1 0 0 0 0 1 1 1
§ 468 1 1 1 1 0 0 0 0 1 1 1
\ 469 1 1 1 1 0 0 0 0 1 1 1

470 1 1 1 1 0 0 0 0 1 1 1

471 1 1 1 1 0 0 0 0 1 1 1

472 1 1 1 1 0 0 0 0 1 1 1




INDIVIDUAL DATA 6-4-1
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Female GROUP : Satellite 0 mg/kg PERIOD : Day 21 of administration

In the cage
Stereotype Bizarre behavior

Animal Body position/ Respiratory  Tremor/ Rolling Repetitive

. - Biting/ Selfmutilation
No. Posture pattern Convulsion circling g

163
164
165
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168
169
170
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INDIVIDUAL DATA 6-4-2
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Female GROUP : Satellite 0 mg/kg PERIOD : Day 21 of administration

On the hand

Ease of

Animal . Muscle . . Mucous . Pupil N . Secretions/
Removal Handling Piloerection  Fur Eyes Skin _p Lacrimation Salivation .
No. tone membranes size Excretions

163
164
165
166
167
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169
170
171
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INDIVIDUAL DATA 6-4-3
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Female GROUP : Satellite 0 mg/kg PERIOD : Day 21 of administration

In the open-field

Stereotype Bizarre behavior
. A Reactivity to . Unusual .
Animal Gait Co-ordination environmgntal Searching Urination Defecation Excess_lve head Walking Vocalization Aggression
No. of movement L grooming backward
stimuli movement

163 1 1 1 1 0 0 0 0 1 1 1

164 1 1 1 1 0 0 0 0 1 1 1

165 1 1 1 1 0 0 0 0 1 1 1

166 1 1 1 1 0 0 0 0 1 1 1
o‘_) 167 1 1 1 1 1 0 0 0 1 1 1
& 168 1 1 1 1 0 0 0 0 1 1 1
| 169 1 1 1 1 0 0 0 0 1 1 1

170 1 1 1 1 0 0 0 0 1 1 1

171 1 1 1 1 0 0 0 0 1 1 1

172 1 1 1 1 0 0 0 0 1 1 1




INDIVIDUAL DATA 6-4-4
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Female GROUP : Satellite 100 mg/kg PERIOD : Day 21 of administration

In the cage
Stereotype Bizarre behavior

Animal Body position/ Respiratory  Tremor/ Rolling Repetitive

. - Biting/ Selfmutilation
No. Posture pattern Convulsion circling g

463
464
465
466
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469
470
471
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INDIVIDUAL DATA 6-4-5
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Female GROUP : Satellite 100 mg/kg PERIOD : Day 21 of administration

On the hand

Ease of

Animal . Muscle . . Mucous . Pupil N . Secretions/
Removal Handling Piloerection  Fur Eyes Skin _p Lacrimation Salivation .
No. tone membranes size Excretions

463
464
465
466
467
468
469
470
471
472
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INDIVIDUAL DATA 6-4-6
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX:Female GROUP : Satellite 100 mg/kg PERIOD : Day 21 of administration

In the open-field

Stereotype Bizarre behavior
. A Reactivity to . Unusual .
Animal Gait Co-ordination environmgntal Searching Urination Defecation Excess_lve head Walking Vocalization Aggression
No. of movement L grooming backward
stimuli movement
463 1 1 1 1 0 0 0 0 1 1 1
464 1 1 1 1 1 0 0 0 1 1 1
465 1 1 1 1 0 0 0 0 1 1 1
466 1 1 1 1 0 0 0 0 1 1 1
o‘_) 467 1 1 1 1 0 0 0 0 1 1 1
& 468 1 1 1 1 0 0 0 0 1 1 1
| 469 1 1 1 1 0 0 0 0 1 1 1
470 1 1 1 1 0 0 0 0 1 1 1
471 1 1 1 1 0 0 0 0 1 1 1
472 1 1 1 1 0 0 0 0 1 1 1




INDIVIDUAL DATA 6-5-1
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : Satellite 0 mg/kg PERIOD : Day 28 of administration

In the cage
Stereotype Bizarre behavior
Animal Body position/ Respiratory Tremor/ Rolling Re_pet?tive Biting/ Selfmutilation
No. Posture pattern Convulsion circling
163 1 1 1 0 0 1
164 1 1 1 0 0 1
165 1 1 1 0 0 1
166 1 1 1 0 0 1
\ 167 1 1 1 0 0 1
& 168 1 1 1 0 0 1
\ 169 1 1 1 0 0 1
170 1 1 1 0 0 1
171 1 1 1 0 0 1
172 1 1 1 0 0 1




INDIVIDUAL DATA 6-5-2

STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
PERIOD : Day 28 of administration

Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : Satellite 0 mg/kg

On the hand

Ease of

Muscle Mucous

tone

Animal

Removal
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andiing membranes

Piloerection  Fur Eyes Skin

Pupil
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Lacrimation Salivation

Secretions/
Excretions

163
164
165
166
167
168
169
170
171
172

—89€—
e
e
N RN RNRNDNRNNDNRN
B e
e
B e
O O O OO o o o o o
e

B e

e

e

O O O O O O o o o o

10

10

10

10



INDIVIDUAL DATA 6-5-3
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : Satellite 0 mg/kg PERIOD : Day 28 of administration

In the open-field

Stereotype Bizarre behavior
Animal Gait Co-ordination of eii?rcc?nvr:znttc;l Searching Urination Defecation Excess_ive Ut?:asclijal Walking Vocalization Aggression

No. movement stimuli grooming movement backward

163 1 1 1 1 0 0 0 0 1 1 1

164 1 1 1 1 0 0 0 0 1 1 1

165 1 1 1 1 0 0 0 0 1 1 1

166 1 1 1 1 0 0 0 0 1 1 1
\ 167 1 1 1 1 0 0 0 0 1 1 1
% 168 1 1 1 1 0 0 0 0 1 1 1
\ 169 1 1 1 1 0 0 0 0 1 1 1

170 1 1 1 1 0 0 0 0 1 1 1

171 1 1 1 1 0 0 0 0 1 1 1

172 1 1 1 1 0 0 0 0 1 1 1




INDIVIDUAL DATA 6-5-4
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : Satellite 100 mg/kg PERIOD : Day 28 of administration

In the cage
Stereotype Bizarre behavior
Animal Body position/ Respiratory Tremor/ Rolling Re_pet?tive Biting/ Selfmutilation
No. Posture pattern Convulsion circling
463 1 1 1 0 0 1
464 1 1 1 0 0 1
465 1 1 1 0 0 1
466 1 1 1 0 0 1
\ 467 1 1 1 0 0 1
8 468 1 1 1 0 0 1
\ 469 1 1 1 0 0 1
470 1 1 1 0 0 1
471 1 1 1 0 0 1
472 1 1 1 0 0 1




INDIVIDUAL DATA 6-5-5

STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
PERIOD : Day 28 of administration

Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : Satellite 100 mg/kg

On the hand

Ease of

Muscle Mucous

tone

Animal

Removal
No.

Handli
andiing membranes

Piloerection  Fur Eyes Skin

Pupil
size

Lacrimation Salivation

Secretions/
Excretions

463
464
465
466
467
468
469
470
471
472
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INDIVIDUAL DATA 6-5-6
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : Satellite 100 mg/kg PERIOD : Day 28 of administration

In the open-field

Stereotype Bizarre behavior
Animal Gait Co-ordination of eii?rcc?nvr:znttc;l Searching Urination Defecation Excess_ive Ut?:asclijal Walking Vocalization Aggression

No. movement stimuli grooming movement backward

463 1 1 1 1 0 0 0 0 1 1 1

464 1 1 1 1 0 0 0 0 1 1 1

465 1 1 1 1 0 0 0 0 1 1 1

466 1 1 1 1 0 0 0 0 1 1 1
\ 467 1 1 1 1 0 0 0 0 1 1 1
% 468 1 1 1 1 0 0 0 0 1 1 1
\ 469 1 1 1 1 0 0 0 0 1 1 1

470 1 1 1 1 0 0 0 0 1 1 1

471 1 1 1 1 0 0 0 0 1 1 1

472 1 1 1 1 0 0 0 0 1 1 1




INDIVIDUAL DATA 6-6-1
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : Satellite 0 mg/kg PERIOD : Day 35 of administration

In the cage
Stereotype Bizarre behavior
Animal Body position/ Respiratory Tremor/ Rolling Re_pet?tive Biting/ Selfmutilation
No. Posture pattern Convulsion circling
163 1 1 1 0 0 1
164 1 1 1 0 0 1
165 1 1 1 0 0 1
166 1 1 1 0 0 1
\ 167 1 1 1 0 0 1
8 168 1 1 1 0 0 1
\ 169 1 1 1 0 0 1
170 1 1 1 0 0 1
171 1 1 1 0 0 1
172 1 1 1 0 0 1




INDIVIDUAL DATA 6-6-2
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : Satellite 0 mg/kg PERIOD : Day 35 of administration

On the hand
Ease of
A::(Tal Removal Handling l\/lzzzle Piloerection  Fur Eyes m'(\eAr;Jg(r):r?es Skin Zl:zp: Lacrimation Salivation SE?(Ccrreettli?)Ts/
163 1 1 2 1 1 1 0 1 1 1 1 0
164 1 1 2 1 1 1 0 1 1 1 1 0
165 1 1 2 1 1 1 0 1 1 1 1 0
166 1 1 2 1 1 1 0 1 1 1 1 0
| 167 1 1 2 1 1 1 0 1 1 1 1 0
§ 168 1 1 2 1 1 1 0 1 1 1 1 0
\ 169 1 1 2 1 1 1 0 1 1 1 1 0
170 1 1 2 1 1 1 0 1 1 1 1 0
171 1 1 2 1 1 1 0 1 1 1 1 0
172 1 1 2 1 1 1 0 1 1 1 1 0




INDIVIDUAL DATA 6-6-3
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : Satellite 0 mg/kg PERIOD : Day 35 of administration

In the open-field

Stereotype Bizarre behavior
Animal Gait Co-ordination of eifl?rcc?nvr:znttc;l Searching Urination Defecation Excess_ive Ut?:jtljjal Walking Vocalization Aggression

No. movement stimuli grooming movement backward

163 1 1 1 1 0 0 0 0 1 1 1

164 1 1 1 1 0 0 0 0 1 1 1

165 1 1 1 1 0 0 0 0 1 1 1

166 1 1 1 1 1 0 0 0 1 1 1
\ 167 1 1 1 1 0 0 0 0 1 1 1
§ 168 1 1 1 1 0 0 0 0 1 1 1
\ 169 1 1 1 1 0 0 0 0 1 1 1

170 1 1 1 1 0 0 0 0 1 1 1

171 1 1 1 1 0 0 0 0 1 1 1

172 1 1 1 1 0 0 0 0 1 1 1




INDIVIDUAL DATA 6-6-4
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : Satellite 100 mg/kg PERIOD : Day 35 of administration

In the cage
Stereotype Bizarre behavior
Animal Body position/ Respiratory Tremor/ Rolling Re_pet?tive Biting/ Selfmutilation
No. Posture pattern Convulsion circling
463 1 1 1 0 0 1
464 1 1 1 0 0 1
465 1 1 1 0 0 1
466 1 1 1 0 0 1
\ 467 1 1 1 0 0 1
8 468 1 1 1 0 0 1
\ 469 1 1 1 0 0 1
470 1 1 1 0 0 1
471 1 1 1 0 0 1
472 1 1 1 0 0 1




INDIVIDUAL DATA 6-6-5
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : Satellite 100 mg/kg PERIOD : Day 35 of administration

On the hand
Ease of
A::(Tal Removal Handling l\/lzzzle Piloerection  Fur Eyes m'(\eAr;Jg(r):r?es Skin Zl:zp: Lacrimation Salivation SE?(Ccrreettli?)Ts/
463 1 1 2 1 1 1 0 1 1 1 1 0
464 1 1 2 1 1 1 0 1 1 1 1 0
465 1 1 2 1 1 1 0 1 1 1 1 0
466 1 1 2 1 1 1 0 1 1 1 1 0
| 467 1 1 2 1 1 1 0 1 1 1 1 0
§ 468 1 1 2 1 1 1 0 1 1 1 1 0
\ 469 1 1 2 1 1 1 0 1 1 1 1 0
470 1 1 2 1 1 1 0 1 1 1 1 0
471 1 1 2 1 1 1 0 1 1 1 1 0
472 1 1 2 1 1 1 0 1 1 1 1 0




INDIVIDUAL DATA 6-6-6
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : Satellite 100 mg/kg PERIOD : Day 35 of administration

In the open-field

Stereotype Bizarre behavior
Animal Gait Co-ordination of eifl?rcc?nvr:znttc;l Searching Urination Defecation Excess_ive Ut?:jtljjal Walking Vocalization Aggression

No. movement stimuli grooming movement backward

463 1 1 1 1 0 0 0 0 1 1 1

464 1 1 1 1 0 0 0 0 1 1 1

465 1 1 1 1 0 0 0 0 1 1 1

466 1 1 1 1 0 0 0 0 1 1 1
\ 467 1 1 1 1 0 0 0 0 1 1 1
é 468 1 1 1 1 0 0 0 0 1 1 1
\ 469 1 1 1 1 0 0 0 0 1 1 1

470 1 1 1 1 0 0 0 0 1 1 1

471 1 1 1 1 0 0 0 0 1 1 1

472 1 1 1 1 0 0 0 0 1 1 1




INDIVIDUAL DATA 6-7-1
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : Satellite 0 mg/kg PERIOD : Day 42 of administration

In the cage
Stereotype Bizarre behavior
Animal Body position/ Respiratory Tremor/ Rolling Re_pet?tive Biting/ Selfmutilation
No. Posture pattern Convulsion circling
163 1 1 1 0 0 1
164 1 1 1 0 0 1
165 1 1 1 0 0 1
166 1 1 1 0 0 1
\ 167 1 1 1 0 0 1
3 168 1 1 1 0 0 1
\ 169 1 1 1 0 0 1
170 1 1 1 0 0 1
171 1 1 1 0 0 1
172 1 1 1 0 0 1




INDIVIDUAL DATA 6-7-2
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : Satellite 0 mg/kg PERIOD : Day 42 of administration

On the hand
Ease of
A::(Tal Removal Handling l\/lzzzle Piloerection  Fur Eyes m'(\a/lnl:g?:rfes Skin Zl:f: Lacrimation Salivation SE?(Ccrreettli(z)Ts/
163 1 1 2 1 1 1 0 1 1 1 1 0
164 1 1 2 1 1 1 0 1 1 1 1 0
165 1 1 2 1 1 1 0 1 1 1 1 0
166 1 1 2 1 1 1 0 1 1 1 1 0
| 167 1 1 2 1 1 1 0 1 1 1 1 0
g 168 1 1 2 1 1 1 0 1 1 1 1 0
\ 169 1 1 2 1 1 1 0 1 1 1 1 0
170 1 1 2 1 1 1 0 1 1 1 1 0
171 1 1 2 1 1 1 0 1 1 1 1 0
172 1 1 2 1 1 1 0 1 1 1 1 0




INDIVIDUAL DATA 6-7-3
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : Satellite 0 mg/kg PERIOD : Day 42 of administration

In the open-field

Stereotype Bizarre behavior
Animal Gait Co-ordination of eii?rcc?nvr:znttc;l Searching Urination Defecation Excess_ive Ut?:asclijal Walking Vocalization Aggression

No. movement stimuli grooming movement backward

163 1 1 1 1 0 0 0 0 1 1 1

164 1 1 1 1 0 0 0 0 1 1 1

165 1 1 1 1 0 0 0 0 1 1 1

166 1 1 1 1 0 0 0 0 1 1 1
\ 167 1 1 1 1 0 0 0 0 1 1 1
§ 168 1 1 1 1 0 0 0 0 1 1 1
\ 169 1 1 1 1 0 0 0 0 1 1 1

170 1 1 1 1 0 0 0 0 1 1 1

171 1 1 1 1 0 0 0 0 1 1 1

172 1 1 1 1 0 0 0 0 1 1 1




INDIVIDUAL DATA 6-7-4
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : Satellite 100 mg/kg PERIOD : Day 42 of administration

In the cage
Stereotype Bizarre behavior
Animal Body position/ Respiratory Tremor/ Rolling Re_pet?tive Biting/ Selfmutilation
No. Posture pattern Convulsion circling
463 1 1 1 0 0 1
464 1 1 1 0 0 1
465 1 1 1 0 0 1
466 1 1 1 0 0 1
\ 467 1 1 1 0 0 1
3 468 1 1 1 0 0 1
\ 469 1 1 1 0 0 1
470 1 1 1 0 0 1
471 1 1 1 0 0 1
472 1 1 1 0 0 1




INDIVIDUAL DATA 6-7-5
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : Satellite 100 mg/kg PERIOD : Day 42 of administration

On the hand
Ease of
A::(Tal Removal Handling l\/lzzzle Piloerection  Fur Eyes m'(\a/lnl:g?:rfes Skin Zl:f: Lacrimation Salivation SE?(Ccrreettli(z)Ts/
463 1 1 2 1 1 1 0 1 1 1 1 0
464 1 1 2 1 1 1 0 1 1 1 1 0
465 1 1 2 1 1 1 0 1 1 1 1 0
466 1 1 2 1 1 1 0 1 1 1 1 0
| 467 1 1 2 1 1 1 0 1 1 1 1 0
ﬁ 468 1 1 2 1 1 1 0 1 1 1 1 0
\ 469 1 1 2 1 1 1 0 1 1 1 1 0
470 1 1 2 1 1 1 0 1 1 1 1 0
471 1 1 2 1 1 1 0 1 1 1 1 0
472 1 1 2 1 1 1 0 1 1 1 1 0




INDIVIDUAL DATA 6-7-6
STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : Satellite 100 mg/kg PERIOD : Day 42 of administration

In the open-field

Stereotype Bizarre behavior
Animal Gait Co-ordination of eii?rcc?nvr:znttc;l Searching Urination Defecation Excess_ive Ut?:asclijal Walking Vocalization Aggression

No. movement stimuli grooming movement backward

463 1 1 1 1 0 0 0 0 1 1 1

464 1 1 1 1 0 0 0 0 1 1 1

465 1 1 1 1 0 0 0 0 1 1 1

466 1 1 1 1 0 0 0 0 1 1 1
\ 467 1 1 1 1 0 0 0 0 1 1 1
ﬁ 468 1 1 1 1 0 0 0 0 1 1 1
\ 469 1 1 1 1 0 0 0 0 1 1 1

470 1 1 1 1 0 0 0 0 1 1 1

471 1 1 1 1 0 0 0 0 1 1 1

472 1 1 1 1 1 0 0 0 1 1 1




INDIVIDUAL DATA 6-8-1
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : Satellite 0 mg/kg PERIOD : Day 7 of recovery

In the cage
Stereotype Bizarre behavior
Animal Body position/ Respiratory Tremor/ Rolling Re.pet!tlve Biting/ Selfmutilation

No. Posture pattern ~ Convulsion circling

168 1 1 1 0 0 1
169 1 1 1 0 0 1
170 1 1 1 0 0 1
171 1 1 1 0 0 1
172 1 1 1 0 0 1

—GlE—




INDIVIDUAL DATA 6-8-2

STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : Satellite 0 mg/kg PERIOD : Day 7 of recovery

On the hand
Ease of
Animal Removal Handling Muscle Piloerection  Fur Eyes Mucous Skin Pl.JpII Lacrimation Salivation Secretl.ons/
No. tone membranes size Excretions
168 1 1 2 1 1 1 0 1 1 1 1 0
169 1 1 2 1 1 1 0 1 1 1 1 0
170 1 1 2 1 1 1 0 1 1 1 1 0
| 171 1 1 2 1 1 1 0 1 1 1 1 0
9 172 1 1 2 1 1 1 0 1 1 1 1 0
T
N 5 5 5 5 5 5 5 5 5 5 5 5



INDIVIDUAL DATA 6-8-3
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : Satellite 0 mg/kg PERIOD : Day 7 of recovery

In the open-field

Stereotype Bizarre behavior
Animal .. Co-ordination Regctlwty 0 . " . Excessive Unusual Walking o .
Gait environmental Searching Urination Defecation . head Vocalization Aggression
No. of movement L grooming backward
stimuli movement

168 1 1 1 1 0 0 0 0 1 1 1
169 1 1 1 1 0 0 0 0 1 1 1
170 1 1 1 1 0 0 0 0 1 1 1
171 1 1 1 1 0 0 0 0 1 1 1
172 1 1 1 1 0 0 0 0 1 1 1

—/1lE—




INDIVIDUAL DATA 6-8-4
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : Satellite 100 mg/kg PERIOD : Day 7 of recovery

In the cage
Stereotype Bizarre behavior
Animal Body position/ Respiratory Tremor/ Rolling Re.pet!tlve Biting/ Selfmutilation

No. Posture pattern ~ Convulsion circling

468 1 1 1 0 0 1
469 1 1 1 0 0 1
470 1 1 1 0 0 1
471 1 1 1 0 0 1
472 1 1 1 0 0 1

—8LE—




INDIVIDUAL DATA 6-8-5

STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : Satellite 100 mg/kg PERIOD : Day 7 of recovery

On the hand
Ease of
Animal Removal Handling Muscle Piloerection  Fur Eyes Mucous Skin Pl.JpII Lacrimation Salivation Secretl.ons/
No. tone membranes size Excretions
468 1 1 2 1 1 1 0 1 1 1 1 0
469 1 1 2 1 1 1 0 1 1 1 1 0
470 1 1 2 1 1 1 0 1 1 1 1 0
| 471 1 1 2 1 1 1 0 1 1 1 1 0
9 472 1 1 2 1 1 1 0 1 1 1 1 0
T
N 5 5 5 5 5 5 5 5 5 5 5 5



INDIVIDUAL DATA 6-8-6
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : Satellite 100 mg/kg PERIOD : Day 7 of recovery

In the open-field

Stereotype Bizarre behavior
Animal .. Co-ordination Regctlwty 0 . " . Excessive Unusual Walking o .
Gait environmental Searching Urination Defecation . head Vocalization Aggression
No. of movement L grooming backward
stimuli movement

468 1 1 1 1 0 0 0 0 1 1 1
469 1 1 1 1 0 0 0 0 1 1 1
470 1 1 1 1 0 0 0 0 1 1 1
471 1 1 1 1 0 0 0 0 1 1 1
472 1 1 1 1 0 0 0 0 1 1 1

—08€—




INDIVIDUAL DATA 6-9-1
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : Satellite 0 mg/kg PERIOD : Day 14 of recovery

In the cage
Stereotype Bizarre behavior
Animal Body position/ Respiratory Tremor/ Rolling Re.pet!tlve Biting/ Selfmutilation

No. Posture pattern ~ Convulsion circling

168 1 1 1 0 0 1
169 1 1 1 0 0 1
170 1 1 1 0 0 1
171 1 1 1 0 0 1
172 1 1 1 0 0 1

—18€—




INDIVIDUAL DATA 6-9-2

STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : Satellite 0 mg/kg PERIOD : Day 14 of recovery

On the hand
Ease of
Animal Removal Handling Muscle Piloerection  Fur Eyes Mucous Skin Pl.JpII Lacrimation Salivation Secretl.ons/
No. tone membranes size Excretions
168 1 1 2 1 1 1 0 1 1 1 1 0
169 1 1 2 1 1 1 0 1 1 1 1 0
170 1 1 2 1 1 1 0 1 1 1 1 0
| 171 1 1 2 1 1 1 0 1 1 1 1 0
@w 172 1 1 2 1 1 1 0 1 1 1 1 0
T
N 5 5 5 5 5 5 5 5 5 5 5 5



INDIVIDUAL DATA 6-9-3
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : Satellite 0 mg/kg PERIOD : Day 14 of recovery

In the open-field

Stereotype Bizarre behavior
Animal .. Co-ordination Regctlwty 0 . " . Excessive Unusual Walking o .
Gait environmental Searching Urination Defecation . head Vocalization Aggression
No. of movement L grooming backward
stimuli movement

168 1 1 1 1 0 0 0 0 1 1 1
169 1 1 1 1 0 0 0 0 1 1 1
170 1 1 1 1 0 0 0 0 1 1 1
171 1 1 1 1 0 0 0 0 1 1 1
172 1 1 1 1 1 0 0 0 1 1 1

—E8€—




INDIVIDUAL DATA 6-9-4
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : Satellite 100 mg/kg PERIOD : Day 14 of recovery

In the cage
Stereotype Bizarre behavior
Animal Body position/ Respiratory Tremor/ Rolling Re.pet!tlve Biting/ Selfmutilation

No. Posture pattern ~ Convulsion circling

468 1 1 1 0 0 1
469 1 1 1 0 0 1
470 1 1 1 0 0 1
471 1 1 1 0 0 1
472 1 1 1 0 0 1

—V8€—




INDIVIDUAL DATA 6-9-5

STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : Satellite 100 mg/kg PERIOD : Day 14 of recovery

On the hand
Ease of
Animal Removal Handling Muscle Piloerection  Fur Eyes Mucous Skin Pl.JpII Lacrimation Salivation Secretl.ons/
No. tone membranes size Excretions
468 1 1 2 1 1 1 0 1 1 1 1 0
469 1 1 2 1 1 1 0 1 1 1 1 0
470 1 1 2 1 1 1 0 1 1 1 1 0
| 471 1 1 2 1 1 1 0 1 1 1 1 0
@w 472 1 1 2 1 1 1 0 1 1 1 1 0
T
N 5 5 5 5 5 5 5 5 5 5 5 5



INDIVIDUAL DATA 6-9-6
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Detailed clinical observations ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : Satellite 100 mg/kg PERIOD : Day 14 of recovery

In the open-field

Stereotype Bizarre behavior
Animal .. Co-ordination Regctlwty 0 . " . Excessive Unusual Walking o .
Gait environmental Searching Urination Defecation . head Vocalization Aggression
No. of movement L grooming backward
stimuli movement

468 1 1 1 1 0 0 0 0 1 1 1
469 1 1 1 1 0 0 0 0 1 1 1
470 1 1 1 1 0 0 0 0 1 1 1
471 1 1 1 1 1 0 0 0 1 1 1
472 1 1 1 1 0 0 0 0 1 1 1

—98€—




INDIVIDUAL DATA 7-1-1
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Functional test ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:0mg/kg PERIOD : Week 6 of administration

—/8€—

Animal Reactivity Righting
No. Visual Touch Auditory Pain Proprioceptive reflex
104 4 2 1 2 1 1
105 4 2 1 2 1 1
106 4 2 1 2 1 1
107 4 2 1 2 1 1
108 4 2 1 2 1 1

N 5 5 5 5 5 5



INDIVIDUAL DATA 7-1-2
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Functional test ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:4mg/kg PERIOD : Week 6 of administration

—88€—

Animal Reactivity Righting
No. Visual Touch Auditory Pain Proprioceptive reflex
203 4 2 1 2 1 1
205 4 2 1 2 1 1
207 4 2 1 2 1 1
208 4 2 1 2 1 1
209 4 2 1 2 1 1

N 5 5 5 5 5 5



INDIVIDUAL DATA 7-1-3
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Functional test ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:20mg/kg PERIOD : Week 6 of administration

—68€—

Animal Reactivity Righting
No. Visual Touch Auditory Pain Proprioceptive reflex
301 4 2 1 2 1 1
303 4 2 1 2 1 1
305 4 2 1 2 1 1
306 4 2 1 2 1 1
312 4 2 1 2 1 1

N 5 5 5 5 5 5



INDIVIDUAL DATA 7-1-4
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Functional test ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP: 100 mg/kg PERIOD : Week 6 of administration

—06E—

Animal Reactivity Righting
No. Visual Touch Auditory Pain Proprioceptive reflex
401 4 2 1 2 1 1
404 4 2 1 2 1 1
406 4 2 1 2 1 1
411 4 2 1 2 1 1
412 4 2 1 2 1 1

N 5 5 5 5 5 5



INDIVIDUAL DATA 7-2-1
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Functional test ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:0mg/kg PERIOD : Week 2 of recovery

—T16E—

Animal Reactivity Righting
No. Visual Touch Auditory Pain Proprioceptive reflex
104 4 2 1 2 1 1
105 4 2 1 2 1 1
106 4 2 1 2 1 1
107 4 2 1 2 1 1
108 4 2 1 2 1 1

N 5 5 5 5 5 5



INDIVIDUAL DATA 7-2-2
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Functional test ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP: 100 mg/kg PERIOD : Week 2 of recovery

—Z6E—

Animal Reactivity Righting
No. Visual Touch Auditory Pain Proprioceptive reflex
401 4 2 1 2 1 1
404 4 2 1 2 1 1
406 4 2 1 2 1 1
411 4 2 1 2 1 1
412 4 2 1 2 1 1

N 5 5 5 5 5 5



—E6E—

INDIVIDUAL DATA 7-3-1
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Functional test ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:0mg/kg PERIOD : Week 6 of administration

Animal Grip strength (g) Motor activity measurements (count)

No. Forelimb  Hindlimb 0'-10' 10'-20' 20'-30' 30'-40' 40'-50' 50'-60' Total
104 1353.7 430.3 557 370 180 125 35 58 1325
105 1458.3 454.3 272 186 135 46 51 15 705
106 1519.0 452.3 548 387 262 143 280 281 1901
107 1714.0 537.7 244 287 331 380 265 231 1738
108 1776.3 624.0 813 433 185 59 97 186 1773

N 5 5 5 5 5 5 5 5 5
MEAN 1564.26 499.72 486.8 332.6 218.6 150.6 145.6 154.2 1488.4

S.D. 176.77 80.65 234.6 97.5 77.7 134.8 118.2 113.6 488.4



INDIVIDUAL DATA 7-3-2
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Functional test ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:4mg/kg PERIOD : Week 6 of administration

—V6E—

Animal Grip strength (g) Motor activity measurements (count)

No. Forelimb  Hindlimb 0'-10' 10'-20' 20'-30' 30'-40' 40'-50' 50'-60' Total
203 1682.3 529.7 726 507 215 81 128 131 1788
205 1466.0 483.7 571 336 97 104 78 9 1195
207 1469.7 504.3 929 612 466 361 195 63 2626
208 1625.3 534.7 589 328 145 95 40 0 1197
209 1841.0 596.7 1150 745 568 369 395 192 3419

N 5 5 5 5 5 5 5 5 5
MEAN 1616.86 529.82 793.0 505.6 298.2 202.0 167.2 79.0 2045.0

S.D. 157.33 42.65 245.6 179.5 207.3 149.1 139.9 82.0 966.1



—G6E—

INDIVIDUAL DATA 7-3-3
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Functional test ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:20mg/kg PERIOD : Week 6 of administration

Animal Grip strength (g) Motor activity measurements (count)

No. Forelimb  Hindlimb 0'-10' 10'-20' 20'-30' 30'-40' 40'-50' 50'-60' Total
301 1704.3 498.7 449 297 173 128 140 104 1291
303 1246.0 514.7 542 322 228 220 150 77 1539
305 1595.7 575.3 1016 620 517 426 404 125 3108
306 1460.7 459.0 1263 702 499 300 307 276 3347
312 1610.0 561.0 577 271 175 115 97 35 1270

N 5 5 5 5 5 5 5 5 5
MEAN 1523.34 521.74 769.4 442.4 318.4 237.8 219.6 1234 2111.0

S.D. 177.72 47.24 352.1 202.5 174.6 129.2 130.2 91.7 1028.2



—96€—

INDIVIDUAL DATA 7-3-4
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Functional test ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP : 100 mg/kg PERIOD : Week 6 of administration

Animal Grip strength (g) Motor activity measurements (count)

No. Forelimb  Hindlimb 0'-10' 10'-20' 20'-30' 30'-40' 40'-50' 50'-60' Total
401 1195.3 432.7 277 196 153 47 55 2 730
404 1104.7 585.7 742 384 93 15 0 0 1234
406 1114.7 572.0 752 592 446 506 122 105 2523
411 1249.3 574.7 1114 487 365 372 318 246 2902
412 1409.3 451.3 329 316 135 9 97 24 910

N 5 5 5 5 5 5 5 5 5
MEAN 1214.66**  523.28 642.8 395.0 238.4 189.8 118.4 75.4 1659.8
S.D. 124.04 74.67 345.0 152.7 156.7 232.8 120.8 104.5 986.9

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



INDIVIDUAL DATA 7-4-1
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Functional test ANIMAL : Rat, Crl:CD(SD) SEX: Male GROUP : Satellite 0 mg/kg PERIOD : Week 2 of recovery

—/6E€—

Animal Grip strength (g) Motor activity measurements (count)

No. Forelimb  Hindlimb 0'-10' 10'-20' 20'-30' 30'-40' 40'-50' 50'-60' Total
104 1465.0 507.0 501 281 243 232 288 211 1756
105 1822.7 438.7 638 499 394 416 426 501 2874
106 1522.0 384.0 674 353 192 242 111 181 1753
107 1766.0 482.0 557 392 398 274 329 187 2137
108 1888.0 640.0 685 301 193 0 216 193 1588

N 5 5 5 5 5 5 5 5 5
MEAN 1692.74 490.34 611.0 365.2 284.0 232.8 274.0 254.6 2021.6

S.D. 188.02 95.81 79.4 86.6 104.3 149.6 118.6 138.2 517.3



INDIVIDUAL DATA 7-4-2
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Functional test ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP : Satellite 100 mg/kg PERIOD : Week 2 of recovery

—86E—

Animal Grip strength (g) Motor activity measurements (count)

No. Forelimb  Hindlimb 0'-10' 10'-20' 20'-30' 30'-40' 40'-50' 50'-60' Total
401 1448.3 500.0 533 395 371 395 200 163 2057
404 1454.3 378.0 761 185 131 178 11 266 1532
406 1765.3 449.7 453 263 152 86 114 132 1200
411 1930.7 522.3 932 494 527 164 250 483 2850
412 1779.3 408.0 377 236 237 257 203 205 1515

N 5 5 5 5 5 5 5 5 5
MEAN 1675.58 451.60 611.2 314.6 283.6 216.0 155.6 249.8 1830.8

S.D. 214.78 60.54 229.9 126.8 165.6 117.0 94.6 139.7 647.5



INDIVIDUAL DATA 8-1-1
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Functional test ANIMAL : Rat, Crl:CD(SD) SEX :Female GROUP:0mg/kg PERIOD : Day 4 of lactation

—66E—

Animal Reactivity Righting
No. Visual Touch Auditory Pain Proprioceptive reflex
151 4 2 1 2 1 1
152 4 2 1 2 1 1
154 4 2 1 2 1 1
159 4 2 1 2 1 1
161 4 2 1 2 1 1

N 5 5 5 5 5 5



INDIVIDUAL DATA 8-1-2
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Functional test ANIMAL : Rat, Crl:CD(SD) SEX :Female GROUP:4 mg/kg PERIOD : Day 4 of lactation

—00v—

Animal Reactivity Righting
No. Visual Touch Auditory Pain Proprioceptive reflex
256 4 2 1 2 1 1
257 4 2 1 2 1 1
259 4 2 1 2 1 1
260 4 2 1 2 1 1
262 4 2 1 2 1 1

N 5 5 5 5 5 5



INDIVIDUAL DATA 8-1-3
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Functional test ANIMAL : Rat, Crl:CD(SD) SEX :Female GROUP:20mg/kg PERIOD : Day 4 of lactation

—T0V—

Animal Reactivity Righting
No. Visual Touch Auditory Pain Proprioceptive reflex
352 4 2 1 2 1 1
355 4 2 1 2 1 1
357 4 2 1 2 1 1
358 4 2 1 2 1 1
360 4 2 1 2 1 1

N 5 5 5 5 5 5



INDIVIDUAL DATA 8-1-4
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Functional test ANIMAL : Rat, Crl:CD(SD) SEX:Female GROUP :100mg/kg PERIOD : Day 4 of lactation

—c0v—

Animal Reactivity Righting
No. Visual Touch Auditory Pain Proprioceptive reflex
451 4 2 1 2 1 1
452 4 2 1 2 1 1
456 4 2 1 2 1 1
458 4 2 1 2 1 1
462 4 2 1 2 1 1

N 5 5 5 5 5 5



INDIVIDUAL DATA 8-2-1
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Functional test ANIMAL : Rat, Crl:CD(SD) SEX: Male GROUP:0mg/kg PERIOD : Day 4 of lactation

—eov—

Animal Grip strength (g) Motor activity measurements (count)

No. Forelimb  Hindlimb 0'-10' 10'-20' 20'-30' 30'-40' 40'-50' 50'-60' Total
151 1181.3 327.7 336 235 368 84 141 127 1291
152 1356.0 380.0 666 256 52 0 0 5 979
154 1311.3 421.7 287 125 92 118 97 86 805
159 1415.3 526.0 342 553 337 363 163 303 2061
161 1461.3 402.0 267 173 71 43 0 0 554

N 5 5 5 5 5 5 5 5 5
MEAN 1345.04 411.48 379.6 268.4 184.0 121.6 80.2 104.2 1138.0

S.D. 107.84 73.01 163.2 167.3 154.9 142.0 77.0 123.6 581.5



INDIVIDUAL DATA 8-2-2
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Functional test ANIMAL : Rat, Crl:CD(SD) SEX: Male GROUP:4mg/kg PERIOD : Day 4 of lactation

— oy —

Animal Grip strength (g) Motor activity measurements (count)
No. Forelimb  Hindlimb 0'-10' 10'-20' 20'-30' 30'-40' 40'-50' 50'-60' Total
256 1256.0 451.7 394 402 393 438 321 278 2226
257 1087.0 348.0 554 438 113 284 123 352 1864
259 1360.7 432.7 1101 336 552 285 106 613 2993
260 1190.0 472.3 799 180 183 98 242 163 1665
262 1226.3 343.3 612 631 721 976 113 563 3616
N 5 5 5 5 5 5 5 5 5
MEAN 1224.00 409.60 692.0 397.4 392.4 416.2 181.0 393.8* 2472.8*
S.D. 99.55 60.06 270.6 163.8 252.7 335.3 96.1 190.5 815.7

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



INDIVIDUAL DATA 8-2-3
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Functional test ANIMAL : Rat, Crl:CD(SD) SEX: Male GROUP:20mg/kg PERIOD : Day 4 of lactation

—G0v—

Animal Grip strength (g) Motor activity measurements (count)

No. Forelimb  Hindlimb 0'-10' 10'-20' 20'-30' 30'-40' 40'-50' 50'-60' Total
352 1180.3 396.3 744 83 7 43 155 0 1032
355 1387.7 301.0 719 626 529 439 336 391 3040
357 1385.0 490.0 269 44 0 0 0 52 365
358 1399.7 472.3 620 223 173 23 187 0 1226
360 1324.0 388.3 445 99 0 44 1 0 589

N 5 5 5 5 5 5 5 5 5
MEAN 1335.34 409.58 559.4 215.0 141.8 109.8 135.8 88.6 1250.4

S.D. 91.54 75.53 200.4 239.3 228.7 184.9 1411 170.5 1057.4



INDIVIDUAL DATA 8-2-4
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Functional test ANIMAL : Rat, Crl:CD(SD) SEX: Male GROUP :100 mg/kg PERIOD : Day 4 of lactation

—90v—

Animal Grip strength (g) Motor activity measurements (count)

No. Forelimb  Hindlimb 0'-10' 10'-20' 20'-30' 30'-40' 40'-50' 50'-60' Total
451 1408.3 383.7 374 11 42 0 1 0 428
452 1492.0 302.0 447 67 83 50 0 106 753
456 1261.0 432.3 163 114 124 62 0 0 463
458 1311.0 357.7 505 135 0 0 0 0 640
462 1498.3 404.0 742 78 125 0 2 0 947

N 5 5 5 5 5 5 5 5 5
MEAN 1394.12 375.94 446.2 81.0 74.8 224 0.6 21.2 646.2

S.D. 106.38 49.56 210.0 47.7 54.0 31.0 0.9 47.4 214.0



INDIVIDUAL DATA 9-1-1
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Functional test  ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : Satellite 0 mg/kg PERIOD : Week 6 of administration

— /0 —

Animal Reactivity Righting
No. Visual Touch Auditory Pain Proprioceptive reflex
168 4 2 1 2 1 1
169 4 2 1 2 1 1
170 4 2 1 2 1 1
171 4 2 1 2 1 1
172 4 2 1 2 1 1

N 5 5 5 5 5 5



INDIVIDUAL DATA 9-1-2
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Functional test ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : Satellite 100 mg/kg PERIOD : Week 6 of administration

—80v—

Animal Reactivity Righting
No. Visual Touch Auditory Pain Proprioceptive reflex
468 4 2 1 2 1 1
469 4 2 1 2 1 1
470 4 2 1 2 1 1
471 4 2 1 2 1 1
472 4 2 1 2 1 1

N 5 5 5 5 5 5



INDIVIDUAL DATA 9-2-1
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Functional test ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : Satellite 0 mg/kg PERIOD : Week 2 of recovery

— 607 —

Animal Reactivity Righting
No. Visual Touch Auditory Pain Proprioceptive reflex
168 4 2 1 2 1 1
169 4 2 1 2 1 1
170 4 2 1 2 1 1
171 4 2 1 2 1 1
172 4 2 1 2 1 1

N 5 5 5 5 5 5



INDIVIDUAL DATA 9-2-2
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Functional test ANIMAL : Rat, Crl:CD(SD) SEX :Female GROUP : Satellite 100 mg/kg PERIOD : Week 2 of recovery

—0TV—

Animal Reactivity Righting
No. Visual Touch Auditory Pain Proprioceptive reflex
468 4 2 1 2 1 1
469 4 2 1 2 1 1
470 4 2 1 2 1 1
471 4 2 1 2 1 1
472 4 2 1 2 1 1

N 5 5 5 5 5 5



INDIVIDUAL DATA 9-3-1
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Functional test ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP : Satellite 0 mg/kg PERIOD : Week 6 of administration

T —

Animal Grip strength (g) Motor activity measurements (count)

No. Forelimb  Hindlimb 0'-10' 10'-20' 20'-30' 30'-40' 40'-50' 50'-60' Total
168 1129.7 458.3 669 331 202 101 80 83 1466
169 1266.0 452.7 945 853 848 455 0 0 3101
170 1293.3 353.7 1427 648 286 291 47 3 2702
171 1302.0 368.0 1180 596 945 809 743 144 4417
172 931.0 410.0 944 655 507 387 362 96 2951

N 5 5 5 5 5 5 5 5 5
MEAN 1184.40 408.54 1033.0 616.6 557.6 408.6 246.4 65.2 2927.4

S.D. 157.76 47.64 285.0 187.3 330.6 260.5 311.5 62.4 1053.1



—ZIv—

INDIVIDUAL DATA 9-3-2
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Functional test ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP : Satellite 100 mg/kg PERIOD : Week 6 of administration

Animal Grip strength (g) Motor activity measurements (count)

No. Forelimb  Hindlimb 0'-10' 10'-20' 20'-30' 30'-40' 40'-50' 50'-60' Total
468 1412.0 467.7 558 372 224 163 176 178 1671
469 1243.3 413.0 778 381 65 0 0 168 1392
470 1121.3 473.3 1794 1302 1212 1001 794 637 6740
471 1275.7 295.0 936 841 576 352 237 156 3098
472 1332.0 407.7 536 428 342 146 121 96 1669

N 5 5 5 5 5 5 5 5 5
MEAN 1276.86 411.34 920.4 664.8 483.8 3324 265.6 247.0+ 2914.0
S.D. 107.97 7171 5155 406.0 4477 394.1 308.0 220.3 2240.7

+ : Significantly different from the 0 mg/kg group at P = 0.05 (Steel's test).



INDIVIDUAL DATA 9-4-1
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Functional test ANIMAL : Rat, Crl:CD(SD) SEX:Female GROUP : Satellite 0 mg/kg PERIOD : Week 2 of recovery

—ETvr—

Animal Grip strength (g) Motor activity measurements (count)

No. Forelimb  Hindlimb 0'-10' 10'-20' 20'-30' 30'-40' 40'-50' 50'-60' Total
168 1161.7 376.0 842 576 204 491 348 521 2982
169 1314.0 366.3 449 384 304 284 295 228 1944
170 1639.7 457.7 1240 841 402 0 0 641 3124
171 1387.3 418.3 888 795 404 482 509 234 3312
172 1326.3 405.3 1327 959 462 593 219 470 4030

N 5 5 5 5 5 5 5 5 5
MEAN 1365.80 404.72 949.2 711.0 355.2 370.0 274.2 418.8 3078.4

S.D. 174.20 36.38 351.0 229.5 101.8 235.2 186.6 182.3 751.4



INDIVIDUAL DATA 9-4-2
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Functional test ANIMAL : Rat, Crl:CD(SD) SEX:Female GROUP : Satellite 100 mg/kg PERIOD : Week 2 of recovery

—Viv—

Animal Grip strength (g) Motor activity measurements (count)

No. Forelimb  Hindlimb 0'-10' 10'-20' 20'-30' 30'-40' 40'-50' 50'-60' Total
468 1467.3 347.7 353 220 132 160 84 100 1049
469 1547.7 483.3 722 273 93 237 21 128 1474
470 1414.3 416.3 1118 755 429 524 400 368 3594
471 1482.7 413.7 1454 1105 599 721 679 626 5184
472 1396.3 406.3 639 182 219 186 0 89 1315

N 5 5 5 5 5 5 5 5 5
MEAN 1461.66 413.46 857.2 507.0 294.4 365.6 236.8 262.2 2523.2

S.D. 59.98 48.12 4314 406.8 214.2 246.2 295.0 233.4 1800.0



-1

INDIVIDUAL DATA 10-1
STUDY NO. SR11087 TITLE : indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Body weight ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP : 0 mg/kg

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

Animal No. 1 3 5 7 10 14 21 28 35 42 1-42 % 7 14 42-R14 %
101 348 357 370 376 390 407 432 442 464 447 99 28.45 # # # #
102 365 377 389 399 404 422 443 463 487 509 144 39.45 # # # #
103 362 376 380 386 398 408 444 462 484 505 143 39.50 # # # #
104 373 381 399 400 409 429 452 470 495 503 130 34.85 515 522 19 3.78
105 369 381 391 399 413 426 456 475 496 493 124 33.60 512 515 22 4.46
106 381 395 407 415 425 444 470 489 521 534 153 40.16 556 564 30 5.62
107 381 392 397 410 427 450 477 502 525 547 166 43.57 557 572 25 4.57
108 387 396 407 419 433 452 4389 518 544 552 165 42.64 555 566 14 2.54
109 389 400 412 422 432 453 481 507 528 552 163 41.90 # # # #
110 395 404 419 433 445 479 514 550 585 615 220 55.70 # # # #
111 404 414 429 440 456 478 506 537 569 592 188 46.53 # # # #
112 398 412 420 432 436 458 482 509 540 563 165 41.46 # # # #
N 12 12 12 12 12 12 12 12 12 12 12 12 5 5 5 5
MEAN 379.3 390.4 401.7 410.9 422.3 442.2 470.5 493.7 519.8 534.3 155.0 40.651 539.0 547.8 22.0 4.194
S.D. 16.5 16.6 17.4 19.6 19.8 24.2 25.7 32.6 36.2 46.0 31.2 6.816 23.3 27.0 6.0 1.135

R14 : Recovery day 14.
# : Not applicable.



—9TV—

INDIVIDUAL DATA 10-2
STUDY NO. SR11087 TITLE : indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Body weight ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP : 4 mg/kg

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

Animal No. 1 3 5 7 10 14 21 28 35 42 1-42 %
201 358 364 372 383 392 409 430 455 484 495 137 38.27
202 354 360 373 371 377 396 426 441 469 499 145 40.96
203 363 373 384 397 412 425 448 470 500 523 160 44.08
204 373 380 395 407 419 439 459 490 519 535 162 43.43
205 377 391 401 411 425 443 456 482 504 522 145 38.46
206 365 374 384 395 401 421 442 466 483 496 131 35.89
207 396 404 415 425 435 452 482 511 545 558 162 40.91
208 383 393 402 408 417 428 452 472 502 520 137 35.77
209 381 391 407 414 430 448 487 514 535 553 172 45.14
210 390 402 415 433 444 463 500 533 556 575 185 47.44
211 397 410 418 437 452 470 496 521 549 575 178 44.84
212 407 412 420 427 441 449 4389 520 555 576 169 41.52
N 12 12 12 12 12 12 12 12 12 12 12 12

MEAN  378.7 387.8 398.8 409.0 420.4 436.9 463.9 489.6 516.8 535.6 156.9 41.393
S.D. 16.8 17.6 17.2 20.1 22.3 21.8 25.9 29.7 30.6 31.2 17.6 3.748



— /T —

INDIVIDUAL DATA 10-3
STUDY NO. SR11087 TITLE : indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Body weight ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP : 20 mg/kg

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

Animal No. 1 3 5 7 10 14 21 28 35 42 1-42 %
301 362 377 388 397 412 431 465 438 510 522 160 44.20
302 364 374 379 387 395 413 435 458 465 480 116 31.87
303 368 384 395 407 418 439 467 497 523 537 169 45.92
304 362 369 379 389 399 416 441 453 467 475 113 31.22
305 372 378 387 402 412 431 457 481 501 514 142 38.17
306 376 391 398 404 414 441 465 492 507 512 136 36.17
307 380 384 390 395 403 418 449 472 490 510 130 34.21
308 357 364 379 388 399 414 439 467 487 515 158 44.26
309 396 406 420 432 443 466 498 524 565 590 194 48.99
310 386 403 413 426 440 457 482 499 524 548 162 41.97
311 391 395 410 419 439 453 484 511 542 562 171 43.73
312 399 406 416 423 433 449 456 478 503 527 128 32.08
N 12 12 12 12 12 12 12 12 12 12 12 12

MEAN  376.1 385.9 396.2 405.8 417.3 435.7 461.5 485.0 507.0 524.3 148.3 39.399
S.D. 14.3 14.3 15.1 15.8 17.4 18.1 19.4 211 29.0 322 24.6 6.198



—8Tvr—

INDIVIDUAL DATA 10-4
STUDY NO. SR11087 TITLE : indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Body weight ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP : 100 mg/kg

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

Animal No. 1 3 5 7 10 14 21 28 35 42 1-42 % 7 14 42-R14 %
401 367 367 380 391 399 418 438 460 483 497 130 35.42 498 511 14 2.82
402 358 348 361 372 378 395 417 442 458 477 119 33.24 # # # #
403 365 347 361 366 365 383 406 420 443 456 91 24.93 # # # #
404 363 363 377 386 389 405 428 444 465 486 123 33.88 501 512 26 5.35
405 372 367 381 387 397 408 425 438 463 476 104 27.96 # # # #
406 376 367 378 385 403 416 449 474 504 512 136 36.17 518 527 15 2.93
407 386 382 393 405 418 441 469 497 528 540 154 39.90 # # # #
408 385 387 399 413 424 443 468 494 514 527 142 36.88 # # # #
409 378 378 391 396 397 409 423 455 484 514 136 35.98 # # # #
410 405 396 412 429 448 465 481 504 536 554 149 36.79 # # # #
411 387 397 407 412 420 430 451 475 495 504 117 30.23 520 531 27 5.36
412 400 397 414 418 424 440 456 482 509 522 122 30.50 538 549 27 5.17
N 12 12 12 12 12 12 12 12 12 12 12 12 5 5 5 5
MEAN 378.5 374.7 387.8 396.7 405.2 421.1 442.6*  465.4* 490.2 505.4 126.9* 33.490** 515.0 526.0 21.8 4.326
S.D. 14.6 17.7 18.0 19.1 22.8 23.3 234 26.5 29.2 28.6 18.2 4.309 16.2 15.6 6.7 1.327

R14 : Recovery day 14.

# : Not applicable.

* . Significantly different from the 0 mg/kg group at P = 0.05 (Dunnett's test).
** : Significantly different from the 0 mg/kg group at P = 0.01 (Dunnett's test).



INDIVIDUAL DATA 11-1-1
STUDY NO. SR11087 TITLE : indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Body weight ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 0 mg/kg

—6IV—

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

Animal No. 1 3 5 7 10 14 1-14 %
151 229 223 237 231 250 253 24 10.48
152 226 233 237 240 243 254 28 12.39
153 238 249 250 259 259 266 28 11.76
154 246 248 251 255 258 264 18 7.32
155 236 238 245 247 251 254 18 7.63
156 241 238 244 248 245 251 10 4.15
157 239 243 254 251 260 263 24 10.04
158 250 263 255 270 270 275 25 10.00
159 247 244 255 251 258 263 16 6.48
160 250 251 253 261 270 277 27 10.80
161 249 251 263 261 268 281 32 12.85
162 265 265 274 277 287 295 30 11.32
N 12 12 12 12 12 12 12 12
MEAN 243.0 2455 2515 254.3 259.9 266.3 23.3 9.602

S.D. 10.5 11.9 10.4 12.6 12.4 13.4 6.5 2.647



INDIVIDUAL DATA 11-1-2
STUDY NO. SR11087 TITLE : indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Body weight ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 4 mg/kg

—0cv—

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

Animal No. 1 3 5 7 10 14 1-14 %
251 222 234 230 237 238 241 19 8.56
252 222 231 228 241 241 247 25 11.26
253 235 236 242 244 238 244 9 3.83
254 238 251 248 261 260 267 29 12.18
255 241 246 253 261 259 272 31 12.86
256 243 234 250 245 258 267 24 9.88
257 244 241 255 250 259 268 24 9.84
258 248 262 256 268 270 277 29 11.69
259 248 258 259 270 269 280 32 12.90
260 251 253 260 261 261 272 21 8.37
261 247 249 254 255 245 255 8 3.24
262 260 255 268 268 279 299 39 15.00
N 12 12 12 12 12 12 12 12
MEAN 241.6 245.8 250.3 255.1 256.4 265.8 24.2 9.968

S.D. 11.2 10.5 11.8 11.4 13.3 16.7 9.1 3.559



INDIVIDUAL DATA 11-1-3
STUDY NO. SR11087 TITLE : indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Body weight ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 20 mg/kg

—Tevr—

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

Animal No. 1 3 5 7 10 14 1-14 %
351 226 227 230 236 231 235 9 3.98
352 232 233 234 238 237 245 13 5.60
353 240 234 243 242 247 257 17 7.08
354 240 250 250 262 263 276 36 15.00
355 238 235 248 245 257 266 28 11.76
356 244 248 252 256 259 263 19 7.79
357 239 238 245 243 252 263 24 10.04
358 244 251 258 264 267 277 33 13.52
359 246 252 254 258 262 267 21 8.54
360 245 250 254 265 269 280 35 14.29
361 249 267 259 276 273 284 35 14.06
362 255 257 268 265 258 266 11 431
N 12 12 12 12 12 12 12 12
MEAN 2415 245.2 249.6 254.2 256.3 264.9 23.4 9.664

S.D. 7.6 11.7 10.6 12.9 12.7 14.2 9.9 4.017



INDIVIDUAL DATA 11-1-4
STUDY NO. SR11087 TITLE : indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Body weight ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 100 mg/kg

—alvr—

Body weight(g) on pre-mating period Body weight gain(g)
Administration day
Animal No. 1 3 5 7 10 14 1-14 %
451 221 217 224 231 231 238 17 7.69
452 233 226 228 234 233 238 5 2.15
453 228 238 231 242 241 247 19 8.33
454 242 243 240 249 249 251 9 3.72
455 235 223 239 238 242 244 9 3.83
456 241 242 241 250 239 246 5 2.07
457 241 238 246 245 255 268 27 11.20
458 246 241 246 240 252 256 10 4.07
459 248 248 245 254 254 256 8 3.23
460 260 255 260 258 257 259 -1 -0.38
461 252 247 252 255 255 264 12 4.76
462 261 260 266 273 269 277 16 6.13
N 12 12 12 12 12 12 12 12
MEAN 242.3 239.8 243.2 247.4 248.1 253.7 11.3**  4.733**

S.D. 121 12.7 12.4 11.7 111 12.0 7.5 3.161

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



—Er—

INDIVIDUAL DATA 11-2-1
STUDY NO. SR11087 TITLE : indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Body weight ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 0 mg/kg

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

Animal No. 0 1 3 5 7 10 14 17 20 0-20 %
151 256 263 280 292 295 317 347 384 430 174 67.97
152 257 262 279 284 289 307 332 362 415 158 61.48
153 276 283 297 297 304 322 348 381 421 145 52.54
154 259 264 281 294 304 321 340 379 430 171 66.02
155 257 263 277 293 299 323 348 381 436 179 69.65
156 268 273 281 289 294 310 326 354 399 131 48.88
157 268 273 294 300 311 328 361 408 468 200 74.63
158 281 290 306 314 325 338 356 382 429 148 52.67
159 260 270 288 301 311 330 357 393 452 192 73.85
160 277 278 300 297 306 318 336 373 424 147 53.07
161 284 289 301 312 312 332 344 378 428 144 50.70
162 307 306 319 337 349 365 392 427 467 160 52.12
N 12 12 12 12 12 12 12 12 12 12 12
MEAN 270.8 276.2 291.9 300.8 308.3 325.9 348.9 383.5 433.3 162.4 60.298

S.D. 15.2 13.7 13.1 14.3 16.1 15.2 17.1 19.3 20.3 21.0 9.674



—Vevr—

INDIVIDUAL DATA 11-2-2
STUDY NO. SR11087 TITLE : indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Body weight ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 4 mg/kg

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

Animal No. 0 1 3 5 7 10 14 17 20 0-20 %
251 245 252 266 266 276 292 308 337 377 132 53.88
252 250 248 266 270 281 294 318 353 401 151 60.40
253 261 271 287 296 306 326 345 374 414 153 58.62
254 272 276 291 301 310 329 356 396 446 174 63.97
255 291 303 308 324 328 352 378 409 464 173 59.45
256 264 277 288 299 309 321 342 373 423 159 60.23
257 273 281 292 305 320 332 370 405 462 189 69.23
258 294 300 316 321 332 352 372 407 445 151 51.36
259 280 290 307 319 323 339 358 385 422 142 50.71
260 282 287 304 319 332 342 368 399 436 154 54.61
261 276 280 294 300 313 334 343 367 411 135 48.91
262 294 306 319 334 340 363 379 411 461 167 56.80
N 12 12 12 12 12 12 12 12 12 12 12
MEAN 273.5 280.9 294.8 304.5 314.2 331.3 353.1 384.7 430.2 156.7 57.348

S.D. 16.2 18.2 17.1 20.8 19.7 21.6 22.9 241 27.0 16.8 5.875



—Gcvr—

INDIVIDUAL DATA 11-2-3
STUDY NO. SR11087 TITLE : indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Body weight ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 20 mg/kg

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

Animal No. 0 1 3 5 7 10 14 17 20 0-20 %
351 250 253 268 276 285 301 324 361 401 151 60.40
352 251 247 264 273 283 301 319 349 402 151 60.16
353 261 263 272 277 288 309 327 347 382 121 46.36
354 278 282 296 305 314 326 350 377 423 145 52.16
355 273 280 285 294 306 324 349 382 421 148 54.21
356 263 266 283 297 310 319 344 377 431 168 63.88
357 260 272 279 294 303 330 349 392 446 186 71.54
358 287 287 299 312 333 350 380 417 470 183 63.76
359 269 279 291 307 317 336 361 387 442 173 64.31
360 282 287 301 315 328 340 369 409 467 185 65.60
361 281 287 304 312 326 331 362 394 454 173 61.57
362 296 303 318 332 348 361 387 417 470 174 58.78
N 12 12 12 12 12 12 12 12 12 12 12
MEAN 270.9 275.5 288.3 299.5 311.8 327.3 351.8 384.1 434.1 163.2 60.228

S.D. 14.4 16.0 16.1 17.9 20.2 18.4 215 23.7 29.2 19.9 6.721



—9¢v—

INDIVIDUAL DATA 11-2-4
STUDY NO. SR11087 TITLE : indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Body weight ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 100 mg/kg

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

Animal No. 0 1 3 5 7 10 14 17 20 0-20 %
451 242 247 251 259 272 278 295 328 374 132 54.55
452 241 249 257 270 280 295 316 351 396 155 64.32
453 256 261 286 284 292 310 335 372 422 166 64.84
454 255 266 277 277 284 300 317 353 400 145 56.86
455 251 257 271 274 284 300 314 345 361 110 43.82
456 244 254 270 278 283 302 327 359 413 169 69.26
457 253 259 283 289 295 305 321 354 394 141 55.73
458 267 272 282 289 301 314 342 377 420 153 57.30
459 260 270 280 285 295 309 335 370 421 161 61.92
460 264 273 290 295 304 321 336 374 413 149 56.44
461 276 284 296 306 316 337 362 394 438 162 58.70
462 281 288 296 302 314 332 355 392 436 155 55.16
N 12 12 12 12 12 12 12 12 12 12 12

MEAN 257.5 265.0 278.3 284.0* 293.3 308.6 329.6 364.1 407.3* 149.8 58.242
S.D. 12.8 13.0 14.1 13.4 13.6 16.1 18.6 19.4 234 16.4 6.460

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



— /v —

INDIVIDUAL DATA 11-3-1
STUDY NO. SR11087 TITLE : indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Body weight ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 0 mg/kg

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

Animal No. 0 1 4 0-4 %
151 322 331 337 15 4.66
152 297 309 327 30 10.10
153 324 327 344 20 6.17
154 328 337 348 20 6.10
155 268 257 # # #
156 302 301 330 28 9.27
157 338 333 355 17 5.03
158 324 322 330 6 1.85
159 338 347 362 24 7.10
160 319 326 334 15 4.70
161 328 316 325 -3 -0.91
162 381 375 386 5 131
N 12 12 11 11 11
MEAN 3224 3234 3435 16.1 5.035
S.D. 27.0 28.2 18.5 10.1 3.315

a : Died on Day 3 of Lactation .
# : Not applicable.
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INDIVIDUAL DATA 11-3-2
STUDY NO. SR11087 TITLE : indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Body weight ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 4 mg/kg

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

Animal No. 0 1 4 0-4 %
251 288 297 329 41 14.24
252 294 271 293 -1 -0.34
253 331 331 333 2 0.60
254 326 330 335 9 2.76
255 323 308 268 -55 -17.03
256 306 298 325 19 6.21
257 342 338 354 12 3.51
258 344 352 360 16 4.65
259 352 342 351 -1 -0.28
260 348 347 348 0 0.00
261 294 299 318 24 8.16
262 346 357 378 32 9.25
N 12 12 12 12 12
MEAN 3245 3225 332.7 8.2 2.644

S.D. 234 27.1 30.0 240 7.638



—6Zv—

INDIVIDUAL DATA 11-3-3
STUDY NO. SR11087 TITLE : indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Body weight ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 20 mg/kg

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

Animal No. 0 1 4 0-4 %
351 300 301 322 22 7.33
352 303 313 331 28 9.24
353 314 324 323 9 2.87
354 319 322 346 27 8.46
355 317 302 349 32 10.09
356 301 285 314 13 4.32
357 331 333 344 13 3.93
358 371 367 376 5 1.35
359 313 306 335 22 7.03
360 328 325 356 28 8.54
361 331 339 354 23 6.95
362 384 358 361 -23 -5.99
N 12 12 12 12 12
MEAN 326.0 3229 342.6 16.6 5.343

S.D. 26.5 23.9 18.2 15.0 4.478



—0evr—

INDIVIDUAL DATA 11-3-4
STUDY NO. SR11087 TITLE : indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Body weight ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 100 mg/kg

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

Animal No. 0 1 4 0-4 %
451 282 291 312 30 10.64
452 305 296 312 7 2.30
453 309 291 322 13 421
454 296 297 304 8 2.70
455 282 285 314 32 11.35
456 293 302 333 40 13.65
457 276 281 305 29 10.51
458 320 328 362 42 13.13
459 334 322 315 -19 -5.69
460 306 316 335 29 9.48
461 341 345 361 20 5.87
462 341 337 345 4 1.17
N 12 12 12 12 12
MEAN 307.1 307.6 326.7 19.6 6.610

S.D. 22.9 21.3 205 17.7 5.841



—Ter—

INDIVIDUAL DATA 12-1
STUDY NO. SR11087 TITLE : indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Body weight ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : Satellite 0 mg/kg

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

Animal No. 1 3 5 7 10 14 21 28 35 42 1-42 % 7 14 42-R14 %
163 224 231 235 236 243 251 258 260 274 282 58 25.89 # # # #
164 230 243 241 252 254 260 267 284 296 298 68 29.57 # # # #
165 239 242 247 250 257 265 275 277 290 300 61 25.52 # # # #
166 248 261 251 269 271 275 272 292 310 309 61 24.60 # # # #
167 251 246 263 258 268 270 279 287 309 323 72 28.69 # # # #
168 227 242 239 252 254 262 272 288 295 292 65 28.63 291 295 3 1.03
169 241 245 250 256 261 267 278 281 294 297 56 23.24 310 310 13 4.38
170 242 251 256 260 258 264 277 282 290 304 62 25.62 313 319 15 4.93
171 244 247 254 257 263 268 274 276 287 292 48 19.67 305 300 8 2.74
172 248 243 258 261 271 276 291 295 309 321 73 29.44 330 328 7 2.18
N 10 10 10 10 10 10 10 10 10 10 10 10 5 5 5 5
MEAN 239.4 245.1 249.4 255.1 260.0 265.8 274.3 282.2 295.4 301.8 62.4 26.087 309.8 310.4 9.2 3.052
S.D. 9.4 7.6 8.9 8.7 8.8 7.3 8.5 9.9 11.4 12.9 7.6 3.139 14.1 135 4.8 1.600

R14 : Recovery day 14.
# : Not applicable.



A

INDIVIDUAL DATA 12-2
STUDY NO. SR11087 TITLE : indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Body weight ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : Satellite 100 mg/kg

Body weight(g) Body weight gain(g)  Body weight gain(g)  Body weight gain(g)
Administration day Recovery day
Animal No. 1 3 5 7 10 14 21 28 35 42 1-42 % 7 14 42-R14 %
463 215 224 218 226 221 226 243 248 252 251 36 16.74 # # # #
464 238 230 241 238 248 257 265 273 272 288 50 21.01 # # # #
465 249 235 246 249 255 261 273 282 270 290 41 16.47 # # # #
466 241 242 240 243 253 258 266 267 280 289 48 19.92 # # # #
467 250 249 246 255 252 259 263 273 284 289 39 15.60 # # # #
468 230 237 238 248 250 258 269 287 302 306 76 33.04 311 322 16 5.23
469 239 226 237 243 235 243 259 264 264 269 30 12.55 284 292 23 8.55
470 243 243 251 252 259 264 274 279 291 306 63 25.93 318 331 25 8.17
471 245 251 252 257 252 257 264 271 271 283 38 15.51 285 291 8 2.83
472 245 234 240 239 247 251 256 257 254 264 19 7.76 279 278 14 5.30
N 10 10 10 10 10 10 10 10 10 10 10 10 5 5 5 5
MEAN 239.5 237.1* 240.9 245.0*  247.2* 253.4** 263.2* 270.1* 274.0** 283.5* 44,0+ 18.453+ 295.4 302.8 17.2 6.016*
S.D. 104 9.1 9.6 9.3 11.2 11.2 9.0 11.7 15.7 17.6 16.3 7.073 17.8 22.6 6.9 2.363

R14 : Recovery day 14.

# : Not applicable.

* . Significantly different from the 0 mg/kg group at p= 0.05 (Dunnett's test).
** . Significantly different from the 0 mg/kg group at P = 0.01 (Dunnett's test).
+ : Significantly different from the 0 mg/kg group at P = 0.05 (Steel's test).



INDIVIDUAL DATA 13-1
STUDY NO. SR11087 TITLE : indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Food consumption  ANIMAL : Rat, Crl:CD(SD) SEX: Male GROUP : 0 mg/kg

Food consmuption (g/rat/day)

—Eevr—

Administration day Recovery day

Animal No. -1~1 1~3 3~5 5~7 7~10 10~14 21~28 28~35 35~42 a~7 7~14
101 19.0 18.0 20.0 195 19.7 20.0 19.1 18.3 12.9 # #
102 27.0 22.0 235 22.0 21.0 21.3 211 20.3 20.9 # #
103 25.0 235 235 22.0 22.0 225 22.4 211 21.7 # #
104 28.0 23.0 25.0 23.0 217 23.3 22.4 229 22.2b 26.1 275
105 25.0 215 215 20.5 20.3 20.0 20.0 19.9 18.8b 239 27.2
106 25.0 23.0 245 235 22.0 235 22.3 22.0 22.3b 26.3 27.0
107 28.0 235 24.0 235 24.0 24.3 23.0 23.0 22.8 26.6 29.7
108 29.0 225 25.0 24.0 23.3 23.8 23.1 22.6 20.3b 249 27.0
109 25.0 23.0 235 235 21.0 215 20.4 20.3 214 # #
110 24.0 23.0 245 26.0 25.3 285 28.4 27.9 26.0 # #
111 27.0 245 24.0 23.0 24.3 23.0 22.3 22.4 23.7 # #
112 29.0 255 25.0 25.0 23.0 235 239 24.7 24.6 # #
N 12 12 12 12 12 12 12 12 12 5 5

MEAN 25.92 22.75 23.67 22.96 22.30 22.93 22.37 22.12 21.47 25.56 27.68
S.D. 2.78 1.83 151 1.79 171 2.27 2.36 2.50 3.31 1.13 1.15

a: Day 42 of administration.
b : Data is the mean value of 6 days due to urinary examination .
# : Not applicable.



— Ve —

INDIVIDUAL DATA 13-2

STUDY NO. SR11087 TITLE : indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Food consumption  ANIMAL : Rat, Crl:CD(SD)

SEX : Male

GROUP : 4 mg/kg

Administration day

Food consmuption (g/rat/day)

Animal No. -1~1 1~3 3~5 5~7 7~10 10~14  21~28  28~35 35~42
201 23.0 23.0 205 220 220 21.8 21.6 21.7 21.0
202 23.0 21.0 21.0 19.5 19.0 19.3 21.3 211 22.7
203 25.0 235 240 240 23.0 22.3 21.6 21.3 2452
204 25.0 20.0 245 225 220 22.3 21.7 211 21.3
205 25.0 23.0 225 23.0 21.7 22.3 20.9 20.7 2222
206 220 21.0 215 205 19.7 205 20.7 19.4 19.1
207 27.0 25.0 255 255 24.7 245 25.0 244 2272
208 27.0 220 220 21.0 20.3 20.0 18.7 19.6 20.82
209 27.0 255 255 245 26.0 25.3 23.9 23.6 22.2%
210 27.0 23.0 240 235 22.3 22.8 224 21.9 21.3
211 29.0 255 245 26.5 25.0 24.3 231 23.7 240
212 33.0 25.0 285 25.0 25.0 24.8 27.0 26.4 26.1

N 12 12 12 12 12 12 12 12 12
MEAN 26.08 23.13 23.67 23.13 22.56 22.52 22.33 22.08 22.33
S.D. 3.00 1.87 2.29 2.12 2.25 1.94 2.18 2.07 1.88

a : Data is the mean value of 6 days due to urinary examination .



—Gevr—

INDIVIDUAL DATA 13-3

STUDY NO. SR11087 TITLE : indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Food consumption  ANIMAL : Rat, Crl:CD(SD)

SEX : Male

GROUP : 20 mg/kg

Administration day

Food consmuption (g/rat/day)

Animal No. -1~1 1~3 3~5 5~7 7~10 10~14  21~28  28~35 35~42
301 27.0 245 240 23.0 220 21.8 20.1 19.1 19.22
302 26.0 220 23.0 225 20.3 19.8 20.3 18.1 18.1
303 26.0 245 235 220 21.0 21.3 22.3 214 21.0@
304 23.0 23.0 225 220 220 21.0 20.4 19.0 19.7
305 220 19.0 205 235 21.3 23.0 224 21.3 21.7@
306 25.0 240 23.0 220 21.7 23.0 211 19.7 19.72
307 240 205 205 18.5 19.0 19.3 19.9 18.7 19.9
308 25.0 19.5 240 21.0 21.0 20.8 211 20.9 211
309 28.0 240 25.0 235 22.7 25.0 23.3 23.9 231
310 26.0 240 240 245 240 23.0 20.7 214 22.6
311 27.0 225 240 245 24.3 240 23.7 234 221
312 29.0 215 25.0 220 220 225 22.9 220 2232

N 12 12 12 12 12 12 12 12 12
MEAN 25.67 2242 23.25 2242 21.78 22.04 21.52 20.74 20.88
S.D. 2.02 1.94 1.48 1.64 1.47 1.69 1.34 1.85 1.55

a : Data is the mean value of 6 days due to urinary examination .



INDIVIDUAL DATA 13-4
STUDY NO. SR11087 TITLE : indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Food consumption  ANIMAL : Rat, Crl:CD(SD) SEX: Male GROUP : 100 mg/kg

Food consmuption (g/rat/day)

—9EV—

Administration day Recovery day

Animal No. -1~1 1~3 3~5 5~7 7~10 10~14  21~28 28~35 35~42 a~7 7~14
401 26.0 18.0 23.0 23.0 21.3 21.0 20.3 21.3 21.3b 21.0 235
402 23.0 12.5 18.5 20.0 19.7 19.8 20.0 19.3 19.9 # #
403 23.0 9.5 19.5 19.5 17.0 18.8 18.0 18.1 17.3 # #
404 23.0 14.5 215 19.5 19.7 19.5 20.4 20.4 19.80 21.7 23.8
405 25.0 15.0 23.0 215 20.3 19.5 20.4 20.1 20.6 # #
406 26.0 13.0 22.5 20.5 21.0 21.3 22.3 22.9 21.8b 23.1 27.7
407 27.0 19.5 24.5 235 23.3 23.8 24.4 24.4 23.4 # #
408 28.0 16.5 24.0 25.0 23.0 22.8 23.0 22.3 22.6 # #
409 26.0 18.0 235 21.0 18.0 20.0 22.3 22.7 24.1 # #
410 29.0 14.0 27.5 27.0 25.7 23.8 22.9 23.1 23.6 # #
411 22.0 19.0 215 20.5 18.3 19.3 20.4 19.6 18.80 22.6 26.5
412 28.0 21.0 24.5 22.5 23.0 23.0 23.4 24.6 24.0b 27.0 317
N 12 12 12 12 12 12 12 12 12 5 5

MEAN 25.50 15.88**  22.79 21.96 20.86 21.05 21.48 21.57 21.43 23.08 26.64
S.D. 2.32 3.37 2.39 2.33 2.55 1.85 1.84 2.08 221 2.34 3.34

a: Day 42 of administration.

b : Data is the mean value of 6 days due to urinary examination .

# : Not applicable.

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



INDIVIDUAL DATA 14-1-1
STUDY NO. SR11087 TITLE : indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Food consumption  ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 0 mg/kg

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

—LEV—

Animal No. -1~1 1~3 3~5 5~7 7~10 10~14
151 220 12.5 17.0 14.0 18.7 16.8
152 15.0 16.5 15.5 14.0 15.7 16.5
153 16.0 16.5 16.0 18.5 15.7 16.8
154 18.0 17.5 16.0 18.5 15.3 16.0
155 18.0 15.0 14.0 17.5 14.0 14.8
156 20.0 12.0 16.0 14.0 16.3 16.3
157 18.0 13.5 19.5 15.5 15.3 15.0
158 12.0 19.0 15.0 20.0 16.7 17.3
159 20.0 13.5 17.5 15.0 17.0 13.8
160 20.0 16.5 13.5 18.5 16.7 16.0
161 220 16.0 17.5 16.0 17.7 17.3
162 20.0 15.5 19.0 16.0 18.7 17.0

N 12 12 12 12 12 12

MEAN 18.42 15.33 16.38 16.46 16.48 16.13
S.D. 2.94 2.10 1.82 2.08 1.41 1.09



INDIVIDUAL DATA 14-1-2
STUDY NO. SR11087 TITLE : indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Food consumption  ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 4 mg/kg

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

—8Ev—

Animal No. -1~1 1~3 3~5 5~7 7~10 10~14
251 12.0 15.0 12.5 15.5 13.3 13.3
252 12.0 16.5 12.5 16.5 13.7 14.8
253 18.0 13.5 16.5 13.5 15.0 15.3
254 14.0 17.0 15.5 17.0 14.3 15.5
255 18.0 15.5 17.5 16.0 16.3 17.8
256 21.0 13.0 18.0 16.0 18.7 16.3
257 20.0 15.5 19.5 16.0 17.0 16.3
258 16.0 18.0 16.0 18.5 16.3 17.0
259 20.0 19.5 17.0 18.5 16.7 18.3
260 18.0 15.0 18.0 15.5 16.7 17.5
261 17.0 13.0 17.0 14.5 14.7 15.5
262 220 15.0 18.0 17.5 21.0 19.8

N 12 12 12 12 12 12

MEAN 17.33 15.54 16.50 16.25 16.14 16.45
S.D. 3.31 1.97 2.14 1.48 2.18 1.75



INDIVIDUAL DATA 14-1-3
STUDY NO. SR11087 TITLE : indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Food consumption  ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 20 mg/kg

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

—6EY—

Animal No. -1~1 1~3 3~5 5~7 7~10 10~14
351 18.0 13.5 16.5 14.5 14.7 14.0
352 18.0 17.5 15.5 17.0 16.0 15.8
353 18.0 13.0 17.5 13.5 16.3 16.0
354 17.0 18.0 18.0 19.0 17.3 19.0
355 19.0 14.5 17.5 16.0 17.7 17.5
356 23.0 16.0 16.0 17.0 16.3 16.3
357 17.0 14.5 17.0 15.0 19.0 16.3
358 21.0 20.0 18.5 21.0 17.0 18.0
359 16.0 16.5 14.0 17.0 15.0 14.5
360 18.0 16.5 15.0 18.0 16.0 17.3
361 14.0 19.0 15.5 19.5 15.7 18.3
362 220 14.0 205 15.0 18.0 18.5

N 12 12 12 12 12 12

MEAN 18.42 16.08 16.79 16.88 16.58 16.79
S.D. 2.54 2.24 1.76 2.23 1.26 1.58



INDIVIDUAL DATA 14-1-4
STUDY NO. SR11087 TITLE : indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Food consumption ~ ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 100 mg/kg

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

—0ovy—

Animal No. -1~1 1~3 3~5 5~7 7~10 10~14
451 17.0 11.0 13.5 16.0 13.7 14.8
452 17.0 10.5 12.5 14.5 12.7 13.5
453 11.0 15.5 13.0 16.0 13.3 15.0
454 17.0 14.5 14.0 15.5 14.7 15.8
455 17.0 6.5 17.0 15.5 13.3 13.8
456 17.0 13.0 13.0 16.5 11.3 14.3
457 21.0 14.5 17.0 17.0 16.3 17.8
458 20.0 10.5 17.0 16.5 17.3 15.8
459 19.0 14.0 12.0 16.5 14.7 14.8
460 220 12.5 17.5 14.0 15.0 16.3
461 20.0 10.0 15.0 15.0 13.7 15.3
462 18.0 14.5 16.0 18.5 12.7 16.3

N 12 12 12 12 12 12

MEAN 18.00 12.25%*  14.79 15.96 14.06** 15.29
S.D. 2.83 2.62 2.03 1.20 1.65 1.20

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



INDIVIDUAL DATA 14-2-1
STUDY NO. SR11087 TITLE : indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Food consumption  ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 0 mg/kg

Food consumption (g/rat/day)
Gestation day

— Ty —

Animal No.  0~1 1~3 3~5 5~7 7~10 10~14  14~17 17~20
151 16.0 21.0 220 21.0 23.7 240 22.3 19.3
152 15.0 21.0 18.5 20.0 20.7 20.3 21.0 19.7
153 17.0 21.0 18.0 21.0 21.3 20.8 20.7 18.0
154 15.0 220 245 23.0 23.7 21.3 21.7 21.3
155 14.0 19.0 220 215 24.7 23.3 22.7 19.0
156 16.0 18.5 18.0 19.0 19.3 18.5 19.0 18.0
157 12.0 11.0 20.0 215 21.3 25.3 26.7 21.0
158 19.0 245 225 235 24.3 22.3 19.7 19.0
159 13.0 205 23.0 19.5 21.3 21.8 21.3 21.7
160 12.0 23.0 18.0 17.5 20.7 19.0 20.3 17.7
161 17.0 215 235 205 23.0 19.8 21.3 18.0
162 16.0 220 245 23.0 23.3 24.3 22.7 21.7

N 12 12 12 12 12 12 12 12

MEAN 15.17 20.42 21.21 20.92 22.28 21.73 21.62 19.53
S.D. 2.12 3.37 2.57 1.77 171 2.17 1.96 1.53



INDIVIDUAL DATA 14-2-2
STUDY NO. SR11087 TITLE : indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Food consumption  ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 4 mg/kg

Food consumption (g/rat/day)
Gestation day

—chv—

Animal No.  0~1 1~3 3~5 5~7 7~10 10~14  14~17 17~20
251 14.0 19.5 15.5 17.5 18.0 18.3 19.0 17.7
252 11.0 20.0 205 225 21.7 22.3 20.7 21.0
253 16.0 220 215 240 23.0 23.0 21.3 20.7
254 15.0 20.0 21.0 220 22.3 225 220 20.7
255 16.0 215 235 23.0 23.0 225 220 20.7
256 19.0 19.5 220 225 21.7 19.5 18.7 18.0
257 18.0 21.0 235 255 26.0 27.0 25.0 21.3
258 19.0 220 215 240 240 245 23.7 21.3
259 19.0 225 235 205 23.0 225 220 20.3
260 19.0 240 26.5 26.5 24.7 25.0 22.7 17.7
261 16.0 20.0 19.5 240 23.3 20.8 20.0 17.3
262 17.0 240 26.0 23.0 24.3 23.3 21.7 21.7

N 12 12 12 12 12 12 12 12

MEAN 16.58 21.33 22.04 22.92 22.92 22.60 21.57 19.87
S.D. 2.47 1.61 2.94 2.32 1.99 2.35 1.82 1.66



INDIVIDUAL DATA 14-2-3
STUDY NO. SR11087 TITLE : indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Food consumption  ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 20 mg/kg

Food consumption (g/rat/day)
Gestation day

—Evr—

Animal No.  0~1 1~3 3~5 5~7 7~10 10~14  14~17 17~20
351 13.0 19.0 19.0 19.5 19.7 19.0 20.3 18.0
352 11.0 205 215 225 22.7 21.8 19.0 21.3
353 15.0 18.0 19.0 20.0 20.3 20.3 18.0 17.3
354 14.0 21.0 215 215 220 21.8 19.3 18.7
355 18.0 20.0 215 220 23.3 23.0 21.0 19.7
356 13.0 19.5 220 225 22.3 220 21.7 21.3
357 18.0 205 225 23.0 25.3 22.8 22.7 20.7
358 16.0 220 25.0 255 27.0 285 26.3 23.3
359 15.0 19.0 220 21.0 22.3 22.8 19.0 21.0
360 17.0 19.0 215 23.0 21.3 245 24.3 23.0
361 9.0 205 220 220 21.0 21.3 19.7 20.7
362 20.0 25.0 275 28.0 27.0 25.0 23.0 21.0

N 12 12 12 12 12 12 12 12

MEAN 14.92 20.33 22.08 22.54 22.85 22.73 21.19 20.50
S.D. 3.15 1.83 2.30 231 242 2.45 2.49 1.82



INDIVIDUAL DATA 14-2-4
STUDY NO. SR11087 TITLE : indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Food consumption ~ ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 100 mg/kg

Food consumption (g/rat/day)
Gestation day

— vy —

Animal No.  0~1 1~3 3~5 5~7 7~10 10~14  14~17 17~20
451 11.0 15.5 18.5 19.0 19.0 18.0 19.0 18.0
452 17.0 17.5 18.0 20.0 20.3 20.3 21.7 19.3
453 18.0 245 19.5 225 23.0 23.3 22.3 21.3
454 17.0 18.0 16.0 18.0 19.7 21.8 20.3 19.3
455 15.0 18.5 16.5 19.0 20.7 19.5 20.7 15.3
456 15.0 17.0 18.0 19.0 18.7 21.0 20.7 19.7
457 15.0 20.0 220 205 22.3 215 22.7 19.7
458 16.0 20.0 215 220 24.7 26.5 240 21.0
459 15.0 18.5 18.0 21.0 18.3 225 22.7 21.0
460 14.0 19.5 18.0 225 21.3 19.0 19.7 19.7
461 20.0 19.5 215 225 22.7 22.8 25.7 20.7
462 15.0 18.5 18.0 19.5 21.3 24.3 22.3 21.7

N 12 12 12 12 12 12 12 12

MEAN 15.67 18.92 18.79 20.46 21.00 21.71 21.82 19.73
S.D. 2.23 2.19 1.95 1.62 1.94 2.38 1.89 1.75



INDIVIDUAL DATA 14-3-1
STUDY NO. SR11087 TITLE : indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Food consumption  ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 0 mg/kg

Food consumption

— Gy —

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

151 14.0 27.0
152 24.0 34.0
153 26.0 33.7
154 19.0 28.0
155 0.0 #
156 18.0 33.0
157 16.0 34.7
158 15.0 27.0
159 24.0 29.3
160 21.0 28.0
161 15.0 29.0
162 14.0 313
N 12 11
MEAN 17.17 30.45
S.D. 6.85 2.96

a: Died on Day 3 of Lactation .
# : Not applicable.



INDIVIDUAL DATA 14-3-2
STUDY NO. SR11087 TITLE : indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Food consumption  ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 4 mg/kg

Food consumption

— 9y —

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

251 26.0 39.0
252 2.0 24.3
253 24.0 317
254 21.0 27.7
255 0.0 0.0
256 8.0 29.7
257 17.0 33.7
258 18.0 29.7
259 18.0 27.3
260 21.0 24.7
261 17.0 32.0
262 21.0 35.7
N 12 12
MEAN 16.08 27.96

S.D. 8.34 9.80



INDIVIDUAL DATA 14-3-3
STUDY NO. SR11087 TITLE : indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Food consumption  ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 20 mg/kg

Food consumption

— /vy —

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

351 18.0 34.3
352 24.0 333
353 16.0 29.3
354 20.0 35.0
355 4.0 313
356 6.0 27.3
357 20.0 323
358 26.0 36.0
359 7.0 29.0
360 14.0 30.0
361 18.0 317
362 10.0 25.3
N 12 12
MEAN 15.25 31.23

S.D. 7.15 3.20



INDIVIDUAL DATA 14-3-4
STUDY NO. SR11087 TITLE : indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Food consumption ~ ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 100 mg/kg

Food consumption

— 8y —

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

451 23.0 317
452 24.0 31.0
453 7.0 28.0
454 21.0 27.0
455 18.0 34.0
456 21.0 34.3
457 14.0 30.0
458 28.0 37.0
459 17.0 21.7
460 17.0 317
461 19.0 32.7
462 22.0 30.0
N 12 12
MEAN 19.25 30.76

S.D. 5.36 3.96



INDIVIDUAL DATA 15-1
STUDY NO. SR11087 TITLE : indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Food consumption  ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : Satellite 0 mg/kg

Food consumption (g/rat/day)

—6vy—

Administration day Recovery day
Animal No. -1~1 1~3 3~5 5~7 7~10 10~14 14~21 21~28 28~35 35~42 a~7 7~14

163 18.0 16.5 14.0 17.0 13.7 16.0 14.6 15.3 15.7 15.0 # #
164 14.0 16.0 14.5 18.0 15.3 15.8 15.3 16.6 16.1 15.0 # #
165 22.0 17.0 16.5 18.0 17.0 16.8 16.0 16.4 14.9 14.7 # #
166 15.0 19.5 135 18.0 15.0 15.3 14.6 16.0 15.0 13.7 # #
167 22.0 15.5 19.5 17.0 18.3 15.5 16.3 17.6 17.7 17.9 # #
168 15.0 17.5 16.5 18.0 17.3 17.3 16.4 17.0 15.3 14.7°b 16.1 18.3
169 21.0 17.0 14.5 17.0 16.0 16.0 15.0 14.9 14.7 125°b 17.6 18.8
170 19.0 19.5 16.0 18.5 14.3 15.8 16.3 14.7 15.9 15.8°b 20.7 19.3
171 19.0 17.5 15.0 18.5 16.0 15.5 14.6 15.0 15.1 14.3b 18.9 19.3
172 18.0 16.0 15.5 20.5 16.7 17.3 16.4 16.4 16.9 15.3°b 18.7 20.0
N 10 10 10 10 10 10 10 10 10 10 5 5
MEAN 18.30 17.20 15.55 18.05 15.96 16.13 15.55 15.99 15.73 14.89 18.40 19.14
S.D. 2.91 1.38 1.72 1.04 1.42 0.74 0.81 0.98 0.96 1.40 1.70 0.63

a: Day 42 of administration.
b : Data is the mean value of 6 days due to urinary examination .
# : Not applicable.



INDIVIDUAL DATA 15-2
STUDY NO. SR11087 TITLE : indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Food consumption  ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : Satellite 100 mg/kg

Food consumption (g/rat/day)

—0Sy—

Administration day Recovery day
Animal No. -1~1 1~3 3~5 5~7 7~10 10~14 14~21 21~28 28~35 35~42 a~7 7~14

463 16.0 135 10.5 14.5 11.7 14.3 14.6 14.0 12.6 12.6 # #
464 19.0 115 16.5 14.0 15.0 15.3 14.0 14.7 13.3 14.9 # #
465 19.0 115 17.0 15.0 16.7 16.5 15.7 15.7 13.9 15.3 # #
466 17.0 11.0 14.0 15.0 14.0 14.8 14.0 14.9 14.9 14.0 # #
467 18.0 135 14.5 16.5 13.3 14.0 14.1 14.7 14.0 14.3 # #
468 13.0 12.5 14.5 16.0 15.7 16.0 15.9 17.6 16.1 1550 17.9 20.0
469 16.0 9.5 14.0 135 12.0 13.3 13.4 12.9 117 14.0b 17.0 17.7
470 21.0 15.0 21.0 15.0 18.7 15.0 16.7 17.4 16.7 19.2°b 21.6 23.3
471 19.0 135 15.0 17.5 14.0 14.0 14.1 14.4 12.4 15.3°b 17.6 19.2
472 18.0 10.0 15.5 13.0 14.7 14.0 14.3 12.3 12.3 13.0°b 17.4 16.5
N 10 10 10 10 10 10 10 10 10 10 5 5
MEAN 17.60 12.15** 15.25 15.00** 14.58 14.72** 14.68 14.86 13.79** 14.81 18.30 19.34
S.D. 2.22 1.75 2.68 1.37 2.11 1.00 1.05 1.70 1.68 1.82 1.87 2.59

a: Day 42 of administration.

b : Data is the mean value of 6 days due to urinary examination .

# : Not applicable.

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



INDIVIDUAL DATA 16-1-1
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Urinary findings ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:0mg/kg PERIOD : Week 6 of administration

— 18—

Urobili- Urine

Ketone nogen Bili- Occult Specific ~ volume

Animal No. pH Protein  Glucose body EU/dL rubin blood Color gravity — mL/21hr
104 8.5 + — — 0.1 — + A 1.050< 6.5
105 8.5 + — — 0.1 — — A 1.048 8.0
106 8.5 + — — 0.1 — — A 1.048 10.0
107 8.0 + — — 0.1 — — A 1.047 10.0
108 8.0 + — — 0.1 — — A 1.045 115
N 5 5 5 5 5 5 5 5 5 5
MEAN 9.20
S.D. 1.96

-; Normal , +; Slight , + ; Moderate .
Color : A = Pale yellow or yellow.



INDIVIDUAL DATA 16-1-2
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Urinary findings ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:0mg/kg PERIOD : Week 6 of administration

Urinary sediments
Epithelial cell
Small
Animal No. RBC WBC  Squamous  Round round Cast

104 — — — — — —
105 — — — — — —
106 — —
107 — — — — — —
108 — — + — — —

I+
|
|
|

—cSh—

- ; Normal , +; Slight .



—ESv—

INDIVIDUAL DATA 16-1-3
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Urinary findings ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:4mg/kg PERIOD : Week 6 of administration

Urobili- Urine

Ketone nogen Bili- Occult Specific ~ volume

Animal No. pH Protein  Glucose body EU/dL rubin blood Color gravity — mL/21hr
203 8.0 + — — 0.1 — — A 1.050< 5.5
205 8.0 + — — 0.1 — — A 1.045 11.0
207 8.5 + — — 0.1 — + A 1.050< 9.0
208 8.0 + — — 0.1 — — A 1.050< 7.0
209 8.0 + — — 0.1 — — A 1.050< 7.5
N 5 5 5 5 5 5 5 5 5 5
MEAN 8.00
S.D. 2.09

-; Normal , +; Slight , + ; Moderate .
Color : A = Pale yellow or yellow.



INDIVIDUAL DATA 16-1-4
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Urinary findings ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:4mg/kg PERIOD : Week 6 of administration

Urinary sediments
Epithelial cell
Small
Animal No. RBC WBC  Squamous  Round round Cast

203 — — — — — —
205 — — — — — —
207 — — — — — —
208 — — — — — —
209 — — — — — —

— VS —

- Normal .



—GGy—

INDIVIDUAL DATA 16-1-5
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Urinary findings ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:20mg/kg PERIOD : Week 6 of administration

Urobili- Urine

Ketone nogen Bili- Occult Specific ~ volume

Animal No. pH Protein  Glucose body EU/dL rubin blood Color gravity — mL/21hr
301 8.5 + — — 0.1 — — A 1.050 8.0
303 8.0 + — — 0.1 — — A 1.050< 7.0
305 8.0 + — — 0.1 — + A 1.050< 7.5
306 8.5 + — — 0.1 — — A 1.050< 7.5
312 8.0 + — — 0.1 — — A 1.050 9.0
N 5 5 5 5 5 5 5 5 5 5
MEAN 7.80
S.D. 0.76

-; Normal , +; Slight , + ; Moderate .
Color : A = Pale yellow or yellow.



INDIVIDUAL DATA 16-1-6
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Urinary findings ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:20mg/kg PERIOD : Week 6 of administration

Urinary sediments
Epithelial cell
Small
Animal No. RBC WBC  Squamous  Round round Cast

301 — — — — — —
303 — — — — — —
305 — — + — — —
306 — — — — — —
312 — — — — — —

—9GY —

-; Normal , +; Slight .



—/SY—

INDIVIDUAL DATA 16-1-7

STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats

Urinary findings ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:100mg/kg PERIOD : Week 6 of administration

Urobili- Urine

Ketone nogen Bili- Occult Specific ~ volume

Animal No. pH Protein  Glucose body EU/dL rubin blood Color gravity — mL/21hr
401 8.5 + — — 0.1 — — A 1.048 11.0
404 7.0 + — — 0.1 — — A 1.035 17.5
406 8.5 + — — 0.1 — + A 1.050< 11.0
411 6.0 + — — 0.1 — — A 1.050< 7.5
412 8.5 + — — 0.1 — — A 1.040 17.0
N 5 5 5 5 5 5 5 5 5 5
MEAN 12.80
S.D. 431

-; Normal , +; Slight .
Color : A = Pale yellow or yellow.



INDIVIDUAL DATA 16-1-8
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Urinary findings ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:100mg/kg PERIOD : Week 6 of administration

Urinary sediments
Epithelial cell
Small
Animal No. RBC WBC  Squamous  Round round Cast

401 — — — — — —
404 — — — — — —
406 — — + — — —
411 — — — — — —
412 — — — — — —

—8GY—

-; Normal , +; Slight .



INDIVIDUAL DATA 16-2-1
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Urinary findings ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:0mg/kg PERIOD : Week 2 of recovery

Urobili- Urine
Ketone nogen Bili- Occult Specific ~ volume
Animal No. pH Protein  Glucose body EU/dL rubin blood Color gravity — mL/21hr

— 65y —

104 8.5 2+ — — 0.1 — — A 1.050< 95
105 8.5 + — — 0.1 — - A 1.050< 6.5
106 8.5 * — — 0.1 — - A 1.050< 7.0
107 8.0 * — — 0.1 — — A 1.047 16.5
108 8.5 * — — 0.1 — — A 1.045 155
N 5 5 5 5 5 5 5 5 5 5
MEAN 11.00
S.D. 4.72

-; Normal , +; Slight , + ; Moderate , 2+ ; Severe .
Color : A = Pale yellow or yellow.



INDIVIDUAL DATA 16-2-2
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Urinary findings ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:0mg/kg PERIOD : Week 2 of recovery

Urinary sediments
Epithelial cell

Small
Animal No RBC WBC  Squamous  Round round Cast

104 — — — — — —
105 — — — — — —
106 — — — — — —
107 — — — — — —
108 — — + — — —

—09%—

-; Normal , +; Slight .



INDIVIDUAL DATA 16-2-3
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Urinary findings ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:100mg/kg PERIOD : Week 2 of recovery

—T19v—

Urobili- Urine

Ketone nogen Bili- Occult Specific ~ volume

Animal No. pH Protein  Glucose body EU/dL rubin blood Color gravity — mL/21hr
401 8.5 + — — 0.1 — — A 1.049 10.0
404 8.5 + — — 0.1 — — A 1.038 17.0
406 8.5 2+ — — 0.1 — — A 1.050< 9.5
411 8.5 + — — 0.1 — — A 1.050< 9.5
412 8.5 + — — 0.1 — — A 1.050< 10.5
N 5 5 5 5 5 5 5 5 5 5
MEAN 11.30
S.D. 3.21

-; Normal , +; Slight , + ; Moderate , 2+ ; Severe .
Color : A = Pale yellow or yellow.



INDIVIDUAL DATA 16-2-4
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Urinary findings ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:100mg/kg PERIOD : Week 2 of recovery

Urinary sediments

—9v—

Epithelial cell
Small
Animal No RBC WBC  Squamous  Round round Cast
401 — — — — — —
404 — — — — — _
406 — — * — — —
411 + — — — — —
412 — — + — — —
N 5 5 5 5 5 5

-; Normal , +; Slight .



INDIVIDUAL DATA 17-1-1
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Urinary findings ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : satellite 0 mg/kg PERIOD : Week 6 of administration

—E9v—

Urobili- Urine

Ketone nogen Bili- Occult Specific ~ volume

Animal No. pH Protein  Glucose body EU/dL rubin blood Color gravity — mL/21hr
168 6.0 + — — 0.1 — — A 1.050< 5.7
169 6.5 + — — 0.1 — — A 1.050< 4.0
170 8.0 + — — 0.1 — — A 1.048 9.0
171 6.5 + — — 0.1 — — A 1.047 6.5
172 8.0 2+ — — 0.1 — — A 1.044 10.0
N 5 5 5 5 5 5 5 5 5 5
MEAN 7.04
S.D. 2.45

- Normal , + ; Moderate , 2+ ; Severe .
Color : A = Pale yellow or yellow.



INDIVIDUAL DATA 17-1-2
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Urinary findings ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : satellite 0 mg/kg PERIOD : Week 6 of administration

Urinary sediments
Epithelial cell
Small
Animal No. RBC WBC  Squamous  Round round Cast

168 — — — — — —
169 — — — — — —
170 — — — — — —
171 — — — — — —
172 — — — — — —

— Vv —

- Normal .



INDIVIDUAL DATA 17-1-3
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Urinary findings ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : satellite 100 mg/kg PERIOD : Week 6 of administration

Urobili- Urine
Ketone nogen Bili- Occult Specific  volume
Animal No. pH Protein  Glucose body EU/dL rubin blood Color gravity  mL/21hr

—Gov—

468 6.0 + — — 0.1 — - A 1.050< 52
469 7.5 * — — 0.1 — - A 1.050< 4.0
470 7.0 + — — 0.1 — — A 1.038 14.0
471 8.0 * — — 0.1 — - A 1.050< 50
472 6.5 * — — 0.1 — — A 1.035 115
N 5 5 5 5 5 5 5 5 5 5
MEAN 7.94
S.D. 4.50

-; Normal , +; Slight , + ; Moderate .
Color : A = Pale yellow or yellow.



INDIVIDUAL DATA 17-1-4
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Urinary findings ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : satellite 100 mg/kg PERIOD : Week 6 of administration

Urinary sediments

—99%—

Epithelial cell
Small
Animal No. RBC WBC  Squamous  Round round Cast
468 — — + — — —
469 — — — — — —
470 — — + — — —
471 — — — — — —
472 — — + — — —
N 5 5 5 5 5 5

-; Normal , +; Slight .



INDIVIDUAL DATA 17-2-1
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Urinary findings ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : satellite 0 mg/kg PERIOD : Week 2 of recovery

—/9v—

Urobili- Urine

Ketone nogen Bili- Occult Specific ~ volume

Animal No. pH Protein  Glucose body EU/dL rubin blood Color gravity — mL/21hr
168 8.5 + — — 0.1 — — A 1.050< 5.0
169 6.0 + — — 0.1 — — A 1.050< 6.0
170 8.5 + — — 0.1 — — A 1.050< 10.5
171 7.5 + — — 0.1 — — A 1.050< 8.5
172 7.0 + — — 0.1 — — A 1.050< 9.0
N 5 5 5 5 5 5 5 5 5 5
MEAN 7.80
S.D. 2.25

-; Normal , +; Slight , + ; Moderate .
Color : A = Pale yellow or yellow.



INDIVIDUAL DATA 17-2-2
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Urinary findings ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : satellite 0 mg/kg PERIOD : Week 2 of recovery

Urinary sediments

—897—

Epithelial cell
Small
Animal No. RBC WBC  Squamous  Round round Cast
168 — — + — — —
169 — — — — — —
170 — — — — — —
171 — — + — — —
172 — — + — — —
N 5 5 5 5 5 5

-; Normal , +; Slight .



INDIVIDUAL DATA 17-2-3
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Urinary findings ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : satellite 100 mg/kg PERIOD : Week 2 of recovery

— 697 —

Urobili- Urine

Ketone nogen Bili- Occult Specific ~ volume

Animal No. pH Protein  Glucose body EU/dL rubin blood Color gravity — mL/21hr
468 6.0 — — — 0.1 — — A 1.050< 6.5
469 8.0 + — — 0.1 — — A 1.043 10.5
470 8.5 + — — 0.1 — — A 1.042 14.0
471 6.5 — — — 0.1 — — A 1.050< 35
472 7.5 — — — 0.1 — — A 1.041 12.5
N 5 5 5 5 5 5 5 5 5 5
MEAN 9.40
S.D. 4.34

-; Normal , +; Slight , + ; Moderate .
Color : A = Pale yellow or yellow.



INDIVIDUAL DATA 17-2-4
STUDY NO. SR11087 TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Urinary findings ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : satellite 100 mg/kg PERIOD : Week 2 of recovery

Urinary sediments
Epithelial cell
Small
Animal No. RBC WBC  Squamous  Round round Cast

468 — — — — — —
469 — — — — — —
470 — — — — — —
471 — — — — — —
472 — — — — — —

—0LY—

- Normal .



INDIVIDUAL DATA 18-1-1
STUDY NO. SR11087  TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Hematological findings ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:0mgkg PERIOD : after Week 6 of administration

WBC RBC HGB HCT MCV MCH MCHC  Platelet

—TV—

Animal No.  10%/uL 10%/uL g/dL % fL pg g/dL 10%/uL
101 433 840 14.9 41.2 49.0 17.7 36.2 91.9
102 54.1 822 15.1 42.8 52.1 18.4 353 113.9
103 47.0 857 15.1 42.2 49.2 17.6 35.8 120.0
109 84.6 811 14.1 40.0 49.3 17.4 353 112.3
110 83.2 829 15.3 43.2 52.1 18.5 354 106.0
N 5 5 5 5 5 5 5 5

MEAN 62.44 831.8 14.90 41.88 50.34 17.92 35.60 108.82
S.D. 19.98 17.6 0.47 1.29 1.61 0.50 0.39 10.69



INDIVIDUAL DATA 18-1-2
STUDY NO. SR11087  TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Hematological findings ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:0mgkg PERIOD : after Week 6 of administration

—cLly—

Reticulo- Differential count of WBC (102/ ul) Met-
cyte PT APTT Lympho- Heinz Body hemoglobin
Animal No. % sec sec Neutrophil cyte  Monocyte Eosinophil Basophil % %
101 1.91 28.3 30.6 3.1 38.5 1.0 0.7 0.0 0.0 1.9
102 2.63 28.5 28.6 10.6 40.5 2.1 0.9 0.0 0.0 1.9
103 2.49 24.1 27.7 8.5 36.1 1.6 0.8 0.0 0.0 2.3
109 3.15 23.0 27.2 15.0 65.6 2.1 1.9 0.0 0.0 1.6
110 3.26 21.3 294 11.9 67.8 2.4 1.1 0.0 0.0 1.8
N 5 5 5 5 5 5 5 5 5 5
MEAN 2.688 25.04 28.70 9.82 49.70 1.84 1.08 0.00 0.00 1.90

S.D. 0.545 3.23 1.36 4.43 15.62 0.55 0.48 0.00 0.00 0.25



INDIVIDUAL DATA 18-1-3
STUDY NO. SR11087  TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Hematological findings ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:4 mgkg PERIOD : after Week 6 of administration

WBC RBC HGB HCT MCV MCH MCHC  Platelet

—ELVr—

Animal No.  10%/uL 10%/uL g/dL % fL pg g/dL 10%/uL
201 96.4 856 15.2 42.6 49.8 17.8 35.7 127.8
202 56.0 804 15.0 43.0 53.5 18.7 349 96.7
204 77.7 821 14.9 41.7 50.8 18.1 35.7 131.5
206 53.2 854 15.2 43.5 50.9 17.8 34.9 106.4
210 46.0 845 14.9 43.1 51.0 17.6 34.6 104.3

N 5 5 5 5 5 5 5 5

MEAN 65.86 836.0 15.04 42.78 51.20 18.00 35.16 113.34
S.D. 20.77 22.7 0.15 0.68 1.37 0.43 0.51 15.38



INDIVIDUAL DATA 18-1-4
STUDY NO. SR11087  TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Hematological findings ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:4 mgkg PERIOD : after Week 6 of administration

—Vlv—

Reticulo- Differential count of WBC (102/ ul) Met-
cyte PT APTT Lympho- Heinz Body hemoglobin
Animal No. % sec sec Neutrophil cyte  Monocyte Eosinophil Basophil % %

201 2.57 21.1 27.2 253 66.4 35 1.2 0.0 0.0 L.5
202 3.65 26.0 26.8 7.0 46.2 1.9 0.9 0.0 0.0 1.9
204 3.44 21.7 26.4 12.8 61.9 2.1 0.9 0.0 0.0 L.5
206 3.03 18.3 26.3 15.5 33.9 3.0 0.8 0.0 0.0 1.9
210 3.11 21.7 26.7 9.7 334 2.1 0.8 0.0 0.0 L.5
N 5 5 5 5 5 5 5 5 5 5
MEAN 3.160 21.76 26.68+ 14.06 48.36 2.52 0.92 0.00 0.00 1.66
S.D. 0.414 2.76 0.36 7.05 15.38 0.69 0.16 0.00 0.00 0.22

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



INDIVIDUAL DATA 18-1-5
STUDY NO. SR11087  TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Hematological findings ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:20mg/kg PERIOD : after Week 6 of administration

WBC RBC HGB HCT MCV MCH MCHC  Platelet

—SQly—

Animal No.  10%/uL 10%/uL g/dL % fL pg g/dL 10%/uL
302 48.4 829 14.3 40.5 48.9 17.2 353 124.8
304 63.1 809 15.2 42.7 52.8 18.8 35.6 100.3
307 77.7 787 14.4 41.7 53.0 18.3 34.5 122.2
308 359 754 13.8 40.1 53.2 18.3 344 107.6
309 59.4 800 14.9 43.4 54.3 18.6 343 115.2

N 5 5 5 5 5 5 5 5

MEAN 56.90 795.8 14.52 41.68 52.44 18.24 34.82*%  114.02
S.D. 15.74 27.9 0.54 1.40 2.06 0.62 0.59 10.17

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



INDIVIDUAL DATA 18-1-6
STUDY NO. SR11087  TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Hematological findings ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:20mg/kg PERIOD : after Week 6 of administration

—9/V—

Reticulo- Differential count of WBC (102/ uL) Met-
cyte PT APTT Lympho- Heinz Body hemoglobin
Animal No. % sec sec Neutrophil cyte  Monocyte Eosinophil Basophil % %

302 3.00 20.8 32.0 9.3 36.2 2.1 0.8 0.0 0.0 2.0
304 2.75 24.2 26.8 8.0 52.8 1.5 0.8 0.0 0.0 1.9
307 3.37 29.7 31.0 12.1 62.9 2.0 0.7 0.0 0.0 1.9
308 2.93 243 28.2 8.0 26.2 1.1 0.6 0.0 0.0 1.7
309 3.50 20.1 25.4 13.1 43.1 2.4 0.8 0.0 0.0 1.9

N 5 5 5 5 5 5 5 5 5 5
MEAN 3.110 23.82 28.68 10.10 44.24 1.82 0.74 0.00 0.00 1.88

S.D. 0.314 3.80 2.78 2.37 14.26 0.52 0.09 0.00 0.00 0.11



INDIVIDUAL DATA 18-1-7
STUDY NO. SR11087  TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Hematological findings ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP: 100 mg/kg PERIOD : after Week 6 of administration

WBC RBC HGB HCT MCV MCH MCHC  Platelet

—LlY—

Animal No.  10%/uL 10%/uL g/dL % fL pg g/dL 10%/uL
402 59.4 852 15.3 44.2 51.9 18.0 34.6 87.6
403 50.9 782 13.6 39.2 50.1 17.4 347 97.5
405 56.0 794 14.6 42.8 53.9 18.4 34.1 95.8
407 69.4 777 14.4 41.4 53.3 18.5 34.8 102.8
408 105.5 744 13.7 39.6 53.2 18.4 34.6 103.5

N 5 5 5 5 5 5 5 5

MEAN 68.24 789.8 14.32 41.44 52.48 18.14 34.56%*  97.44
S.D. 21.90 39.4 0.70 2.11 1.52 0.46 0.27 6.42

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



—8LV—

INDIVIDUAL DATA 18-1-8
STUDY NO. SR11087  TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Hematological findings ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP: 100 mg/kg PERIOD : after Week 6 of administration

Reticulo- Differential count of WBC (102/ uL) Met-
cyte PT APTT Lympho- Heinz Body hemoglobin
Animal No. % sec sec Neutrophil cyte  Monocyte Eosinophil Basophil % %

402 3.67 33.2 30.9 15.0 41.5 1.8 1.1 0.0 0.0 1.9
403 4.11 33.9 33.2 11.9 36.4 1.7 0.9 0.0 0.0 2.5
405 3.50 40.4 34.0 10.3 43.0 1.8 0.9 0.0 0.0 1.9
407 4.18 18.3 28.2 14.5 52.2 1.9 0.8 0.0 0.0 2.4
408 4.67 37.6 36.6 13.1 89.5 2.0 0.9 0.0 0.0 1.2
N 5 5 5 5 5 5 5 5 5 5
MEAN 4.026**  32.68 32.58 12.96 52.52 1.84 0.92 0.00 0.00 1.98
S.D. 0.461 8.55 3.18 1.92 21.44 0.11 0.11 0.00 0.00 0.52

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



INDIVIDUAL DATA 18-2-1
STUDY NO. SR11087  TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Hematological findings ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:0mgkg PERIOD : after Week 2 of recovery

WBC RBC HGB HCT MCV MCH MCHC  Platelet

—6.LV—

Animal No.  10%/uL 10%/uL g/dL % fL pg g/dL 10%/uL
104 92.4 939 15.8 43.7 46.5 16.8 36.2 124.6
105 49.2 837 15.3 42.5 50.8 18.3 36.0 122.7
106 85.2 892 15.4 43.6 48.9 17.3 353 943
107 86.4 842 14.8 41.7 49.5 17.6 35.5 109.1
108 48.9 827 15.0 43.0 52.0 18.1 34.9 100.0
N 5 5 5 5 5 5 5 5

MEAN 72.42 867.4 15.26 42.90 49.54 17.62 35.58 110.14
S.D. 21.51 473 0.38 0.83 2.08 0.61 0.53 13.43



—08Y—

INDIVIDUAL DATA 18-2-2
STUDY NO. SR11087  TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Hematological findings ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:0mgkg PERIOD : after Week 2 of recovery

Reticulo- Differential count of WBC (102/ uL) Met-
cyte PT APTT Lympho- Heinz Body hemoglobin
Animal No. % sec sec Neutrophil cyte  Monocyte Eosinophil Basophil % %
104 2.89 23.2 24.6 8.2 79.4 34 1.4 0.0 0.0 1.8
105 2.63 23.8 27.7 4.8 422 1.3 0.9 0.0 0.0 1.8
106 2.60 18.9 24.0 18.9 61.3 3.2 1.8 0.0 0.0 1.5
107 2.89 20.9 23.9 12.4 69.0 3.1 1.9 0.0 0.0 1.2
108 2.07 26.7 26.8 6.2 39.7 2.1 0.9 0.0 0.0 1.5
N 5 5 5 5 5 5 5 5 5 5
MEAN 2.616 22.70 25.40 10.10 58.32 2.62 1.38 0.00 0.00 1.56

S.D. 0.335 2.96 1.74 5.69 17.13 0.89 0.48 0.00 0.00 0.25



INDIVIDUAL DATA 18-2-3
STUDY NO. SR11087  TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Hematological findings ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP: 100 mg/kg PERIOD : after Week 2 of recovery

WBC RBC HGB HCT MCV MCH MCHC  Platelet

— 18—

Animal No.  10%/uL 10%/uL g/dL % fL pg g/dL 10%/uL
401 108.8 883 15.4 42.8 48.5 17.4 36.0 125.7
404 68.5 864 154 43.5 50.3 17.8 354 123.4
406 70.5 850 15.7 45.0 52.9 18.5 349 95.8
411 57.7 831 14.6 40.9 49.2 17.6 35.7 122.3
412 41.4 866 15.9 44.2 51.0 18.4 36.0 118.1

N 5 5 5 5 5 5 5 5

MEAN 69.38 858.8 15.40 43.28 50.38 17.94 35.60 117.06
S.D. 24.88 19.5 0.49 1.56 1.71 0.49 0.46 12.20



INDIVIDUAL DATA 18-2-4
STUDY NO. SR11087  TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Hematological findings ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP: 100 mg/kg PERIOD : after Week 2 of recovery

—8r—

Reticulo- Differential count of WBC (102/ uL) Met-
cyte PT APTT Lympho- Heinz Body hemoglobin
Animal No. % sec sec Neutrophil cyte  Monocyte Eosinophil Basophil % %

401 2.34 22.0 26.3 7.4 97.3 3.0 1.1 0.0 0.0 1.5
404 2.69 30.1 28.5 6.7 57.9 2.9 1.0 0.0 0.0 1.5
406 3.91 31.0 29.2 11.7 55.4 2.6 0.8 0.0 0.0 1.8
411 3.28 22.0 27.2 7.7 46.9 2.0 1.1 0.0 0.0 1.9
412 2.78 21.4 27.0 6.6 31.8 1.9 1.1 0.0 0.0 1.4
N 5 5 5 5 5 5 5 5 5 5
MEAN 3.000 25.30 27.64* 8.02 57.86 2.48 1.02 0.00 0.00 1.62
S.D. 0.610 4.81 1.18 2.11 24.29 0.51 0.13 0.00 0.00 0.22

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



INDIVIDUAL DATA 19-1
STUDY NO. SR11087  TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Hematological findings ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP :0mg/kg PERIOD : Day 5 of lactation

WBC RBC HGB HCT MCV MCH MCHC  Platelet

—E8Y—

Animal No.  10%/uL 10%/uL g/dL % fL pg g/dL 10%/uL
151 68.5 730 13.6 37.9 51.9 18.6 359 129.2
152 60.8 626 12.2 36.4 58.1 19.5 335 129.2
154 68.9 678 133 39.6 58.4 19.6 33.6 119.5
159 88.1 655 12.3 36.1 55.1 18.8 34.1 127.5
161 64.7 636 12.4 37.0 58.2 19.5 33.5 158.5
N 5 5 5 5 5 5 5 5

MEAN 70.20 665.0 12.76 37.40 56.34 19.20 34.12 132.78
S.D. 10.53 41.4 0.64 1.41 2.83 0.46 1.03 14.93



INDIVIDUAL DATA 19-2
STUDY NO. SR11087  TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Hematological findings ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP :0mg/kg PERIOD : Day 5 of lactation

—v8Y—

Reticulo- Differential count of WBC (102/ uL)
cyte PT APTT Lympho-
Animal No. % sec sec Neutrophil cyte  Monocyte Eosinophil Basophil
151 7.37 16.9 21.2 19.1 46.6 2.6 0.2 0.0
152 9.12 18.5 19.6 21.4 38.2 0.9 0.3 0.0
154 8.89 16.8 18.6 20.7 44.9 2.8 0.5 0.0
159 7.80 16.7 18.0 22.8 61.5 2.6 1.2 0.0
161 9.50 16.2 21.9 13.8 48.1 2.5 0.3 0.0
N 5 5 5 5 5 5 5 5
MEAN 8.536 17.02 19.86 19.56 47.86 2.28 0.50 0.00

S.D. 0.908 0.87 1.66 3.48 8.51 0.78 0.41 0.00



INDIVIDUAL DATA 19-3
STUDY NO. SR11087  TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Hematological findings ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP :4 mg/kg PERIOD : Day 5 of lactation

WBC RBC HGB HCT MCV MCH MCHC  Platelet

—G8Y—

Animal No.  10%/uL 10%/uL g/dL % fL pg g/dL 10%/uL
256 63.5 630 12.1 35.2 55.9 19.2 344 109.0
257 108.8 511 10.6 334 65.4 20.7 31.7 131.3
259 56.3 701 13.1 38.0 54.2 18.7 34.5 118.5
260 47.9 635 11.9 34.2 53.9 18.7 34.8 107.7
262 44.2 643 12.8 37.8 58.8 19.9 339 100.5

N 5 5 5 5 5 5 5 5

MEAN 64.14 624.0 12.10 35.72 57.64 19.44 33.86 113.40
S.D. 26.07 69.3 0.97 2.09 4.75 0.86 1.25 11.88



INDIVIDUAL DATA 19-4
STUDY NO. SR11087  TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Hematological findings ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP :4 mg/kg PERIOD : Day 5 of lactation

—98Y—

Reticulo- Differential count of WBC (102/ uL)
cyte PT APTT Lympho-

Animal No. % sec sec Neutrophil cyte  Monocyte Eosinophil Basophil
256 9.25 16.2 19.5 24.5 383 0.5 0.2 0.0
257 17.08 17.8 22.4 25.0 81.5 2.1 0.1 0.1
259 5.95 16.1 23.1 19.6 34.5 1.7 0.5 0.0
260 6.85 16.7 18.1 17.4 28.0 2.1 0.4 0.0
262 10.33 17.3 19.6 11.6 313 1.1 0.2 0.0

N 5 5 5 5 5 5 5 5
MEAN 9.892 16.82 20.54 19.62 42.72 1.50 0.28 0.02

S.D. 4.389 0.73 2.12 5.52 22.01 0.69 0.16 0.04



INDIVIDUAL DATA 19-5
STUDY NO. SR11087  TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Hematological findings ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : 20 mg/kg PERIOD : Day 5 of lactation

WBC RBC HGB HCT MCV MCH MCHC  Platelet

—/8V—

Animal No.  10%/uL 10%/uL g/dL % fL pg g/dL 10%/uL
352 72.5 699 13.2 38.1 54.5 18.9 34.6 134.5
355 67.3 651 12.2 34.9 53.6 18.7 35.0 116.2
357 49.8 651 12.7 38.3 58.8 19.5 33.2 122.2
358 58.7 622 12.4 37.4 60.1 19.9 33.2 109.9
360 88.0 696 13.0 37.8 54.3 18.7 344 126.7

N 5 5 5 5 5 5 5 5

MEAN 67.26 663.8 12.70 37.30 56.26 19.14 34.08 121.90
S.D. 14.45 33.0 0.41 1.38 2.97 0.54 0.83 9.47



INDIVIDUAL DATA 19-6
STUDY NO. SR11087  TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Hematological findings ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : 20 mg/kg PERIOD : Day 5 of lactation

Differential count of WBC (102/ ul)

—88Y—

Reticulo-
cyte PT APTT Lympho-

Animal No. % sec sec Neutrophil cyte  Monocyte Eosinophil Basophil
352 7.38 16.6 17.3 32.5 37.7 1.6 0.7 0.0
355 8.25 17.6 20.0 25.1 39.8 2.2 0.2 0.0
357 10.88 16.7 18.4 12.6 35.6 1.4 0.2 0.0
358 7.72 16.4 19.1 22.8 33.6 1.7 0.6 0.0
360 8.38 17.9 19.7 30.6 54.3 2.7 0.4 0.0

N 5 5 5 5 5 5 5 5
MEAN 8.522 17.04 18.90 24.72 40.20 1.92 0.42 0.00

S.D. 1.379 0.67 1.08 7.84 8.21 0.53 0.23 0.00



INDIVIDUAL DATA 19-7
STUDY NO. SR11087  TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Hematological findings ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : 100 mg/kg PERIOD : Day 5 of lactation

WBC RBC HGB HCT MCV MCH MCHC  Platelet

— 687 —

Animal No.  10%/uL 10%/uL g/dL % fL pg g/dL 10%/uL
451 42.2 605 11.9 35.7 59.0 19.7 333 129.2
452 55.3 647 12.1 359 55.5 18.7 33.7 123.7
456 54.2 682 13.1 39.7 58.2 19.2 33.0 129.2
458 84.7 596 12.7 38.4 64.4 21.3 33.1 103.5
462 105.2 643 12.9 38.1 59.3 20.1 339 104.6

N 5 5 5 5 5 5 5 5

MEAN 68.32 634.6 12.54 37.56 59.28 19.80 33.40 118.04
S.D. 25.88 34.8 0.52 1.72 3.23 0.99 0.39 12.97



INDIVIDUAL DATA 19-8
STUDY NO. SR11087  TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Hematological findings ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : 100 mg/kg PERIOD : Day 5 of lactation

Differential count of WBC (102/ ul)

— 067 —

Reticulo-
cyte PT APTT Lympho-

Animal No. % sec sec Neutrophil cyte  Monocyte Eosinophil Basophil
451 11.48 16.3 18.9 12.1 28.4 1.6 0.1 0.0
452 8.23 16.0 20.4 21.7 30.7 2.7 0.2 0.0
456 11.47 17.7 19.6 10.3 42.1 1.6 0.2 0.0
458 14.19 16.1 22.6 35.8 46.3 2.0 0.6 0.0
462 9.14 18.4 18.4 40.5 60.2 4.2 0.3 0.0
N 5 5 5 5 5 5 5 5

MEAN 10.902 16.90 19.98 24.08 41.54 2.42 0.28 0.00

S.D. 2.330 1.08 1.65 13.66 12.86 1.09 0.19 0.00



INDIVIDUAL DATA 20-1-1
STUDY NO. SR11087  TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Hematological findings ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : satellite 0 mg/kg PERIOD : after Week 6 of administration

WBC RBC HGB HCT MCV MCH MCHC  Platelet

—T6V—

Animal No.  10%/uL 10%/uL g/dL % fL pg g/dL 10%/uL
163 41.0 811 14.3 40.3 49.7 17.6 35.5 113.6
164 40.4 755 14.0 40.7 53.9 18.5 344 127.8
165 49.9 851 15.4 43.1 50.6 18.1 35.7 100.8
166 40.7 825 14.7 41.4 50.2 17.8 35.5 113.7
167 29.8 764 13.9 393 514 18.2 354 95.2
N 5 5 5 5 5 5 5 5

MEAN 40.36 801.2 14.46 40.96 51.16 18.04 35.30 110.22
S.D. 7.12 40.8 0.61 1.42 1.65 0.35 0.51 12.72



INDIVIDUAL DATA 20-1-2
STUDY NO. SR11087  TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Hematological findings ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : satellite 0 mg/kg PERIOD : after Week 6 of administration

—c6v—

Reticulo- Differential count of WBC (10%/ uL) Met-
cyte PT APTT Lympho- Heinz Body hemoglobin
Animal No. % sec sec Neutrophil cyte  Monocyte Eosinophil Basophil % %
163 2.64 16.6 18.6 34 36.4 0.7 0.5 0.0 0.0 1.2
164 2.11 15.5 19.4 5.3 334 1.3 0.4 0.0 0.0 1.6
165 2.77 16.2 17.7 6.0 423 1.2 0.4 0.0 0.0 1.5
166 3.57 16.8 18.7 7.6 30.9 1.9 0.3 0.0 0.0 0.8
167 3.32 17.9 18.4 4.8 23.2 1.4 0.4 0.0 0.0 1.2
N 5 5 5 5 5 5 5 5 5 5
MEAN 2.882 16.60 18.56 5.42 33.24 1.30 0.40 0.00 0.00 1.26

S.D. 0.577 0.88 0.61 1.55 7.04 0.43 0.07 0.00 0.00 0.31



INDIVIDUAL DATA 20-1-3
STUDY NO. SR11087  TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Hematological findings ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : satellite 100 mg/kg PERIOD : after Week 6 of administration

WBC RBC HGB HCT MCV MCH MCHC  Platelet

—E6v—

Animal No.  10%/uL 10%/uL g/dL % fL pg g/dL 10%/uL
463 19.6 742 13.1 373 50.3 17.7 35.1 99.9
464 27.9 735 13.2 37.6 51.2 18.0 35.1 122.6
465 59.6 775 14.7 42.3 54.6 19.0 34.8 104.3
466 44.4 743 14.5 41.9 56.4 19.5 34.6 102.9
467 441 794 14.8 43.1 54.3 18.6 343 102.1

N 5 5 5 5 5 5 5 5

MEAN 39.12 757.8 14.06 40.44 53.36 18.56 34.78 106.36
S.D. 15.64 25.5 0.84 2.77 2.53 0.73 0.34 9.22



INDIVIDUAL DATA 20-1-4
STUDY NO. SR11087  TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Hematological findings ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : satellite 100 mg/kg PERIOD : after Week 6 of administration

—V6v—

Reticulo- Differential count of WBC (10%/uL) Met-
cyte PT APTT Lympho- Heinz Body hemoglobin
Animal No. % sec sec Neutrophil cyte  Monocyte Eosinophil Basophil % %

463 341 14.9 23.0 35 15.2 0.7 0.2 0.0 0.0 2.2
464 3.51 21.7 26.0 7.5 19.6 0.7 0.1 0.0 0.0 1.8
465 4.05 17.7 27.6 8.5 47.8 2.8 0.5 0.0 0.0 1.2
466 4.66 15.6 20.6 6.2 37.1 0.8 0.3 0.0 0.0 1.2
467 3.59 16.6 19.6 11.0 30.6 1.9 0.6 0.0 0.0 1.2
N 5 5 5 5 5 5 5 5 5 5
MEAN 3.844* 17.30 23.36++ 7.34 30.06 1.38 0.34 0.00 0.00 1.52
S.D. 0.518 2.68 3.42 2.78 13.18 0.94 0.21 0.00 0.00 0.46

* . Significantly different from the 0 mg/kg group at p =0.05 (Dunnett's test).
++ : Significantly different from the 0 mg/kg group at p =0.01 (Steel's test).



INDIVIDUAL DATA 20-2-1
STUDY NO. SR11087  TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Hematological findings ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : satellite 0 mg/kg PERIOD : after Week 2 of recovery

WBC RBC HGB HCT MCV MCH MCHC  Platelet

—G6v—

Animal No.  10%/uL 10%/uL g/dL % fL pg g/dL 10%/uL
168 254 777 13.9 39.5 50.8 17.9 35.2 105.5
169 30.8 795 14.2 40.3 50.7 17.9 35.2 95.5
170 34.7 802 14.5 41.3 51.5 18.1 35.1 108.5
171 21.9 789 14.9 42.9 54.4 18.9 34.7 104.8
172 24.5 766 14.5 41.7 54.4 18.9 34.8 98.3
N 5 5 5 5 5 5 5 5

MEAN 27.46 785.8 14.40 41.14 52.36 18.34 35.00 102.52
S.D. 5.18 14.4 0.37 1.31 1.89 0.52 0.23 541



INDIVIDUAL DATA 20-2-2
STUDY NO. SR11087  TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Hematological findings ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : satellite 0 mg/kg PERIOD : after Week 2 of recovery

—967—

Reticulo- Differential count of WBC (10%/ uL) Met-
cyte PT APTT Lympho- Heinz Body hemoglobin
Animal No. % sec sec Neutrophil cyte  Monocyte Eosinophil Basophil % %
168 2.85 17.8 17.7 5.0 18.7 1.1 0.6 0.0 0.0 1.6
169 2.86 17.9 18.5 43 24.7 1.4 0.4 0.0 0.0 1.6
170 2.04 18.3 18.1 5.9 26.4 1.4 1.0 0.0 0.0 1.2
171 2.93 16.0 19.7 3.5 17.0 0.9 0.5 0.0 0.0 1.6
172 2.59 17.2 19.3 3.3 18.9 1.8 0.5 0.0 0.0 0.8
N 5 5 5 5 5 5 5 5 5 5
MEAN 2.654 17.44 18.66 4.40 21.14 1.32 0.60 0.00 0.00 1.36

S.D. 0.367 0.90 0.83 1.08 4.14 0.34 0.23 0.00 0.00 0.36



INDIVIDUAL DATA 20-2-3
STUDY NO. SR11087  TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Hematological findings ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : satellite 100 mg/kg PERIOD : after Week 2 of recovery

WBC RBC HGB HCT MCV MCH MCHC  Platelet

— L6V —

Animal No.  10%/uL 10%/uL g/dL % fL pg g/dL 10%/uL
468 33.7 751 14.5 42.1 56.1 19.3 34.4 90.7
469 35.7 808 14.7 41.9 51.9 18.2 35.1 89.4
470 36.3 750 13.5 38.0 50.7 18.0 35.5 119.9
471 40.2 779 14.4 40.6 52.1 18.5 35.5 102.7
472 27.3 769 14.8 42.5 553 19.2 34.8 115.8

N 5 5 5 5 5 5 5 5

MEAN 34.64 771.4 14.38 41.02 53.22 18.64 35.06 103.70
S.D. 4.73 23.9 0.52 1.83 2.34 0.59 0.47 13.99



INDIVIDUAL DATA 20-2-4
STUDY NO. SR11087  TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Hematological findings ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : satellite 100 mg/kg PERIOD : after Week 2 of recovery

— 867 —

Reticulo- Differential count of WBC (10%/uL) Met-
cyte PT APTT Lympho- Heinz Body hemoglobin
Animal No. % sec sec Neutrophil cyte  Monocyte Eosinophil Basophil % %

468 3.52 16.0 19.9 9.6 22.5 1.1 0.5 0.0 0.0 1.2
469 2.97 18.3 19.1 4.6 29.5 1.2 0.4 0.0 0.0 1.2
470 1.95 16.2 21.3 12.1 22.0 1.7 0.5 0.0 0.0 1.3
471 2.87 16.6 18.1 3.6 35.6 0.7 0.3 0.0 0.0 1.2
472 2.22 18.2 18.6 4.0 21.4 1.4 0.5 0.0 0.0 1.5

N 5 5 5 5 5 5 5 5 5 5
MEAN 2.706 17.06 19.40 6.78 26.20 1.22 0.44 0.00 0.00 1.28

S.D. 0.626 1.11 1.25 3.84 6.20 0.37 0.09 0.00 0.00 0.13



— 667 —

INDIVIDUAL DATA 21-1-1

STUDY NO. SR11087
Biochemical findings

TITLE: indene :
ANIMAL : Rat, Crl:CD(SD)

SEX : Male

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
GROUP : 0 mg/kg PERIOD : after Week 6 of administration

Protein fraction (%)

TP Albumin A/G Globulin AST ALT ALP v-GTP T-Bil

Animal No.  g/dL g/dL ratio Albumin oy o § Y IU/L IU/L IU/L IU/L mg/dL
101 5.0 2.68 1.17 53.8 17.5 7.4 15.9 5.4 62 28 443 0.3 0.06

102 52 2.71 1.08 52.0 21.6 7.4 15.5 3.5 111 43 421 0.5 0.04

103 52 2.60 1.00 49.9 22.3 7.2 16.1 4.5 72 30 319 0.4 0.05
109 4.8 2.49 1.08 51.9 18.8 7.9 17.1 43 58 29 308 0.5 0.05

110 5.4 2.72 1.02 50.4 21.3 7.6 15.9 4.8 62 36 599 0.3 0.04

N 5 5 5 5 5 5 5 5 5 5 5 5 5
MEAN 5.12 2.640 1.070 51.60 20.30 7.50 16.10 4.50 73.0 33.2 418.0 0.40 0.048
S.D. 0.23 0.096 0.066 1.53 2.05 0.26 0.60 0.70 21.9 6.3 117.6 0.10 0.008



—00S—

INDIVIDUAL DATA 21-1-2
STUDY NO. SR11087  TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Biochemical findings ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:0mgkg PERIOD : after Week 6 of administration

TBA Glucose  T-Cho TG UN Crea Na K Cl Ca IP
Animal No.  pmol/L mg/dL mg/dL mg/dL mg/dL mg/dL mEq/L mEq/L mEq/L mg/dL mg/dL

101 5.6 136 45 9 11.4 0.38 145 3.87 106 9.2 5.7
102 20.1 185 46 12 14.1 0.49 144 4.82 104 9.8 7.9
103 143 147 59 23 12.7 0.34 144 4.51 105 9.8 7.3
109 9.1 150 64 49 12.3 0.36 144 4.55 106 9.5 6.4
110 8.8 127 53 58 12.3 0.28 145 4.25 105 10.5 7.8
N 5 5 5 5 5 5 5 5 5 5 5
MEAN 11.58 149.0 53.4 30.2 12.56 0.370 144.4 4.400 105.2 9.76 7.02

S.D. 5.69 22.1 8.2 22.1 0.98 0.077 0.5 0.359 0.8 0.48 0.95



—T05—

INDIVIDUAL DATA 21-1-3

STUDY NO. SR11087
Biochemical findings

TITLE: indene
ANIMAL : Rat, Crl:CD(SD)

SEX : Male

: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
GROUP : 4 mg/kg PERIOD : after Week 6 of administration

Protein fraction (%)

TP Albumin A/G Globulin AST ALT ALP v-GTP T-Bil
Animal No.  g/dL g/dL ratio Albumin oy o § Y IU/L IU/L IU/L IU/L mg/dL
201 5.3 2.66 1.01 50.2 21.3 7.2 16.6 4.7 61 32 392 0.3 0.04
202 4.6 2.42 1.12 52.8 19.7 7.6 15.6 43 67 26 382 0.4 0.04
204 5.1 2.66 1.09 52.2 22.9 6.8 14.4 3.7 59 25 394 0.6 0.05
206 5.1 2.51 0.97 49.2 21.9 7.3 16.1 5.5 53 25 607 0.3 0.06
210 4.8 2.51 1.11 52.5 19.1 7.2 16.4 4.8 57 28 288 0.4 0.04

N 5 5 5 5 5 5 5 5 5 5 5 5 5
MEAN 4.98 2.552 1.060 51.38 20.98 7.22 15.82 4.60 59.4 27.2 412.6 0.40 0.046
S.D. 0.28 0.105 0.066 1.59 1.57 0.29 0.88 0.66 5.2 2.9 117.3 0.12 0.009



INDIVIDUAL DATA 21-1-4
STUDY NO. SR11087  TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Biochemical findings ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:4 mgkg PERIOD : after Week 6 of administration

TBA Glucose  T-Cho TG UN Crea Na K Cl Ca IP
Animal No.  pmol/L mg/dL mg/dL mg/dL mg/dL mg/dL mEq/L mEq/L mEq/L mg/dL mg/dL

—205—

201 24.7 161 56 22 12.8 0.35 143 4.23 104 9.3 6.3
202 23.6 170 56 33 14.7 0.38 142 4.53 105 9.2 7.4
204 10.4 153 46 32 12.9 0.35 143 4.87 104 94 7.0
206 25.7 146 49 25 13.4 0.36 146 4.33 107 9.8 7.5
210 6.2 121 48 46 12.3 0.33 147 4.41 108 9.5 8.3
N 5 5 5 5 5 5 5 5 5 5 5
MEAN 18.12 150.2 51.0 31.6 13.22 0.354 144.2 4.474 105.6 9.44 7.30

S.D. 9.12 18.6 4.7 9.3 0.91 0.018 2.2 0.247 1.8 0.23 0.73



—€05—

INDIVIDUAL DATA 21-1-5

STUDY NO. SR11087
Biochemical findings

TITLE: indene :
ANIMAL : Rat, Crl:CD(SD)

SEX : Male

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
GROUP : 20 mg/kg PERIOD : after Week 6 of administration

Protein fraction (%)

TP Albumin A/G Globulin AST ALT ALP v-GTP T-Bil
Animal No.  g/dL g/dL ratio Albumin oy o § Y IU/L IU/L IU/L IU/L mg/dL
302 5.3 2.52 0.90 47.5 223 8.3 17.3 4.6 59 25 400 0.3 0.06
304 4.7 2.49 1.12 53.0 16.8 8.8 17.2 4.2 59 31 580 0.5 0.04
307 5.0 2.54 1.04 50.9 22.9 7.0 15.5 3.7 55 24 348 0.2 0.04
308 4.9 2.65 1.18 54.0 17.8 8.0 16.0 4.2 69 26 433 0.2 0.05
309 5.3 2.59 0.96 49.0 23.6 6.9 15.1 5.4 70 28 302 0.6 0.05
N 5 5 5 5 5 5 5 5 5 5 5 5 5
MEAN 5.04 2.558 1.040 50.88 20.68 7.80 16.22 4.42 62.4 26.8 412.6 0.36 0.048
S.D. 0.26 0.063 0.114 2.70 3.14 0.83 0.99 0.63 6.7 2.8 106.1 0.18 0.008



INDIVIDUAL DATA 21-1-6
STUDY NO. SR11087  TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Biochemical findings ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:20mg/kg PERIOD : after Week 6 of administration

TBA Glucose  T-Cho TG UN Crea Na K Cl Ca IP
Animal No.  pmol/L mg/dL mg/dL mg/dL mg/dL mg/dL mEq/L mEq/L mEq/L mg/dL mg/dL

—¥0S—

302 17.6 150 51 22 12.0 0.32 143 4.41 104 9.5 6.2
304 4.0 152 68 25 11.4 0.34 145 4.28 107 9.3 7.0
307 6.8 138 44 20 13.2 0.32 145 4.57 106 9.7 7.4
308 5.6 133 60 8 13.5 0.40 146 4.13 107 9.9 6.6
309 6.4 109 40 29 14.5 0.35 145 4.60 105 10.0 7.8
N 5 5 5 5 5 5 5 5 5 5 5
MEAN 8.08 136.4 52.6 20.8 12.92 0.346 144.8 4.398 105.8 9.68 7.00

S.D. 543 17.3 11.5 7.9 1.23 0.033 1.1 0.198 1.3 0.29 0.63



—G0S—

INDIVIDUAL DATA 21-1-7

STUDY NO. SR11087
Biochemical findings

TITLE: indene :
ANIMAL : Rat, Crl:CD(SD)

SEX : Male

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
GROUP : 100 mg/kg PERIOD : after Week 6 of administration

Protein fraction (%)

TP Albumin A/G Globulin AST ALT ALP v-GTP T-Bil
Animal No.  g/dL g/dL ratio Albumin o o § Y IU/L IU/L IU/L IU/L mg/dL
402 4.9 2.61 1.14 533 19.2 7.3 15.8 4.4 58 24 337 0.4 0.06
403 4.6 2.50 1.19 54.4 15.1 8.4 17.4 4.7 54 26 327 0.5 0.06
405 5.0 2.72 1.21 54.7 17.1 7.9 16.1 4.2 48 21 253 0.1 0.05
407 5.3 2.69 1.03 50.8 21.7 7.1 16.5 3.9 62 27 277 0.4 0.08
408 4.7 2.46 1.10 52.4 18.9 7.9 16.3 4.5 76 51 413 0.3 0.05

N 5 5 5 5 5 5 5 5 5 5 5 5 5
MEAN 4.90 2.596 1.134 53.12 18.40 7.72 16.42 4.34 59.6 29.8 321.4 0.34 0.060
S.D. 0.27 0.114 0.072 1.59 2.47 0.52 0.61 0.30 10.5 12.1 61.9 0.15 0.012



INDIVIDUAL DATA 21-1-8
STUDY NO. SR11087  TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Biochemical findings ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP: 100 mg/kg PERIOD : after Week 6 of administration

TBA Glucose  T-Cho TG UN Crea Na K Cl Ca IP
Animal No.  pmol/L mg/dL mg/dL mg/dL mg/dL mg/dL mEq/L mEq/L mEq/L mg/dL mg/dL

—90S—

402 6.7 153 48 26 12.9 0.36 145 3.86 104 9.2 53
403 5.5 153 53 26 13.5 0.37 144 4.52 107 8.9 6.9
405 4.0 138 64 28 11.9 0.29 145 4.44 105 94 7.2
407 314 137 52 18 11.4 0.33 145 3.84 104 10.0 6.7
408 11.9 110 63 20 9.5 0.26 144 4.23 106 10.0 7.9
N 5 5 5 5 5 5 5 5 5 5 5
MEAN 11.90 138.2 56.0 23.6 11.84 0.322 144.6 4.178 105.2 9.50 6.80

S.D. 11.30 17.6 7.1 43 1.55 0.047 0.5 0.318 1.3 0.49 0.95



—/0S—

INDIVIDUAL DATA 21-2-1

STUDY NO. SR11087
Biochemical findings

TITLE: indene :
ANIMAL : Rat, Crl:CD(SD)

SEX : Male

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
GROUP : 0 mg/kg PERIOD : after Week 2 of recovery

Protein fraction (%)

TP Albumin A/G Globulin AST ALT ALP v-GTP T-Bil

Animal No.  g/dL g/dL ratio Albumin oy o § Y IU/L IU/L IU/L IU/L mg/dL
104 5.4 2.67 0.98 49.6 21.6 6.9 16.8 5.1 71 37 406 0.5 0.05
105 5.1 2.54 1.00 49.9 19.8 8.0 17.3 5.0 50 22 305 0.1 0.07
106 5.4 2.50 0.87 46.4 24.5 7.0 17.0 5.1 63 33 394 0.7 0.06
107 4.8 2.27 0.89 47.2 20.7 8.5 18.4 5.2 63 35 331 0.4 0.06
108 5.4 2.23 0.70 41.3 24.8 7.6 18.0 8.3 49 25 250 0.3 0.05

N 5 5 5 5 5 5 5 5 5 5 5 5 5
MEAN 5.22 2.442 0.888 46.88 22.28 7.60 17.50 5.74 59.2 30.4 337.2 0.40 0.058
S.D. 0.27 0.187 0.119 3.46 2.26 0.67 0.68 1.43 9.4 6.5 64.5 0.22 0.008



INDIVIDUAL DATA 21-2-2
STUDY NO. SR11087  TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Biochemical findings ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:0mgkg PERIOD : after Week 2 of recovery

TBA Glucose  T-Cho TG UN Crea Na K Cl Ca IP
Animal No.  pmol/L mg/dL mg/dL mg/dL mg/dL mg/dL mEq/L mEq/L mEq/L mg/dL mg/dL

—805—

104 6.5 205 43 34 14.7 0.35 142 4.76 105 94 5.9
105 11.2 144 63 32 18.0 0.44 145 4.60 107 94 7.1
106 7.9 157 78 34 15.4 0.38 143 4.55 104 9.7 6.9
107 13.9 148 46 42 14.3 0.32 145 4.36 106 9.6 7.4
108 53 148 49 29 16.1 0.35 145 4.72 105 9.8 7.2
N 5 5 5 5 5 5 5 5 5 5 5
MEAN 8.96 160.4 55.8 34.2 15.70 0.368 144.0 4.598 105.4 9.58 6.90

S.D. 3.54 25.4 14.6 4.8 1.46 0.045 1.4 0.158 1.1 0.18 0.59



—605—

INDIVIDUAL DATA 21-2-3

STUDY NO. SR11087
Biochemical findings

TITLE: indene :
ANIMAL : Rat, Crl:CD(SD)

SEX : Male

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
GROUP : 100 mg/kg PERIOD : after Week 2 of recovery

Protein fraction (%)

TP Albumin A/G Globulin AST ALT ALP v-GTP T-Bil
Animal No.  g/dL g/dL ratio Albumin oy o § Y IU/L IU/L IU/L IU/L mg/dL
401 52 2.68 1.06 51.5 20.4 7.6 16.2 4.3 59 32 353 0.3 0.06
404 5.1 2.46 0.93 48.2 233 7.7 16.3 4.5 49 22 240 0.2 0.06
406 5.4 2.58 0.91 47.6 23.2 6.9 16.1 6.2 56 23 256 0.4 0.06
411 5.4 2.37 0.78 43.9 24.5 8.1 17.9 5.6 52 21 268 0.7 0.05
412 5.8 2.56 0.79 443 27.2 6.9 17.2 4.4 41 19 236 0.6 0.05

N 5 5 5 5 5 5 5 5 5 5 5 5 5
MEAN 5.38 2.530 0.894 47.10 23.72 7.44 16.74 5.00 51.4 23.4 270.6 0.44 0.056
S.D. 0.27 0.119 0.115 3.12 2.46 0.53 0.78 0.85 6.9 5.0 47.8 0.21 0.005



INDIVIDUAL DATA 21-2-4
STUDY NO. SR11087  TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Biochemical findings ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP: 100 mg/kg PERIOD : after Week 2 of recovery

TBA Glucose  T-Cho TG UN Crea Na K Cl Ca IP
Animal No.  pmol/L mg/dL mg/dL mg/dL mg/dL mg/dL mEq/L mEq/L mEq/L mg/dL mg/dL

—019—

401 10.4 150 58 42 14.1 0.37 144 4.82 104 9.6 7.1
404 14.6 129 53 40 17.2 0.38 144 4.84 107 9.3 7.1
406 9.5 121 57 38 14.4 0.37 147 4.63 107 9.7 6.9
411 7.1 126 64 21 16.4 0.39 144 4.83 105 9.9 7.4
412 2.9 154 66 60 16.6 0.34 145 5.31 104 10.0 6.9
N 5 5 5 5 5 5 5 5 5 5 5
MEAN 8.90 136.0 59.6 40.2 15.74 0.370 144.8 4.886 105.4 9.70 7.08

S.D. 431 14.9 53 13.9 1.40 0.019 1.3 0.252 1.5 0.27 0.20



—TT5—

INDIVIDUAL DATA 22-1

STUDY NO. SR11087
Biochemical findings

TITLE: indene :
ANIMAL : Rat, Crl:CD(SD)

SEX : Female

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
GROUP : 0 mg/kg PERIOD : Day 5 of lactation

Protein fraction (%)

TP Albumin A/G Globulin AST ALT ALP v-GTP T-Bil
Animal No.  g/dL g/dL ratio Albumin oy o § Y IU/L IU/L IU/L IU/L mg/dL
151 5.6 3.12 1.26 55.8 18.2 7.1 14.8 4.1 112 70 172 0.7 0.05

152 5.4 2.76 1.05 51.2 20.3 8.7 16.1 3.7 72 44 230 0.9 0.03
154 5.0 2.46 0.98 49.4 18.1 8.5 19.0 5.0 67 31 198 0.7 0.03
159 5.4 2.84 1.11 52.6 17.4 7.6 16.6 5.8 72 33 242 0.7 0.03

161 5.3 2.69 1.04 50.8 20.9 9.1 15.2 4.0 66 39 163 0.6 0.04

N 5 5 5 5 5 5 5 5 5 5 5 5 5
MEAN 5.34 2.774 1.088 51.96 18.98 8.20 16.34 4.52 77.8 43.4 201.0 0.72 0.036
S.D. 0.22 0.240 0.107 2.43 1.53 0.82 1.65 0.86 19.3 15.7 34.7 0.11 0.009



INDIVIDUAL DATA 22-2
STUDY NO. SR11087  TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Biochemical findings ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP :0mg/kg PERIOD : Day 5 of lactation

TBA Glucose  T-Cho TG UN Crea Na K Cl Ca IP
Animal No.  pmol/L mg/dL mg/dL mg/dL mg/dL mg/dL mEq/L mEq/L mEq/L mg/dL mg/dL

—Z18—

151 222 118 55 33 13.4 0.38 142 4.78 103 10.7 9.2
152 8.3 117 60 41 18.4 0.40 143 4.23 104 10.6 9.0
154 4.1 118 44 29 14.1 0.37 142 4.55 107 10.1 8.6
159 10.6 115 68 43 17.1 0.37 142 4.60 103 10.6 9.5
161 5.1 112 53 44 15.1 0.35 144 4.37 106 10.3 8.3
N 5 5 5 5 5 5 5 5 5 5 5
MEAN 10.06 116.0 56.0 38.0 15.62 0.374 142.6 4.506 104.6 10.46 8.92

S.D. 7.26 2.5 8.9 6.6 2.09 0.018 0.9 0.212 1.8 0.25 0.48
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INDIVIDUAL DATA 22-3

STUDY NO. SR11087
Biochemical findings

TITLE: indene :
ANIMAL : Rat, Crl:CD(SD)

SEX : Female

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
GROUP : 4 mg/kg PERIOD : Day 5 of lactation

Protein fraction (%)

TP Albumin A/G Globulin AST ALT ALP v-GTP T-Bil
Animal No.  g/dL g/dL ratio Albumin oy o § Y IU/L IU/L IU/L IU/L mg/dL
256 5.3 2.70 1.03 50.9 16.8 10.9 17.2 4.2 86 48 236 0.9 0.04
257 5.6 2.94 1.10 524 20.5 8.3 14.9 3.9 64 38 135 0.3 0.06
259 5.1 2.63 1.06 51.6 15.7 10.4 18.8 3.5 74 36 383 0.5 0.03
260 5.1 2.71 1.14 53.4 16.2 8.2 15.8 6.4 72 37 372 0.1 0.03
262 5.3 2.56 0.93 48.3 21.2 8.8 17.3 4.4 88 49 146 0.7 0.04

N 5 5 5 5 5 5 5 5 5 5 5 5 5
MEAN 5.28 2.708 1.052 51.32 18.08 9.32 16.80 4.48 76.8 41.6 254.4 0.50 0.040
S.D. 0.20 0.143 0.080 1.93 2.57 1.25 1.50 1.13 10.1 6.3 119.1 0.32 0.012



INDIVIDUAL DATA 22-4
STUDY NO. SR11087  TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Biochemical findings ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP :4 mg/kg PERIOD : Day 5 of lactation

TBA Glucose  T-Cho TG UN Crea Na K Cl Ca IP
Animal No.  pmol/L mg/dL mg/dL mg/dL mg/dL mg/dL mEq/L mEq/L mEq/L mg/dL mg/dL

—V19—

256 143 126 60 29 14.3 0.35 141 4.42 103 10.3 94
257 22.1 119 75 55 13.2 0.35 143 4.34 104 10.7 8.9
259 7.3 124 50 30 19.3 0.43 143 4.15 106 9.9 9.2
260 7.6 108 58 35 13.0 0.40 141 4.27 107 10.0 7.3
262 5.0 129 55 43 16.3 0.38 144 4.53 107 10.3 9.0
N 5 5 5 5 5 5 5 5 5 5 5
MEAN 11.26 121.2 59.6 38.4 15.22 0.382 142.4 4.342 105.4 10.24 8.76

S.D. 6.98 8.2 9.4 10.8 2.63 0.034 1.3 0.144 1.8 0.31 0.84
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INDIVIDUAL DATA 22-5

STUDY NO. SR11087
Biochemical findings

TITLE: indene :
ANIMAL : Rat, Crl:CD(SD)

SEX : Female

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
GROUP : 20 mg/kg PERIOD : Day 5 of lactation

Protein fraction (%)

TP Albumin A/G Globulin AST ALT ALP v-GTP T-Bil
Animal No.  g/dL g/dL ratio Albumin oy o § Y IU/L IU/L IU/L IU/L mg/dL
352 5.3 2.70 1.04 50.9 17.6 11.0 16.8 3.7 94 41 194 0.8 0.03
355 6.0 2.80 0.87 46.6 223 7.4 17.8 5.9 78 46 238 0.5 0.04
357 4.9 2.57 1.11 52.6 18.7 8.1 16.7 3.9 66 46 139 0.8 0.03
358 52 2.64 1.03 50.6 17.4 9.8 17.4 4.8 87 43 177 0.4 0.04
360 5.6 2.74 0.96 49.0 22.1 8.4 15.9 4.6 79 42 178 0.5 0.04

N 5 5 5 5 5 5 5 5 5 5 5 5 5
MEAN 5.40 2.690 1.002 49.94 19.62 8.94 16.92 4.58 80.8 43.6 185.2 0.60 0.036
S.D. 0.42 0.089 0.091 2.26 2.41 1.44 0.73 0.87 10.5 2.3 35.8 0.19 0.005



INDIVIDUAL DATA 22-6
STUDY NO. SR11087  TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Biochemical findings ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 20 mg/kg PERIOD : Day 5 of lactation

TBA Glucose  T-Cho TG UN Crea Na K Cl Ca IP
Animal No.  pmol/L mg/dL mg/dL mg/dL mg/dL mg/dL mEq/L mEq/L mEq/L mg/dL mg/dL

—916—

352 8.2 124 64 46 19.2 0.41 143 4.26 106 10.5 8.9
355 16.3 132 64 73 18.4 0.36 143 4.06 103 11.0 9.3
357 10.0 120 51 55 11.4 0.36 144 4.68 107 10.4 8.2
358 9.9 116 74 29 14.3 0.34 141 4.43 106 10.0 7.8
360 9.5 115 64 49 18.3 0.38 143 4.54 105 10.5 8.7
N 5 5 5 5 5 5 5 5 5 5 5
MEAN 10.78 121.4 63.4 50.4 16.32 0.370 142.8 4.394 105.4 10.48 8.58

S.D. 3.17 6.9 8.2 15.9 3.35 0.026 1.1 0.242 1.5 0.36 0.59
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INDIVIDUAL DATA 22-7

STUDY NO. SR11087
Biochemical findings

TITLE: indene :
ANIMAL : Rat, Crl:CD(SD)

SEX : Female

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
GROUP : 100 mg/kg PERIOD : Day 5 of lactation

Protein fraction (%)

TP Albumin A/G Globulin AST ALT ALP v-GTP T-Bil
Animal No.  g/dL g/dL ratio Albumin oy o § Y IU/L IU/L IU/L IU/L mg/dL
451 5.0 2.53 1.03 50.8 18.4 9.3 16.6 4.9 61 36 168 0.6 0.02
452 4.9 2.45 1.00 50.1 17.9 9.5 18.0 4.5 80 40 175 0.5 0.02
456 5.5 2.86 1.08 52.0 18.3 8.6 16.7 4.4 63 38 219 0.5 0.09
458 52 2.51 0.93 48.2 19.1 10.4 17.9 4.4 72 37 217 0.3 0.04
462 5.4 2.68 0.99 49.8 19.0 7.2 17.5 6.5 103 36 243 1.1 0.08

N 5 5 5 5 5 5 5 5 5 5 5 5 5
MEAN 5.20 2.606 1.006 50.18 18.54 9.00 17.34 4.94 75.8 37.4 204.4 0.60 0.050
S.D. 0.25 0.165 0.055 1.39 0.50 1.19 0.66 0.90 17.0 1.7 31.8 0.30 0.033



INDIVIDUAL DATA 22-8
STUDY NO. SR11087  TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Biochemical findings ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 100 mg/kg PERIOD : Day 5 of lactation

TBA Glucose  T-Cho TG UN Crea Na K Cl Ca IP
Animal No.  pmol/L mg/dL mg/dL mg/dL mg/dL mg/dL mEq/L mEq/L mEq/L mg/dL mg/dL

—819—

451 12.6 121 59 38 12.9 0.35 142 4.72 106 9.7 8.1
452 11.9 118 59 22 14.0 0.34 143 4.34 106 9.7 8.1
456 324 124 54 63 18.6 0.38 142 4.44 102 10.8 9.2
458 8.3 117 60 19 17.1 0.35 143 4.25 105 10.2 8.5
462 6.1 114 54 23 9.4 0.36 143 4.39 107 10.2 7.3
N 5 5 5 5 5 5 5 5 5 5 5
MEAN 14.26 118.8 57.2 33.0 14.40 0.356 142.6 4.428 105.2 10.12 8.24

S.D. 10.48 3.8 2.9 18.3 3.62 0.015 0.5 0.178 1.9 0.45 0.69
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INDIVIDUAL DATA 23-1-1

STUDY NO. SR11087
Biochemical findings

TITLE: indene
ANIMAL : Rat, Crl:CD(SD)

SEX : Female

: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
GROUP : satellite 0 mg/kg PERIOD : after Week 6 of administration

Protein fraction (%)

TP Albumin A/G Globulin AST ALT ALP v-GTP T-Bil
Animal No.  g/dL g/dL ratio Albumin oy o § Y IU/L IU/L IU/L IU/L mg/dL
163 5.8 3.29 1.31 56.8 18.4 5.7 14.3 4.8 65 28 180 0.7 0.05
164 6.1 3.74 1.59 61.4 15.2 6.5 12.5 4.4 133 61 158 0.4 0.05
165 5.7 3.33 1.40 58.4 16.1 6.2 14.9 4.4 58 23 185 0.9 0.05
166 5.3 2.92 1.24 55.4 16.7 6.0 13.5 8.4 56 15 182 0.5 0.07
167 5.3 2.87 1.19 54.3 17.1 6.4 15.3 6.9 59 21 242 0.7 0.06
N 5 5 5 5 5 5 5 5 5 5 5 5 5
MEAN 5.64 3.230 1.346 57.26 16.70 6.16 14.10 5.78 74.2 29.6 189.4 0.64 0.056
S.D. 0.34 0.353 0.158 2.78 1.19 0.32 1.12 1.79 33.0 18.2 31.3 0.19 0.009



INDIVIDUAL DATA 23-1-2
STUDY NO. SR11087  TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Biochemical findings ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : satellite 0 mg/kg PERIOD : after Week 6 of administration

TBA Glucose  T-Cho TG UN Crea Na K Cl Ca IP
Animal No.  pmol/L mg/dL mg/dL mg/dL mg/dL mg/dL mEq/L mEq/L mEq/L mg/dL mg/dL

—0¢5—

163 15.0 148 74 18 17.6 0.36 143 4.16 106 10.0 7.3
164 133 118 61 27 20.8 0.45 145 4.18 106 10.4 7.8
165 6.8 142 64 23 17.2 0.37 144 4.04 108 10.2 6.6
166 53 113 49 13 15.9 0.40 145 4.15 106 10.0 7.7
167 8.0 109 51 18 17.4 0.44 144 3.88 106 9.9 7.9
N 5 5 5 5 5 5 5 5 5 5 5
MEAN 9.68 126.0 59.8 19.8 17.78 0.404 144.2 4.082 106.4 10.10 7.46

S.D. 4.23 17.8 10.2 54 1.81 0.040 0.8 0.125 0.9 0.20 0.53
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INDIVIDUAL DATA 23-1-3

STUDY NO. SR11087
Biochemical findings

TITLE: indene
ANIMAL : Rat, Crl:CD(SD)

SEX : Female

: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
GROUP : satellite 100 mg/kg PERIOD : after Week 6 of administration

Protein fraction (%)

TP Albumin A/G Globulin AST ALT ALP v-GTP T-Bil
Animal No.  g/dL g/dL ratio Albumin oy o § Y IU/L IU/L IU/L IU/L mg/dL
463 6.0 3.27 1.20 54.6 18.2 5.5 15.1 6.6 57 26 191 0.4 0.05
464 5.4 3.05 1.30 56.5 15.5 7.2 16.3 4.5 58 25 174 1.0 0.04
465 5.3 2.90 1.20 54.7 16.0 7.6 15.2 6.5 63 18 208 0.7 0.05
466 5.8 3.44 1.47 59.4 16.3 6.0 13.4 4.9 81 33 107 0.8 0.07
467 5.3 291 1.22 54.9 15.8 7.0 15.1 7.2 52 20 148 0.5 0.05
N 5 5 5 5 5 5 5 5 5 5 5 5 5
MEAN 5.56 3.114 1.278 56.02 16.36 6.66 15.02 5.94 62.2 24.4 165.6 0.68 0.052
S.D. 0.32 0.236 0.115 2.04 1.07 0.88 1.04 1.17 11.2 5.9 39.6 0.24 0.011



INDIVIDUAL DATA 23-1-4
STUDY NO. SR11087  TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Biochemical findings ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : satellite 100 mg/kg PERIOD : after Week 6 of administration

TBA Glucose  T-Cho TG UN Crea Na K Cl Ca IP
Animal No.  pmol/L mg/dL mg/dL mg/dL mg/dL mg/dL mEq/L mEq/L mEq/L mg/dL mg/dL

—aeS—

463 6.2 121 85 23 15.1 0.38 143 4.26 105 9.6 7.7
464 8.1 121 52 10 15.0 0.41 145 4.62 108 9.7 8.2
465 9.1 116 48 9 14.2 0.34 144 3.88 107 9.7 6.5
466 11.2 139 57 13 15.8 0.42 144 3.99 106 10.1 6.1
467 11.5 113 59 27 13.5 0.33 145 3.95 106 10.4 7.8
N 5 5 5 5 5 5 5 5 5 5 5
MEAN 9.22 122.0 60.2 16.4 14.72%*  0.376 144.2 4.140 106.4 9.90 7.26
S.D. 2.21 10.1 14.5 8.1 0.89 0.040 0.8 0.305 1.1 0.34 0.91

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



—€¢5—

INDIVIDUAL DATA 23-2-1

STUDY NO. SR11087
Biochemical findings

TITLE: indene :
ANIMAL : Rat, Crl:CD(SD)

SEX : Female

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
GROUP : satellite 0 mg/kg  PERIOD : after Week 2 of recovery

Protein fraction (%)

TP Albumin A/G Globulin AST ALT ALP v-GTP T-Bil
Animal No.  g/dL g/dL ratio Albumin oy o § Y IU/L IU/L IU/L IU/L mg/dL
168 5.9 3.09 1.10 52.3 19.0 6.4 15.5 6.8 75 42 118 0.4 0.09
169 6.5 3.40 1.09 52.2 18.4 5.9 17.0 6.5 70 36 93 0.8 0.08
170 5.9 3.18 1.17 53.8 18.2 5.7 15.8 6.5 58 31 154 0.9 0.07
171 5.8 3.07 1.12 52.9 20.0 6.8 15.3 5.0 56 27 154 1.0 0.06
172 5.7 3.21 1.29 56.4 19.1 5.8 14.0 4.7 59 29 197 0.4 0.06
N 5 5 5 5 5 5 5 5 5 5 5 5 5
MEAN 5.96 3.190 1.154 53.52 18.94 6.12 15.52 5.90 63.6 33.0 143.2 0.70 0.072
S.D. 0.31 0.131 0.082 1.73 0.71 0.47 1.08 0.97 8.4 6.0 39.6 0.28 0.013



INDIVIDUAL DATA 23-2-2
STUDY NO. SR11087  TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Biochemical findings ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : satellite 0 mg/kg PERIOD : after Week 2 of recovery

TBA Glucose  T-Cho TG UN Crea Na K Cl Ca IP
Animal No.  pmol/L mg/dL mg/dL mg/dL mg/dL mg/dL mEq/L mEq/L mEq/L mg/dL mg/dL

—¥ZS—

168 28.2 130 79 40 17.3 0.38 141 4.40 104 10.1 5.8
169 14.7 131 86 53 18.2 0.42 142 4.27 103 10.5 5.6
170 14.0 136 76 62 19.9 0.37 144 4.22 105 10.0 7.0
171 6.6 133 69 16 19.9 0.46 145 4.31 105 9.9 8.5
172 7.5 130 88 28 18.2 0.40 143 4.25 106 10.4 7.6
N 5 5 5 5 5 5 5 5 5 5 5
MEAN 14.20 132.0 79.6 39.8 18.70 0.406 143.0 4.290 104.6 10.18 6.90

S.D. 8.64 2.5 7.7 18.5 1.16 0.036 1.6 0.070 1.1 0.26 1.22
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INDIVIDUAL DATA 23-2-3
STUDY NO. SR11087
Biochemical findings

TITLE: indene
ANIMAL : Rat, Crl:CD(SD)

SEX : Female

: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
GROUP : satellite 100 mg/kg PERIOD : after Week 2 of recovery

Protein fraction (%)

TP Albumin A/G Globulin AST ALT ALP v-GTP T-Bil
Animal No.  g/dL g/dL ratio Albumin oy o § Y IU/L IU/L IU/L IU/L mg/dL
468 6.1 3.41 1.27 55.9 17.2 6.2 15.8 4.9 50 23 109 0.4 0.06
469 52 2.89 1.24 55.5 14.7 6.3 17.1 6.4 49 19 127 0.4 0.06
470 6.7 3.85 1.35 57.4 18.5 5.4 12.6 6.1 76 40 91 0.4 0.06
471 5.7 3.44 1.53 60.5 13.9 5.9 14.7 5.0 51 17 143 0.5 0.05
472 5.6 3.30 1.43 58.9 15.0 6.3 14.6 5.2 59 25 106 0.5 0.08

N 5 5 5 5 5 5 5 5 5 5 5 5 5
MEAN 5.86 3.378 1.364* 57.64%*%  15.86%* 6.02 14.96 5.52 57.0 24.8 115.2 0.44 0.062
S.D. 0.57 0.343 0.119 2.09 1.92 0.38 1.66 0.68 11.3 9.1 20.1 0.05 0.011

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

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



INDIVIDUAL DATA 23-2-4
STUDY NO. SR11087  TITLE: indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Biochemical findings ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : satellite 100 mg/kg PERIOD : after Week 2 of recovery

TBA Glucose  T-Cho TG UN Crea Na K Cl Ca IP
Animal No.  pmol/L mg/dL mg/dL mg/dL mg/dL mg/dL mEq/L mEq/L mEq/L mg/dL mg/dL

—9¢5—

468 6.2 127 81 38 16.5 0.40 143 4.12 106 10.2 5.7
469 13.2 135 59 22 17.2 0.33 143 4.02 105 9.7 7.4
470 14.1 122 98 53 19.3 0.41 143 3.97 104 10.4 6.8
471 5.0 122 77 22 18.0 0.40 145 4.24 106 9.9 8.4
472 54 118 62 19 18.3 0.38 144 4.18 106 10.0 8.4
N 5 5 5 5 5 5 5 5 5 5 5
MEAN 8.78 124.8 75.4 30.8 17.86 0.384 143.6 4.106* 105.4 10.04 7.34
S.D. 4.48 6.5 15.8 14.5 1.07 0.032 0.9 0.111 0.9 0.27 1.14

* 1 Significantly different from the 0 mg/kg group at p =0.05 (Dunnett's test).
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INDIVIDUAL DATA 24-1-1

STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats

Gross findings

ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:0mg/kg PERIOD : after Week 6 of administration

Animal No. Findings Other description
101 No abnormal findings Euthanasia on next day of Day 42 of administration
102 No abnormal findings Euthanasia on next day of Day 42 of administration
103 No abnormal findings Euthanasia on next day of Day 42 of administration
109 Epididymis (left) : Yellowish white mass, cauda (15 x 10 x 5, mm) Euthanasia on next day of Day 42 of administration
110 No abnormal findings Euthanasia on next day of Day 42 of administration
111 No abnormal findings Euthanasia on next day of Day 42 of administration
112 No abnormal findings Euthanasia on next day of Day 42 of administration
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INDIVIDUAL DATA 24-1-2

STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats

Gross findings

ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:4mg/kg PERIOD : after Week 6 of administration

Animal No. Findings Other description
201 No abnormal findings Euthanasia on next day of Day 42 of administration
202 No abnormal findings Euthanasia on next day of Day 42 of administration
203 No abnormal findings Euthanasia on next day of Day 42 of administration
204 No abnormal findings Euthanasia on next day of Day 42 of administration
205 No abnormal findings Euthanasia on next day of Day 42 of administration
206 No abnormal findings Euthanasia on next day of Day 42 of administration
207 No abnormal findings Euthanasia on next day of Day 42 of administration
208 Epididymis (left) : Yellowish white patch, cauda (5 x 5, mm) Euthanasia on next day of Day 42 of administration
209 No abnormal findings Euthanasia on next day of Day 42 of administration
210 No abnormal findings Euthanasia on next day of Day 42 of administration
211 No abnormal findings Euthanasia on next day of Day 42 of administration
212 No abnormal findings Euthanasia on next day of Day 42 of administration




INDIVIDUAL DATA 24-1-3
STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Gross findings ANIMAL : Rat, Crl:CD(SD) SEX: Male GROUP:20mg/kg PERIOD : after Week 6 of administration

Animal No. Findings Other description

—625—

301 No abnormal findings Euthanasia on next day of Day 42 of administration
302 No abnormal findings Euthanasia on next day of Day 42 of administration
303 No abnormal findings Euthanasia on next day of Day 42 of administration
304 No abnormal findings Euthanasia on next day of Day 42 of administration
305 No abnormal findings Euthanasia on next day of Day 42 of administration
306 No abnormal findings Euthanasia on next day of Day 42 of administration
307 No abnormal findings Euthanasia on next day of Day 42 of administration
308 No abnormal findings Euthanasia on next day of Day 42 of administration
309 No abnormal findings Euthanasia on next day of Day 42 of administration
310 No abnormal findings Euthanasia on next day of Day 42 of administration
311 No abnormal findings Euthanasia on next day of Day 42 of administration
312 No abnormal findings Euthanasia on next day of Day 42 of administration




INDIVIDUAL DATA 24-1-4
STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Gross findings ANIMAL : Rat, Crl:CD(SD) SEX: Male GROUP : 100 mg/kg PERIOD : after Week 6 of administration

Animal No. Findings Other description
402 No abnormal findings Euthanasia on next day of Day 42 of administration
403 No abnormal findings Euthanasia on next day of Day 42 of administration
405 Epididymis (right) : Yellowish white patch, cauda (3 x 3, mm) Euthanasia on next day of Day 42 of administration
407 No abnormal findings Euthanasia on next day of Day 42 of administration
408 No abnormal findings Euthanasia on next day of Day 42 of administration
409 Epididymis (left) : Yellowish white patch, cauda (3 x 2, mm) Euthanasia on next day of Day 42 of administration
410 No abnormal findings Euthanasia on next day of Day 42 of administration

—0ES—



INDIVIDUAL DATA 24-2-1
STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Gross findings  ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:0mg/kg PERIOD : after Week 2 of recovery

Animal No. Findings Other description
104 No abnormal findings Euthanasia on next day of Day 14 of recovery
105 No abnormal findings Euthanasia on next day of Day 14 of recovery
106 No abnormal findings Euthanasia on next day of Day 14 of recovery
107 No abnormal findings Euthanasia on next day of Day 14 of recovery
108 No abnormal findings Euthanasia on next day of Day 14 of recovery

—T€9—



INDIVIDUAL DATA 24-2-2
STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Gross findings  ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP : 100 mg/kg PERIOD : after Week 2 of recovery

Animal No. Findings Other description
401 No abnormal findings Euthanasia on next day of Day 14 of recovery
404 No abnormal findings Euthanasia on next day of Day 14 of recovery
406 No abnormal findings Euthanasia on next day of Day 14 of recovery
411 No abnormal findings Euthanasia on next day of Day 14 of recovery
412 No abnormal findings Euthanasia on next day of Day 14 of recovery

—CES—
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INDIVIDUAL DATA 25-1-1

STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats

Gross findings

ANIMAL : Rat, Crl:CD(SD) SEX:Female GROUP:0mg/kg PERIOD :Day 5 of lactation

Animal No. Findings Other description

151 No abnormal findings Euthanasia on Day 5 of lactation
152 No abnormal findings Euthanasia on Day 5 of lactation
153 No abnormal findings Euthanasia on Day 5 of lactation
154 No abnormal findings Euthanasia on Day 5 of lactation
155 Forestomach : Black patch, mucosa, multifocal (less than 3 X3, mm) Died on Day 3 of Lactation

Glandular stomach : Black patch, mucosa, multifocal (less than 2x2, mm)

Spleen : Atrophy

Thymus : Atrophy

Adrenal (right and left) : Hypertrophy
156 No abnormal findings Euthanasia on Day 5 of lactation
157 No abnormal findings Euthanasia on Day 5 of lactation
158 No abnormal findings Euthanasia on Day 5 of lactation
159 No abnormal findings Euthanasia on Day 5 of lactation
160 No abnormal findings Euthanasia on Day 5 of lactation
161 No abnormal findings Euthanasia on Day 5 of lactation
162 Stomach : White mass, limiting ridge (1X1 X1, mm) Euthanasia on Day 5 of lactation




—VES—

INDIVIDUAL DATA 25-1-2

STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats

Gross findings

ANIMAL : Rat, Crl:CD(SD) SEX:Female GROUP:4mg/kg PERIOD :Day 5 of lactation

Animal No. Findings Other description
251 No abnormal findings Euthanasia on Day 5 of lactation
252 No abnormal findings Euthanasia on Day 5 of lactation
253 No abnormal findings Euthanasia on Day 5 of lactation
254 No abnormal findings Euthanasia on Day 5 of lactation
255 Stomach : Thickening, limiting ridge Euthanasia on Day 5 of lactation
Forestomach : Thickening, mucosa (crateriform)
Recessed area, mucosa
Adhesion, adipose tissue
Liver : Yellowish brown discoloration
Thymus : Atrophy
256 No abnormal findings Euthanasia on Day 5 of lactation
257 No abnormal findings Euthanasia on Day 5 of lactation
258 No abnormal findings Euthanasia on Day 5 of lactation
259 Glandular stomach : Black patch, mucosa (6x3, mm) Euthanasia on Day 5 of lactation
260 No abnormal findings Euthanasia on Day 5 of lactation
261 No abnormal findings Euthanasia on Day 5 of lactation
262 No abnormal findings Euthanasia on Day 5 of lactation




—GES—

INDIVIDUAL DATA 25-1-3

STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats

Gross findings

ANIMAL : Rat, Crl:CD(SD) SEX:Female GROUP:20mg/kg PERIOD :Day 5 of lactation

Animal No. Findings Other description
351 No abnormal findings Euthanasia on Day 5 of lactation
352 No abnormal findings Euthanasia on Day 5 of lactation
353 No abnormal findings Euthanasia on Day 5 of lactation
354 No abnormal findings Euthanasia on Day 5 of lactation
355 No abnormal findings Euthanasia on Day 5 of lactation
356 No abnormal findings Euthanasia on Day 5 of lactation
357 No abnormal findings Euthanasia on Day 5 of lactation
358 No abnormal findings Euthanasia on Day 5 of lactation
359 No abnormal findings Euthanasia on Day 5 of lactation
360 No abnormal findings Euthanasia on Day 5 of lactation
361 Skin of left inguinal region : Subcutaneous greenish brown mass (15 X 10 X5, mm) Euthanasia on Day 5 of lactation
362 No abnormal findings Euthanasia on Day 5 of lactation




INDIVIDUAL DATA 25-1-4
STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Gross findings  ANIMAL : Rat, Crl:CD(SD) SEX:Female GROUP :100mg/kg PERIOD : Day 5 of lactation

Animal No. Findings Other description

—9€5—

451 Kidney (left) : Dilatation, renal pelvis Euthanasia on Day 5 of lactation
452 No abnormal findings Euthanasia on Day 5 of lactation
453 No abnormal findings Euthanasia on Day 5 of lactation
454 No abnormal findings Euthanasia on Day 5 of lactation
455 No abnormal findings Euthanasia on Day 5 of lactation
456 No abnormal findings Euthanasia on Day 5 of lactation
457 No abnormal findings Euthanasia on Day 5 of lactation
458 No abnormal findings Euthanasia on Day 5 of lactation
459 No abnormal findings Euthanasia on Day 5 of lactation
460 No abnormal findings Euthanasia on Day 5 of lactation
461 No abnormal findings Euthanasia on Day 5 of lactation
462 No abnormal findings Euthanasia on Day 5 of lactation




INDIVIDUAL DATA 26-1-1
STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Gross findings  ANIMAL : Rat, Crl:CD(SD) SEX:Female GROUP : satellite 0 mg/kg PERIOD : after Week 6 of administration

Animal No.  Findings Other description
163 Glandular stomach : Black patch, mucosa (2 x 1, mm) Euthanasia on next day of Day 42 of administration
164 No abnormal findings Euthanasia on next day of Day 42 of administration
165 No abnormal findings Euthanasia on next day of Day 42 of administration
166 No abnormal findings Euthanasia on next day of Day 42 of administration
167 No abnormal findings Euthanasia on next day of Day 42 of administration

—/ES—
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INDIVIDUAL DATA 26-1-2
STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Gross findings  ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : satellite 100 mg/kg PERIOD : after Week 6 of administration

Animal No.  Findings Other description
463 No abnormal findings Euthanasia on next day of Day 42 of administration
464 Glandular stomach : Elevated area, mucosa (2 X 2, mm) Euthanasia on next day of Day 42 of administration
465 No abnormal findings Euthanasia on next day of Day 42 of administration
466 No abnormal findings Euthanasia on next day of Day 42 of administration
467 No abnormal findings Euthanasia on next day of Day 42 of administration




INDIVIDUAL DATA 26-2-1
STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Gross findings  ANIMAL : Rat, Crl:CD(SD) SEX:Female GROUP : satellite 0 mg/kg PERIOD : after Week 2 of recovery

Animal No. Findings Other description
168 No abnormal findings Euthanasia on next day of Day 14 of recovery
169 No abnormal findings Euthanasia on next day of Day 14 of recovery
170 No abnormal findings Euthanasia on next day of Day 14 of recovery
171 No abnormal findings Euthanasia on next day of Day 14 of recovery
172 No abnormal findings Euthanasia on next day of Day 14 of recovery

—6EG—



INDIVIDUAL DATA 26-2-2
STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Gross findings  ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : satellite 100 mg/kg PERIOD : after Week 2 of recovery

Animal No. Findings Other description
468 No abnormal findings Euthanasia on next day of Day 14 of recovery
469 No abnormal findings Euthanasia on next day of Day 14 of recovery
470 No abnormal findings Euthanasia on next day of Day 14 of recovery
471 No abnormal findings Euthanasia on next day of Day 14 of recovery
472 No abnormal findings Euthanasia on next day of Day 14 of recovery

—0vS—



INDIVIDUAL DATA 27-1-1
STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Organ weights ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:0mg/kg PERIOD : After Week 6 of administration

Body
weight Liver Kidney Spleen Heart Brain Pituitary gland Thymus Thyroid Adrenal

Animal g g % g % g % g % g % mg  10%% mg 107%% mg  10%% mg 107%%

No.
101 429 9.41 2.19 2.92 0.68 0.79 0.18 1.23 0.29 2.18 0.51 11.2 261 215 50.12 231 5.38 53 12.35
102 476 11.65 2.45 3.30 0.69 0.66 0.14 1.42 0.30 2.20 0.46 16.0 3.36 283 59.45 23.2 4.87 68 14.29
103 474 12.71 2.68 3.18 0.67 0.60 0.13 1.41 0.30 2.20 0.46 13.4 2.83 349 73.63 21.3 4.49 79 16.67
109 529 14.05 2.66 3.37 0.64 0.86 0.16 1.64 0.31 221 0.42 13.7 2.59 505 95.46 15.9 3.01 75 14.18
110 583 16.92 2.90 3.93 0.67 0.96 0.16 1.64 0.28 2.24 0.38 12.3 211 343 58.83 29.0 4.97 74 12.69
111 567 13.97 2.46 3.67 0.65 1.24 0.22 1.65 0.29 221 0.39 15.2 2.68 263 46.38 31.1 5.49 72 12.70
112 537 14.59 2.72 3.88 0.72 0.77 0.14 1.63 0.30 2.24 0.42 11.9 2.22 222 41.34 20.3 3.78 61 11.36
N 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7
MEAN  513.6 13.329 2.580 3.464 0.674 0.840 0.161 1517 0.296 2211 0.434 13.39 2.629 3114 60.744 2341 4.570 68.9 13.463

S.D. 55.7 2.380 0.232 0.375 0.026 0.213 0.031 0.165 0.010 0.022 0.045 175 0411 100.3 18.584 5.18 0.896 9.0 1.748

—TvS—



INDIVIDUAL DATA 27-1-2
STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Organ weights ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:0mg/kg PERIOD : After Week 6 of administration

Body
weight Testis Epididymis Prostate Seminal vesicle
Animal g g % g % mg 1030 g %
No.
101 429 3.06 0.71 1.36 0.32 871 203.03 2.08 0.48
102 476 3.50 0.74 1.24 0.26 672 141.18 2.35 0.49
103 474 3.48 0.73 1.30 0.27 793 167.30 2.45 0.52
109 529 3.50 0.66 1.82 0.34 736 139.13 2.00 0.38
110 583 3.50 0.60 1.47 0.25 616 105.66 2.22 0.38
111 567 3.92 0.69 1.67 0.29 1175 207.23 2.94 0.52
112 537 3.30 0.61 1.32 0.25 984 183.24 1.80 0.34
|
g N 7 7 7 7 7 7 7 7 7
T
MEAN 513.6 3.466 0.677 1.454 0.283 835.3  163.824 2.263 0.444

S.D. 55.7 0.259 0.056 0.215 0.035 193.7 37.229 0.370 0.075



INDIVIDUAL DATA 27-1-3
STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Organ weights ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:4mg/kg PERIOD : After Week 6 of administration

Body
weight Liver Kidney Spleen Heart Brain Pituitary gland Thymus Thyroid Adrenal

Animal g g % g % g % g % g % mg  10%% mg 107%% mg  10%% mg 107%%

No.
201 481 12.22 254 2.78 0.58 0.76 0.16 1.49 0.31 2.00 0.42 13.7 2.85 259 53.85 24.9 5.18 52 10.81
202 473 12.45 2.63 2.95 0.62 0.70 0.15 1.41 0.30 221 0.47 10.4 2.20 297 62.79 21.8 4.61 64 13.53
203 498 13.86 2.78 3.62 0.73 0.65 0.13 1.37 0.28 2.10 0.42 13.3 2.67 250 50.20 204 4.10 91 18.27
204 508 13.03 2.56 3.20 0.63 0.73 0.14 1.53 0.30 2.13 0.42 12.2 2.40 425 83.66 23.7 4.67 75 14.76
205 505 13.43 2.66 3.49 0.69 0.76 0.15 1.36 0.27 221 0.44 12.5 2.48 385 76.24 325 6.44 58 11.49
206 473 12.07 2.55 2.89 0.61 0.48 0.10 1.35 0.29 2.08 0.44 12.4 2.62 224 47.36 21.0 4.44 69 14.59
207 539 15.36 2.85 3.82 0.71 0.78 0.14 1.33 0.25 2.07 0.38 13.7 254 326 60.48 25.8 4.79 62 11.50
208 496 12.70 2.56 3.28 0.66 0.66 0.13 1.40 0.28 2.24 0.45 14.7 2.96 237 47.78 18.1 3.65 64 12.90
209 527 16.09 3.05 3.46 0.66 0.94 0.18 1.54 0.29 2.13 0.40 113 214 240 45.54 19.9 3.78 84 15.94
210 550 14.42 2.62 3.54 0.64 0.74 0.13 1.54 0.28 2.32 0.42 16.4 2.98 263 47.82 19.1 3.47 65 11.82
| 211 535 14.47 2.70 3.84 0.72 0.87 0.16 151 0.28 2.16 0.40 13.7 2.56 380 71.03 27.1 5.07 71 13.27
g 212 554 16.37 2.95 4.09 0.74 0.83 0.15 1.65 0.30 2.27 0.41 14.3 2.58 356 64.26 28.6 5.16 64 11.55

w
\

N 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
MEAN 5116 13.873 2.704 3.413 0.666 0.742 0.143 1.457 0.286 2.160 0.423 13.22 2.582 303.5 59.251 23.58 4.613 68.3 13.369

S.D. 28.9 1.487 0.169 0.407 0.052 0.117 0.020 0.100 0.016 0.093 0.025 1.60 0.264 68.6 12.667 434 0821 10.8 2.207



INDIVIDUAL DATA 27-1-4
STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Organ weights ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:4mg/kg PERIOD : After Week 6 of administration

Body
weight Testis Epididymis Prostate Seminal vesicle

Animal g g % g % mg 1030 g %

No.
201 481 3.15 0.65 1.23 0.26 732 152.18 2.37 0.49
202 473 3.15 0.67 1.39 0.29 698 147.57 2.40 0.51
203 498 3.26 0.65 1.49 0.30 444 89.16 2.58 0.52
204 508 3.30 0.65 1.37 0.27 917 180.51 2.22 0.44
205 505 3.35 0.66 1.32 0.26 999 197.82 2.37 0.47
206 473 297 0.63 1.23 0.26 639 135.10 2.29 0.48
207 539 3.09 0.57 1.34 0.25 737 136.73 2.72 0.50
208 496 3.42 0.69 1.54 0.31 758 152.82 2.40 0.48
U‘_I 209 527 3.50 0.66 1.50 0.28 464 88.05 2.47 0.47
IS 210 550 3.42 0.62 1.56 0.28 1021 185.64 2.29 0.42
\ 211 535 3.29 0.61 1.55 0.29 963 180.00 2.39 0.45
212 554 3.25 0.59 1.42 0.26 782 141.16 2.04 0.37
N 12 12 12 12 12 12 12 12 12
MEAN 511.6 3.263 0.638 1.412 0.276 762.8  148.895 2.378 0.467

S.D. 28.9 0.153 0.035 0.118 0.019 190.4 34.912 0.171 0.042



INDIVIDUAL DATA 27-1-5
STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Organ weights  ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:20mg/kg PERIOD : After Week 6 of administration

Body
weight Liver Kidney Spleen Heart Brain Pituitary gland Thymus Thyroid Adrenal

Animal g g % g % g % g % g % mg  10%% mg 107%% mg  10%% mg 107%%

No.
301 497 13.33 2.68 3.48 0.70 0.73 0.15 1.28 0.26 2.19 0.44 12.1 243 196 39.44 25.2 5.07 57 11.47
302 459 13.20 2.88 3.12 0.68 0.78 0.17 1.43 0.31 2.22 0.48 12.7 2.77 254 55.34 27.1 5.90 63 13.73
303 515 13.24 2.57 3.27 0.63 0.61 0.12 1.48 0.29 2.23 0.43 13.0 2.52 362 70.29 21.8 4.23 57 11.07
304 456 11.84 2.60 3.08 0.68 0.80 0.18 1.26 0.28 2.07 0.45 13.3 2.92 273 59.87 23.1 5.07 71 15.57
305 489 12.10 247 3.17 0.65 0.90 0.18 1.36 0.28 2.26 0.46 13.3 2.72 222 45.40 19.0 3.89 48 9.82
306 493 12.07 2.45 3.53 0.72 0.75 0.15 151 0.31 2.17 0.44 13.3 2.70 276 55.98 29.2 5.92 63 12.78
307 491 12.99 2.65 3.13 0.64 0.78 0.16 1.47 0.30 2.18 0.44 12.5 2.55 408 83.10 22.3 4.54 62 12.63
308 488 12.16 2.49 2.89 0.59 0.77 0.16 1.39 0.28 2.29 0.47 14.4 2.95 361 73.98 22.3 457 76 15.57
309 553 14.37 2.60 3.13 0.57 1.13 0.20 1.56 0.28 2.19 0.40 12.6 2.28 404 73.06 24.2 4.38 69 12.48
310 523 15.54 2.97 3.71 0.71 0.66 0.13 1.55 0.30 2.26 0.43 16.3 3.12 230 43.98 234 4.47 60 11.47
| 311 540 15.18 2.81 3.71 0.69 0.84 0.16 1.44 0.27 2.17 0.40 14.2 2.63 494 91.48 31.2 5.78 81 15.00
g 312 500 11.88 2.38 3.36 0.67 0.81 0.16 1.53 0.31 2.25 0.45 12.4 2.48 234 46.80 24.0 4.80 64 12.80

al
\

N 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
MEAN  500.3 13.158 2.629 3.298 0.661 0.797 0.160 1.438 0.289 2.207 0.441 13.34 2.673 309.5 61.560 24.40 4.885 64.3 12.866

S.D. 28.9 1.278 0.181 0.261 0.047 0.130 0.022 0.100 0.017 0.059 0.024 1.16 0.241 93.5 16.711 3.37 0.677 9.0 1.823



INDIVIDUAL DATA 27-1-6
STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Organ weights ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:20mg/kg PERIOD : After Week 6 of administration

Body
weight Testis Epididymis Prostate Seminal vesicle

Animal g g % g % mg 1030 g %

No.
301 497 3.68 0.74 1.27 0.26 689 138.63 2.25 0.45
302 459 3.27 0.71 1.44 0.31 895 194.99 2.34 0.51
303 515 3.42 0.66 1.26 0.24 644 125.05 2.56 0.50
304 456 3.26 0.71 1.44 0.32 912 200.00 2.60 0.57
305 489 3.48 0.71 1.46 0.30 1102 225.36 1.96 0.40
306 493 3.55 0.72 1.47 0.30 622 126.17 2.45 0.50
307 491 3.26 0.66 1.37 0.28 562 114.46 2.23 0.45
308 488 3.52 0.72 1.34 0.27 625 128.07 2.13 0.44
U‘_I 309 553 3.28 0.59 1.53 0.28 933 168.72 2.43 0.44
S 310 523 3.36 0.64 1.35 0.26 763 145.89 2.34 0.45
\ 311 540 3.38 0.63 1.45 0.27 547 101.30 2.19 0.41
312 500 311 0.62 1.46 0.29 784 156.80 1.92 0.38
N 12 12 12 12 12 12 12 12 12
MEAN 500.3 3.381 0.676 1.403 0.282 756.5  152.120 2.283 0.458

S.D. 28.9 0.158 0.049 0.084 0.023 172.9 38.136 0.214 0.053



INDIVIDUAL DATA 27-1-7
STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Organ weights ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:100mg/kg PERIOD : After Week 6 of administration

Body
weight Liver Kidney Spleen Heart Brain Pituitary gland Thymus Thyroid Adrenal

Animal g g % g % g % g % g % mg  10%% mg 107%% mg  10%% mg 107%%

No.
402 452 11.08 2.45 3.03 0.67 0.74 0.16 1.22 0.27 2.20 0.49 114 2.52 252 55.75 26.0 5.75 47 10.40
403 433 11.24 2.60 3.00 0.69 0.61 0.14 1.28 0.30 2.22 0.51 10.4 2.40 352 81.29 19.4 4.48 63 14.55
405 455 13.59 2.99 3.18 0.70 0.60 0.13 151 0.33 2.23 0.49 115 2.53 302 66.37 17.6 3.87 65 14.29
407 514 14.25 2.77 3.27 0.64 1.05 0.20 1.60 0.31 224 0.44 14.3 2.78 344 66.93 18.8 3.66 58 11.28
408 500 13.54 271 3.91 0.78 0.92 0.18 1.42 0.28 2.27 0.45 14.1 2.82 324 64.80 234 4.68 63 12.60
409 487 13.53 2.78 3.37 0.69 0.78 0.16 1.48 0.30 222 0.46 13.1 2.69 181 37.17 18.3 3.76 73 14.99
410 526 13.46 2.56 3.52 0.67 1.00 0.19 1.42 0.27 2.28 0.43 12.6 2.40 219 41.63 20.6 3.92 61 11.60
N 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7
MEAN  481.0 12.956 2.694 3.326 0.691 0.814 0.166 1.419 0.294 2.237 0.467 12.49 2.591 282.0 59.134 20.59 4.303 61.4 12.816

S.D. 35.0 1.256 0.177 0.316 0.044 0.181 0.026 0.131 0.022 0.029 0.030 1.46 0.173 65.8 15.472 3.05 0.743 7.9 1.809

—/vS—



INDIVIDUAL DATA 27-1-8
STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Organ weights ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:100mg/kg PERIOD : After Week 6 of administration

Body
weight Testis Epididymis Prostate Seminal vesicle
Animal g g % g % mg 1030 g %
No.
402 452 2.96 0.65 141 0.31 990 219.03 2.35 0.52
403 433 3.34 0.77 1.32 0.30 391 90.30 1.85 0.43
405 455 3.28 0.72 1.30 0.29 886 194.73 2.26 0.50
407 514 3.17 0.62 1.26 0.25 903 175.68 1.96 0.38
408 500 3.38 0.68 1.63 0.33 918 183.60 2.75 0.55
409 487 3.66 0.75 1.39 0.29 527 108.21 217 0.45
410 526 3.40 0.65 131 0.25 792 150.57 2.39 0.45
|
£ N 7 7 7 7 7 7 7 7 7
T
MEAN 481.0 3.313 0.691 1.374 0.289 7724  160.303 2.247 0.469

S.D. 35.0 0.216 0.056 0.124 0.030 225.3 46.766 0.297 0.058



—6vS—

INDIVIDUAL DATA 27-2-1

STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats

Organ weights  ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:0mg/kg PERIOD : After Week 2 of recovery
Body
weight Liver Kidney Spleen Heart Brain Pituitary gland Thymus Thyroid Adrenal
Animal g g % g % g % g % g % mg 107%% mg 10%% mg 107%% mg 10%%
No.
104 498 14.01 2.81 3.28 0.66 0.78 0.16 154 0.31 2.22 0.45 13.5 2.71 235 47.19 29.2 5.86 57 11.45
105 481 11.80 2.45 2.92 0.61 0.70 0.15 1.48 0.31 2.23 0.46 14.4 2.99 380 79.00 25.3 5.26 50 10.40
106 535 13.78 2.58 3.13 0.59 0.67 0.13 1.37 0.26 221 0.41 12.4 2.32 309 57.76 24.4 4.56 58 10.84
107 539 13.17 2.44 3.35 0.62 0.74 0.14 1.52 0.28 2.28 0.42 12.3 2.28 348 64.56 30.5 5.66 63 11.69
108 533 14.60 2.74 3.50 0.66 0.94 0.18 1.64 0.31 2.12 0.40 11.0 2.06 386 72.42 20.3 3.81 55 10.32
N 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
MEAN  517.2 13472 2.604 3.236 0.628 0.766 0.152 1.510 0.294 2.212 0.428 12.72 2472 3316  64.186 25.94 5.030 56.6  10.940
S.D. 26.1 1.066 0.167 0.221 0.031 0.106 0.019 0.098 0.023 0.058 0.026 1.29 0.372 62.1 12425 4.06 0.844 4.7 0.614



INDIVIDUAL DATA 27-2-2
STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Organ weights  ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:0mg/kg PERIOD : After Week 2 of recovery

—085—

Body
weight Testis Epididymis Prostate Seminal vesicle

Animal g g % g % mg 10°3% g %

No.
104 498 3.42 0.69 1.37 0.28 983 197.39 2.03 0.41
105 481 3.06 0.64 131 0.27 1071 222.66 2.26 0.47
106 535 3.19 0.60 1.32 0.25 947 177.01 2.15 0.40
107 539 3.62 0.67 141 0.26 987 183.12 2.65 0.49
108 533 3.40 0.64 1.40 0.26 874 163.98 2.18 0.41
N 5 5 5 5 5 5 5 5 5
MEAN 517.2 3.338 0.648 1.362 0.264 972.4  188.832 2.254 0.436
S.D. 26.1 0.218 0.034 0.045 0.011 714 22.403 0.236 0.041



INDIVIDUAL DATA 27-2-3
STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Organ weights  ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:100mg/kg PERIOD : After Week 2 of recovery

Body
weight Liver Kidney Spleen Heart Brain Pituitary gland Thymus Thyroid Adrenal
Animal g g % g % g % g % g % mg 107%% mg 10%% mg 107%% mg 10%%
No.
401 485 11.36 2.34 2.71 0.56 0.77 0.16 1.38 0.28 2.17 0.45 10.2 2.10 405 83.51 19.0 3.92 54 11.13
404 483 11.77 244 3.01 0.62 0.67 0.14 1.32 0.27 1.96 0.41 13.0 2.69 272 56.31 19.1 3.95 54 11.18
406 488 12.88 2.64 3.51 0.72 0.71 0.15 1.45 0.30 2.17 0.44 13.0 2.66 234 47.95 23.6 4.84 57 11.68
411 503 12.02 2.39 341 0.68 0.72 0.14 1.42 0.28 224 0.45 15.9 3.16 392 77.93 26.9 5.35 57 11.33
412 526 13.87 2.64 3.57 0.68 0.62 0.12 1.36 0.26 2.30 0.44 15.2 2.89 277 52.66 26.4 5.02 79 15.02
N 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
MEAN 497.0 12.380 2.490 3.242 0.652 0.698 0.142 1.386* 0.278 2.168 0.438 13.46 2.700 316.0 63.672 23.00 4.616 60.2  12.068
S.D. 18.0 1.002 0.141 0.369 0.063 0.056 0.015 0.051 0.015 0.128 0.016 2.24 0.390 77.3 15.965 3.82 0.648 10.6 1.664

—T169—

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



INDIVIDUAL DATA 27-2-4
STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Organ weights  ANIMAL : Rat, Crl:CD(SD) SEX:Male GROUP:100mg/kg PERIOD : After Week 2 of recovery

Body
weight Testis Epididymis Prostate Seminal vesicle

Animal g g % g % mg 10°3% g %

No.
401 485 3.32 0.68 1.34 0.28 656 135.26 1.96 0.40
404 483 3.40 0.70 1.52 0.31 626 129.61 1.93 0.40
406 488 2.88 0.59 1.36 0.28 1010 206.97 2.01 0.41
411 503 3.38 0.67 1.48 0.29 503 100.00 2.02 0.40
412 526 3.14 0.60 1.44 0.27 570 108.37 171 0.33
N 5 5 5 5 5 5 5 5 5
MEAN 497.0 3.224 0.648 1.428 0.286* 673.0  136.042* 1.926* 0.388
S.D. 18.0 0.218 0.050 0.077 0.015 197.2 42.242 0.126 0.033

—¢S5—

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



INDIVIDUAL DATA 28-1
STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Organ weights  ANIMAL : Rat, Crl:CD(SD) SEX:Female GROUP:0mg/kg PERIOD : Day 5 of lactation

Body
weight Liver Kidney Spleen Heart Brain Pituitary gland Thymus Thyroid Adrenal

Animal g g % g % g % g % g % mg  107% mg 10°% mg  10°% mg  10°%

No.
151 318 9.12 2.87 1.80 0.57 0.62 0.19 0.98 0.31 2.14 0.67 18.8 5.91 293 92.14 19.3 6.07 78 2453
152 298 11.02 3.70 1.95 0.65 0.87 0.29 1.06 0.36 1.97 0.66 22.7 7.62 249 83.56 17.3 5.81 83 27.85
153 318 10.53 331 2.16 0.68 0.81 0.25 0.97 0.31 1.96 0.62 19.3 6.07 284 89.31 16.4 5.16 84 26.42
154 320 9.96 311 2.04 0.64 0.75 0.23 1.06 0.33 2.04 0.64 20.7 6.47 312 97.50 15.9 4.97 80 25.00
155° (241) (11.11) # (1.93) # (0.23) # (1.16) # (2.04) # (17.5) # (55) # (15.5) # (228) #
156 299 9.15 3.06 2.08 0.70 0.75 0.25 0.92 0.31 2.06 0.69 16.9 5.65 172 57.53 17.7 5.92 85 28.43
157 318 10.96 3.45 2.05 0.64 0.80 0.25 0.98 0.31 2.16 0.68 18.8 5.91 138 43.40 17.0 5.35 87 27.36
158 317 11.07 3.49 2.39 0.75 0.69 0.22 1.07 0.34 2.03 0.64 17.1 5.39 244 76.97 18.4 5.80 76 23.97
159 348 11.33 3.26 2.24 0.64 0.87 0.25 1.06 0.30 2.13 0.61 15.0 431 224 64.37 15.5 4.45 74 21.26
160 314 9.48 3.02 2.18 0.69 0.76 0.24 1.01 0.32 2.09 0.67 18.1 5.76 256 81.53 14.9 4.75 80 25.48
0‘1 161 302 10.14 3.36 1.91 0.63 0.67 0.22 1.20 0.40 2.06 0.68 16.4 5.43 273 90.40 15.2 5.03 84 27.81
a 162 369 12.31 3.34 242 0.66 1.16 0.31 111 0.30 2.14 0.58 20.1 5.45 268 72.63 22.6 6.12 91 24.66

\

N 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11
MEAN  320.1 10.461 3.270 2111 0.659 0.795 0.245 1.038 0.326 2.071 0.649 18.54 5.815 246.6 77.213 17.29 5.403 82.0 25.706
S.D. 21.2 0.997 0.239 0.192 0.046 0.144 0.033 0.077 0.030 0.068 0.034 217 0.808 51.9 16.524 2.23 0.572 5.0 2.133

a: Died on Day 3 of Lactation .
Values in parentheses are excluded from the statistical calculation (reference data).
# : Not applicable.



INDIVIDUAL DATA 28-2
STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Organ weights  ANIMAL : Rat, Crl:CD(SD) SEX:Female GROUP:0mg/kg PERIOD : Day 5 of lactation

Body
weight Ovary Uterus

Animal g mg 1030 g %

No.
151 318 129 40.57 0.70 0.22
152 298 139 46.64 0.76 0.26
153 318 138 43.40 0.65 0.20
154 320 110 34.38 0.69 0.22
155° (241) (91) # (1.71) #
156 299 109 36.45 0.56 0.19
157 318 145 45.60 0.90 0.28
158 317 116 36.59 0.61 0.19
159 348 131 37.64 0.91 0.26
160 314 106 33.76 0.78 0.25
0‘1 161 302 135 44.70 0.77 0.25
@ 162 369 145 39.30 0.83 0.22

\

N 11 11 11 11 11
MEAN 320.1 127.5 39.912 0.742 0.231
S.D. 212 14.7 4.584 0.113 0.031

a: Died on Day 3 of Lactation .
Values in parentheses are excluded from the statistical calculation (reference data).
# : Not applicable.



INDIVIDUAL DATA 28-3
STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Organ weights  ANIMAL : Rat, Crl:CD(SD) SEX:Female GROUP:4mg/kg PERIOD : Day5 of lactation

Body
weight Liver Kidney Spleen Heart Brain Pituitary gland Thymus Thyroid Adrenal
Animal g g % g % g % g % g % mg  107% mg 10°% mg  10°% mg  10°%
No.
251 284 9.56 3.37 1.92 0.68 0.67 0.24 0.88 0.31 1.99 0.70 18.4 6.48 255 89.79 17.6 6.20 78 27.46
252 281 9.73 3.46 2.03 0.72 1.04 0.37 0.98 0.35 2.06 0.73 16.6 5.91 107 38.08 11.3 4.02 76 27.05
253 318 9.17 2.88 2.23 0.70 0.63 0.20 1.04 0.33 2.03 0.64 17.2 541 233 73.27 15.8 4.97 113 35.53
254 329 10.31 313 2.17 0.66 0.83 0.25 1.01 0.31 2.01 0.61 16.0 4.86 248 75.38 13.5 4.10 81 24.62
255 268 10.16 3.79 2.16 0.81 0.52 0.19 0.87 0.32 211 0.79 134 5.00 85 31.72 16.6 6.19 87 32.46
256 313 10.18 3.25 1.99 0.64 0.68 0.22 0.96 0.31 1.91 0.61 16.1 5.14 118 37.70 16.6 5.30 73 23.32
257 338 12.38 3.66 2.17 0.64 1.26 0.37 1.31 0.39 2.10 0.62 19.5 5.77 263 77.81 17.2 5.09 85 25.15
258 329 10.38 3.16 2.29 0.70 0.73 0.22 1.00 0.30 2.08 0.63 19.0 5.78 182 55.32 12.3 3.74 67 20.36
259 328 10.48 3.20 1.99 0.61 0.76 0.23 1.09 0.33 2.08 0.63 14.8 4.51 273 83.23 17.1 5.21 79 24.09
260 340 10.47 3.08 2.16 0.64 0.71 0.21 0.94 0.28 2.03 0.60 18.5 5.44 255 75.00 22.7 6.68 84 24.71
0‘1 261 301 10.46 3.48 2.35 0.78 0.57 0.19 0.93 0.31 2.03 0.67 19.2 6.38 236 78.41 16.0 5.32 86 28.57
% 262 353 10.84 3.07 2.10 0.59 0.80 0.23 1.03 0.29 211 0.60 16.5 4.67 398 112.75 21.0 5.95 77 21.81
\
N 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
MEAN 3152 10.343 3.294 2.130 0.681 0.767 0.243 1.003 0.319 2.045 0.653 17.10 5.446 2211 69.038 16.48 5.231 82.2 26.261

S.D. 26.4 0.790 0.265 0.129 0.066 0.205 0.062 0.116 0.029 0.058 0.059 1.89 0.639 86.8 23.974 3.24 0.932 11.3 4.328



INDIVIDUAL DATA 28-4
STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Organ weights  ANIMAL : Rat, Crl:CD(SD) SEX:Female GROUP:4mg/kg PERIOD : Day5 of lactation

Body
weight Ovary Uterus

Animal g mg 1030 g %

No.
251 284 106 37.32 0.67 0.24
252 281 109 38.79 0.87 0.31
253 318 105 33.02 0.61 0.19
254 329 106 3222 0.74 0.22
255 268 118 44.03 0.83 0.31
256 313 132 42.17 0.86 0.27
257 338 129 38.17 0.76 0.22
258 329 138 41.95 0.65 0.20
259 328 124 37.80 0.73 0.22
260 340 132 38.82 0.65 0.19
0‘1 261 301 107 35.55 0.67 0.22
g 262 353 121 34.28 0.80 0.23

\

N 12 12 12 12 12
MEAN 315.2 118.9 37.843 0.737 0.235

S.D. 26.4 12.1 3.680 0.089 0.041



INDIVIDUAL DATA 28-5
STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Organ weights  ANIMAL : Rat, Crl:CD(SD) SEX:Female GROUP:20mg/kg PERIOD : Day 5 of lactation

Body
weight Liver Kidney Spleen Heart Brain Pituitary gland Thymus Thyroid Adrenal
Animal g g % g % g % g % g % mg  107% mg 10°% mg  10°% mg  10°%
No.
351 296 9.76 3.30 2.03 0.69 0.58 0.20 0.98 0.33 1.95 0.66 15.1 5.10 263 88.85 17.1 5.78 73 24.66
352 299 10.42 3.48 2.03 0.68 0.69 0.23 0.97 0.32 1.92 0.64 15.7 5.25 166 55.52 19.6 6.56 76 25.42
353 305 10.43 342 2.02 0.66 0.74 0.24 0.95 0.31 2.15 0.70 17.5 5.74 235 77.05 15.5 5.08 73 23.93
354 306 11.31 3.70 2.17 0.71 1.00 0.33 0.80 0.26 1.99 0.65 16.5 5.39 173 56.54 20.8 6.80 89 29.08
355 317 11.09 3.50 2.09 0.66 0.71 0.22 0.97 0.31 2.10 0.66 17.0 5.36 196 61.83 19.7 6.21 81 25.55
356 291 10.67 3.67 212 0.73 0.73 0.25 1.05 0.36 1.98 0.68 19.1 6.56 196 67.35 17.5 6.01 83 28.52
357 317 10.07 3.18 2.09 0.66 0.94 0.30 111 0.35 2.03 0.64 16.3 5.14 280 88.33 14.3 4.51 73 23.03
358 349 10.91 313 241 0.69 0.68 0.19 1.02 0.29 2.06 0.59 19.8 5.67 196 56.16 16.9 4.84 106 30.37
359 305 9.66 3.17 2.23 0.73 0.59 0.19 0.97 0.32 2.01 0.66 17.1 5.61 109 35.74 13.3 4.36 74 24.26
360 322 10.40 3.23 1.94 0.60 0.73 0.23 0.96 0.30 2.09 0.65 12.9 4.01 196 60.87 16.0 4.97 80 24.84
0‘1 361 316 10.63 3.36 2.02 0.64 0.83 0.26 1.09 0.34 212 0.67 19.0 6.01 230 72.78 19.0 6.01 94 29.75
o 362 348 10.97 3.15 2.40 0.69 0.89 0.26 0.98 0.28 1.98 0.57 17.8 511 258 74.14 16.6 4.77 79 22.70
\
N 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
MEAN 3143 10.527 3.358 2.129 0.678 0.759 0.242 0.988 0.314 2.032 0.648 16.98 5.413 208.2 66.263 17.19 5.492 81.8  26.009

S.D. 18.5 0.513 0.199 0.150 0.037 0.131 0.042 0.079 0.029 0.072 0.036 1.91 0.614 47.9 15.110 2.27 0.832 10.1 2.692



INDIVIDUAL DATA 28-6
STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Organ weights  ANIMAL : Rat, Crl:CD(SD) SEX:Female GROUP:20mg/kg PERIOD : Day 5 of lactation

Body
weight Ovary Uterus
Animal g mg 1030 g %
No.
351 296 115 38.85 0.76 0.26
352 299 127 42.47 0.64 0.21
353 305 93 30.49 0.74 0.24
354 306 155 50.65 0.69 0.23
355 317 103 32.49 0.64 0.20
356 291 139 47.77 0.79 0.27
357 317 115 36.28 0.77 0.24
358 349 114 32.66 0.78 0.22
359 305 130 42.62 0.62 0.20
360 322 98 3043 0.63 0.20
0‘1 361 316 114 36.08 0.71 0.22
g 362 348 89 25.57 0.71 0.20
\
N 12 12 12 12 12
MEAN 314.3 116.0 37.197 0.707 0.224

S.D. 18.5 19.4 7.529 0.062 0.024



INDIVIDUAL DATA 28-7
STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Organ weights ANIMAL : Rat, Crl:CD(SD) SEX:Female GROUP: 100 mg/kg PERIOD : Day 5 of lactation

Body
weight Liver Kidney Spleen Heart Brain Pituitary gland Thymus Thyroid Adrenal

Animal g g % g % g % g % g % mg  107% mg 10°% mg  10°% mg  10°%

No.
451 278 8.81 3.17 1.98 0.71 0.97 0.35 0.74 0.27 1.96 0.71 16.2 5.83 260 93.53 13.9 5.00 79 28.42
452 284 8.98 3.16 1.91 0.67 0.61 0.21 1.12 0.39 2.09 0.74 17.9 6.30 162 57.04 17.1 6.02 73 25.70
453 287 9.71 3.38 2.00 0.70 0.75 0.26 1.01 0.35 2.03 0.71 16.5 5.75 170 59.23 17.8 6.20 78 27.18
454 287 9.89 345 212 0.74 0.65 0.23 0.94 0.33 1.97 0.69 14.3 4.98 147 51.22 16.3 5.68 75 26.13
455 283 9.92 351 211 0.75 0.56 0.20 0.96 0.34 1.98 0.70 18.3 6.47 293 103.53 17.5 6.18 70 24.73
456 286 11.07 3.87 2.08 0.73 0.86 0.30 1.01 0.35 2.09 0.73 17.1 5.98 196 68.53 14.6 5.10 77 26.92
457 279 9.45 3.39 2.07 0.74 0.53 0.19 0.92 0.33 1.94 0.70 16.1 5.77 164 58.78 17.6 6.31 81 29.03
458 314 11.06 3.52 2.20 0.70 1.04 0.33 1.03 0.33 2.07 0.66 16.2 5.16 225 71.66 30.0 9.55 87 27.71
459 295 9.60 3.25 2.01 0.68 0.73 0.25 0.94 0.32 2.09 0.71 14.5 4.92 183 62.03 17.3 5.86 81 27.46
460 304 10.68 351 2.19 0.72 0.65 0.21 0.90 0.30 2.04 0.67 22.0 7.24 289 95.07 16.9 5.56 82 26.97
0‘1 461 333 11.69 351 2.19 0.66 0.96 0.29 1.06 0.32 211 0.63 16.6 4.98 282 84.68 19.3 5.80 88 26.43
g 462 326 11.20 344 2.25 0.69 0.71 0.22 111 0.34 2.08 0.64 16.7 5.12 227 69.63 20.0 6.13 97 29.75

\

N 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
MEAN  296.3* 10.172 3.430 2.093 0.708 0.752 0.253 0.978 0.331 2.038 0.691 16.87 5.708 216.5 72.911 18.19 6.116 80.7 27.203
S.D. 18.7 0.939 0.190 0.104 0.029 0.169 0.053 0.104 0.029 0.060 0.034 1.99 0.720 53.7 17.192 4.08 1.160 7.3 1411

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



INDIVIDUAL DATA 28-8
STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Organ weights ANIMAL : Rat, Crl:CD(SD) SEX:Female GROUP: 100 mg/kg PERIOD : Day 5 of lactation

Body
weight Ovary Uterus
Animal g mg 1030 g %
No.
451 278 109 39.21 0.65 0.23
452 284 108 38.03 0.59 0.21
453 287 119 41.46 0.78 0.27
454 287 114 39.72 0.75 0.26
455 283 121 42.76 0.63 0.22
456 286 122 42.66 0.74 0.26
457 279 89 31.90 0.65 0.23
458 314 124 39.49 0.65 0.21
459 295 112 37.97 0.69 0.23
460 304 114 37.50 0.71 0.23
0‘1 461 333 133 39.94 0.73 0.22
o 462 326 136 41.72 0.75 0.23
\
N 12 12 12 12 12
MEAN 296.3 116.8 39.363 0.693 0.233

S.D. 18.7 12.4 2.950 0.059 0.020



—T199—

INDIVIDUAL DATA 29-1-1
STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats

Organ weights  ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : satellite 0 mg/kg PERIOD : After Week 6 of administration
Body
weight Liver Kidney Spleen Heart Brain Pituitary gland Thymus Thyroid Adrenal
Animal g g % g % g % g % g % mg 109 mg 107%% mg  10%% mg  10%%
No.
163 268 6.93 2.59 1.78 0.66 0.53 0.20 0.93 0.35 1.85 0.69 13.8 5.15 372 138.81 19.9 7.43 68 25.37
164 284 7.73 2.72 1.86 0.65 0.57 0.20 0.99 0.35 2.02 0.71 17.9 6.30 264 92.96 145 5.11 70 24.65
165 286 6.77 2.37 1.74 0.61 0.49 0.17 0.92 0.32 1.93 0.67 12.7 4.44 380 132.87 20.6 7.20 60 20.98
166 292 6.90 2.36 1.90 0.65 0.67 0.23 0.88 0.30 2.12 0.73 13.8 473 276 94.52 10.2 3.49 73 25.00
167 304 7.45 2.45 1.92 0.63 0.53 0.17 0.88 0.29 1.96 0.64 17.9 5.89 235 77.30 16.3 5.36 100 32.89
N 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
MEAN  286.8 7.156 2.498 1.840 0.640 0.558 0.194 0.920 0.322 1.976 0.688 15.22 5.302 3054 107.292 16.30 5.718 742 25778
S.D. 13.1 0.413 0.154 0.077 0.020 0.069 0.025 0.045 0.028 0.101 0.035 2.49 0.780 66.2 26.998 4.24 1.627 15.2 4.349



INDIVIDUAL DATA 29-1-2
STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Organ weights  ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : satellite 0 mg/kg PERIOD : After Week 6 of administration

—299—

Body Estrous
weight Ovary Uterus cycle
Animal g mg 1030 g %
No.
163 268 91 33.96 1.04 0.39 1
164 284 110 38.73 0.62 0.22 \%
165 286 80 27.97 0.97 0.34 \%
166 292 121 41.44 0.59 0.20 \%
167 304 131 43.09 0.88 0.29 i
N 5 5 5 5 5
MEAN 286.8 106.6 37.038 0.820 0.288
S.D. 13.1 21.0 6.135 0.205 0.080

Il : Proestrus. V : Diestrus.
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INDIVIDUAL DATA 29-1-3

STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats

Organ weights ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : satellite 100 mg/kg PERIOD : After Week 6 of administration
Body
weight Liver Kidney Spleen Heart Brain Pituitary gland Thymus Thyroid Adrenal

Animal g g % g % g % g % g % mg 10%% mg 107%% mg 10%% mg 107%%
No.

463 243 6.67 2.74 1.80 0.74 0.40 0.16 0.79 0.33 1.99 0.82 134 5.51 194 79.84 145 5.97 68 27.98

464 269 8.00 2.97 1.78 0.66 0.54 0.20 0.84 0.31 1.98 0.74 19.0 7.06 312 115.99 16.2 6.02 90 33.46

465 268 7.79 2.91 1.98 0.74 0.47 0.18 0.91 0.34 1.97 0.74 15.2 5.67 228 85.07 18.6 6.94 70 26.12

466 272 7.48 2.75 1.59 0.58 0.56 0.21 0.84 0.31 2.01 0.74 18.0 6.62 268 98.53 17.2 6.32 63 23.16

467 268 7.50 2.80 211 0.79 0.60 0.22 0.84 0.31 1.94 0.72 155 5.78 269 100.37 135 5.04 69 25.75

N 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5

MEAN  264.0~  7.488 2.834*%*  1.852 0.702 0.514 0.194 0.844*  0.320 1.978 0.752* 16.22 6.128 254.2 95.960 16.00 6.058 720  27.294

S.D. 11.9 0.506 0.102 0.200 0.083 0.079 0.024 0.043 0.014 0.026 0.039 2.26 0.675 44.9 14.192 2.05 0.688 10.4 3.852

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

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



INDIVIDUAL DATA 29-1-4
STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Organ weights ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : satellite 100 mg/kg PERIOD : After Week 6 of administration

—¥95—

Body Estrous
weight Ovary Uterus cycle
Animal g mg 10°%% g %
No.
463 243 95 39.09 0.46 0.19 \%
464 269 134 49.81 0.96 0.36 m
465 268 129 48.13 0.55 0.21 m
466 272 82 30.15 1.01 0.37 i
467 268 120 44.78 0.56 0.21 \%
N 5 5 5 5 5
MEAN 264.0* 112.0 42.392 0.708 0.268
S.D. 11.9 225 7.975 0.256 0.089
Il : Proestrus. 11l : Estrus. V : Diestrus.

* : Significantly different from the 0 mg/kg group at p=0.05 (Dunnett's test).
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INDIVIDUAL DATA 29-2-1

STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats

Organ weights  ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : satellite 0 mg/kg PERIOD : After Week 2 of recovery
Body
weight Liver Kidney Spleen Heart Brain Pituitary gland Thymus Thyroid Adrenal

Animal g g % g % g % g % g % mg 10%% mg 107%% mg 10%% mg 107%%
No.

168 280 7.21 2.58 1.78 0.64 0.51 0.18 0.93 0.33 2.17 0.78 174 6.21 189 67.50 15.7 5.61 65 2321

169 297 7.75 2.61 1.97 0.66 0.45 0.15 1.04 0.35 2.04 0.69 204 6.87 200 67.34 17.3 5.82 70 23.57

170 300 7.04 2.35 191 0.64 0.56 0.19 0.99 0.33 1.99 0.66 16.3 5.43 304 101.33 10.5 3.50 62 20.67

171 286 7.71 2.70 1.82 0.64 0.69 0.24 1.04 0.36 2.06 0.72 137 4.79 157 54.90 175 6.12 76 26.57

172 306 7.43 2.43 2.07 0.68 0.48 0.16 0.95 0.31 2.02 0.66 174 5.69 383 125.16 18.9 6.18 66 21.57

N 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5

MEAN  293.8 7.428 2.534 1.910 0.652 0.538 0.184 0.990 0.336 2.056 0.702 17.04 5.798 246.6 83.246 15.98 5.446 67.8  23.118

S.D. 10.6 0.309 0.142 0.116 0.018 0.094 0.035 0.050 0.019 0.069 0.050 241 0.788 94.1 29.104 3.27 1.112 5.4 2.265



INDIVIDUAL DATA 29-2-2
STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Organ weights  ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : satellite 0 mg/kg PERIOD : After Week 2 of recovery

—99G—

Body Estrous
weight Ovary Uterus cycle
Animal g mg 1030 g %
No.
168 280 99 35.36 0.55 0.20 m
169 297 77 25.93 0.51 0.17 v
170 300 116 38.67 0.62 0.21 \%
171 286 91 31.82 0.48 0.17 v
172 306 82 26.80 0.53 0.17 v
N 5 5 5 5 5
MEAN 293.8 93.0 31.716 0.538 0.184
S.D. 10.6 15.4 5.461 0.053 0.019

I ; Estrus. 1V : Metestrus.  V : Diestrus.
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INDIVIDUAL DATA 29-2-3
STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats

Organ weights  ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : satellite 100 mg/kg PERIOD : After Week 2 of recovery
Body
weight Liver Kidney Spleen Heart Brain Pituitary gland Thymus Thyroid Adrenal

Animal g g % g % g % g % g % mg 109 mg 10°%% mg  10%% mg  10%%
No.

468 301 8.16 2.71 2.06 0.68 0.64 0.21 0.94 0.31 2.04 0.68 18.2 6.05 312 103.65 13.6 452 78 25.91

469 272 6.42 2.36 2.01 0.74 0.56 0.21 0.91 0.33 1.99 0.73 13.6 5.00 256 94.12 13.1 4.82 55 20.22

470 308 9.25 3.00 1.93 0.63 0.45 0.15 0.93 0.30 1.99 0.65 22.1 7.18 317 102.92 15.8 5.13 92 29.87

471 272 7.72 2.84 2.11 0.78 0.55 0.20 0.85 0.31 2.06 0.76 15.2 5.59 307 112.87 12.8 471 65 23.90

472 255 6.61 2.59 1.91 0.75 0.56 0.22 0.84 0.33 2.22 0.87 15.0 5.88 320 125.49 15.7 6.16 79 30.98

N 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5

MEAN  281.6 7.632 2.700 2.004 0.716 0.552 0.198 0.894*  0.316 2.060 0.738 16.82 5.940 3024 107.810 14.20 5.068 73.8  26.176

S.D. 22.2 1.164 0.244 0.085 0.060 0.068 0.028 0.046 0.013 0.095 0.085 3.39 0.800 26.4 11.904 1.44 0.649 14.2 4.400

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



INDIVIDUAL DATA 29-2-4
STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Organ weights  ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : satellite 100 mg/kg PERIOD : After Week 2 of recovery

Body Estrous
weight Ovary Uterus cycle
Animal g mg 1030 g %
No.
468 301 78 25.91 0.90 0.30 m
469 272 77 28.31 1.09 0.40 1
470 308 58 18.83 0.65 0.21 \%
471 272 80 29.41 0.65 0.24 m
472 255 95 37.25 0.64 0.25 \%
N 5 5 5 5 5
MEAN 281.6 77.6 27.942 0.786++ 0.280+
| S.D. 222 13.2 6.635 0.202 0.074
a1
&
‘ Il : Proestrus. 11l : Estrus.  V : Diestrus.

+ : Significantly different from the 0 mg/kg group at P=0.05 (Steel's test).
++ : Significantly different from the 0 mg/kg group at P=0.01 (Steel's test).
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INDIVIDUAL DATA 30-1-1

STUDY NO. SR11087  TITLE: indene:Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats

Histopathological findings ANIMAL: Rat, Crl: CD (SD) SEX: Male

GROUP: 0 mg/kg

PERIOD: after Week 6 of administration

Animal No.

101

102

103

109

110

111

112

Organ: Findings

Lung: Aggregation, macrophage, alveolar
Mineralization, artery

Trachea:

Right submandibular gland:

Left submandibular gland:

Esophagus:

Forestomach:

Stomach, limiting ridge:

Glandular stomach:

Duodenum:

Jejunum:

lleum (including Peyer's patch):

Cecum:

Colon:

Rectum:

Pancreas:

Liver: Microgranuloma
Fatty change, periportal

Heart: Inflammation, focal

Right kidney: Eosinophilic body, proximal tubular epithelium

Left kidney: Eosinophilic body, proximal tubular epithelium
Basophilic change, tubular epithelium

Urinary bladder:

Right testis:

Left testis:

Right epididymis: Granuloma, spermatic

Left epididymis: Granuloma, spermatic

Prostate: Cellular infiltration, inflammatory cell

Right seminal vesicle:

Left seminal vesicle:

Right coagulating gland:

Left coagulating gland:

2 2222222222222

2 2222222222222

2 z2z2z2z2z2z22z2z222Z222Z:

2 2222222222222

I +zzz oo to+

z2zZ2zZ2 2

2 2222222222222 +

+ t,

2 z2z2z2z2z2z22z2z22Z22Z222Z:

+

+

th+ Z2z2zzzzzzZzzZzz2z222Z2Z:

N: No abnormal findings, -: normal, +: slight change, ++: moderate change, +++: severe change.
a: Oil red O stain positive.

b: Alpha-2u-globulin antibody positive.
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INDIVIDUAL DATA 30-1-2

STUDY NO. SR11087  TITLE: indene:Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats

Histopathological findings ANIMAL: Rat, Crl: CD (SD) SEX: Male

GROUP: 0 mg/kg

PERIOD: after Week 6 of administration

Animal No.

101

102

103

109

110

111

112

Organ: Findings

Cerebrum:

Cerebellum:

Pons:

Spinal cord:

Sciatic nerve:

Spleen:

Thymus:

Bone marrow of right femur:
Right submandibular lymph node:
Left submandibular lymph node:
Mesenteric lymph node:
Pituitary gland:

Right thyroid:

Left thyroid:

Right parathyroid:

Left parathyroid:

Right adrenal:

Left adrenal:

Right eyeball:

Left eyeball:

Right Harderian gland:

Left Harderian gland:
Skeletal muscle:

Right femur:

Cyst, pars distalis

2 22222222222+ 22222222222

" 2222222222 Z2

2 2Z2Z22Z22Z2Z2Z2zZ2zZ22Z2Z2Z2ZZ2
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22222222222
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" 2222222222 Z2

2 2Z22Z22Z22Z2Z2Z2zZ22Z2Z2Z2Z2Z2ZZ2

N: No abnormal findings, -: normal, +: slight change, ++: moderate change.
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INDIVIDUAL DATA 30-1-3

STUDY NO. SR11087  TITLE: indene:Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats

Histopathological findings ANIMAL: Rat, Crl: CD (SD) SEX: Male GROUP: 4 mg/kg PERIOD: after Week 6 of administration

Animal No. 201 202 203 204 205 206 207 208 209 210 211 212

Organ: Findings
Right kidney: Eosinophilic body, proximal tubular epithelium - - - - + - - - - +2 - -

Basophilic change, tubular epithelium - - - + - - - - - - -

Left kidney: Eosinophilic body, proximal tubular epithelium - - - - - - - - +2 - -
Left epididymis: Granuloma, spermatic * * * * * * * * * *
Prostate: Cellular infiltration, inflammatory cell + - + - + + + + - + +

N: No abnormal findings, -: normal, +: slight change, ++: moderate change, +++: severe change.
a: Alpha-2u-globulin antibody positive.
*: Not examined.
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INDIVIDUAL DATA 30-1-4

STUDY NO. SR11087  TITLE: indene:Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats

Histopathological findings ANIMAL: Rat, Crl: CD (SD) SEX: Male GROUP: 20 mg/kg PERIOD: after Week 6 of administration
Animal No. 301 302 303 304 305 306 307 308 309 310 311 312
Organ: Findings
Right kidney: Eosinophilic body, proximal tubular epithelium - - - +° - - - - - - - -
CySt - - - - - - - - - - - +
Left kidney: Eosinophilic body, proximal tubular epithelium - - - + - - - - - - - -
Prostate: Cellular infiltration, inflammatory cell - + ++ - - + ++ ++ - - + +

N: No abnormal findings, -: normal, +: slight change, ++: moderate change, +++: severe change.
a: Alpha-2u-globulin antibody positive.



INDIVIDUAL DATA 30-1-5

STUDY NO. SR11087  TITLE: indene:Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Histopathological findings ANIMAL: Rat, Crl: CD (SD) SEX: Male GROUP: 100 mg/kg PERIOD: after Week 6 of administration

Animal No. 402 403 405 407 408 409 410

—€.9—

Organ: Findings

Lung: Aggregation, macrophage, alveolar - + - + - - -

Mineralization, artery - - - - + - -
Trachea: N N N N N N N
Right submandibular gland: N N N N N N N
Left submandibular gland: N N N N N N N
Esophagus: N N N N N N N
Forestomach: N N N N N N N
Stomach, limiting ridge: N N N N N N N
Glandular stomach: N N N N N N N
Duodenum: N N N N N N N
Jejunum: N N N N N N N
lleum (including Peyer's patch): N N N N N N N
Cecum: N N N N N N N
Colon: N N N N N N N
Rectum: N N N N N N N
Pancreas: N N N N N N N
Liver: Microgranuloma + - - + - - -
Heart: Inflammation, focal + - - + + - -
Right kidney: Eosinophilic body, proximal tubular epithelium - + - + - + +

Basophilic change, tubular epithelium - + - - - - -
Left kidney: Eosinophilic body, proximal tubular epithelium - + - + - + +
Urinary bladder: N N N N N N N
Right testis: N N N N N N N
Left testis: N N N N N N N
Right epididymis: Granuloma, spermatic - - + - - - -
Left epididymis: Granuloma, spermatic - - - - - + -
Prostate: Cellular infiltration, inflammatory cell - + + + + + +
Right seminal vesicle: N N N N N N N
Left seminal vesicle: N N N N N N N
Right coagulating gland: N N N N N N N
Left coagulating gland: N N N N N N N

N: No abnormal findings, -: normal, +: slight change, ++: moderate change, +++: severe change.
a: Alpha-2u-globulin antibody positive.
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INDIVIDUAL DATA 30-1-6

STUDY NO. SR11087  TITLE: indene:Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Histopathological findings ANIMAL: Rat, Crl: CD (SD) SEX: Male GROUP: 100 mg/kg PERIOD: after Week 6 of administration

Animal No. 402 403 405 407 408 409 410

Organ: Findings

Cerebrum: N N N N N N N
Cerebellum: N N N N N N N
Pons: N N N N N N N
Spinal cord: N N N N N N N
Sciatic nerve: N N N N N N N
Spleen: N N N N N N N
Thymus: N N N N N N N
Bone marrow of right femur: N N N N N N N
Right submandibular lymph node: N N N N N N N
Left submandibular lymph node: N N N N N N N
Mesenteric lymph node: N N N N N N N
Pituitary gland: N N N N N N N
Right thyroid: N N N N N N N
Left thyroid: N N N N N N N
Right parathyroid: N N N N N N N
Left parathyroid: N N N il N N N
Right adrenal: N N N N N N N
Left adrenal: N N N N N N N
Right eyeball: Retinal rosette + - + - - -
Left eyeball: Retinal rosette - - + - - - -
Right Harderian gland: Cellular infiltration, mononuclear cell - - - - - - +
Left Harderian gland: N N N N N N N
Skeletal muscle: N N N N N N N
Right femur: N N N N N N N

N: No abnormal findings, -: normal, +: slight change, ++: moderate change, +++: severe change.
**: Not examined because of missing.



INDIVIDUAL DATA 30-2-1
STUDY NO. SR11087  TITLE: indene:Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Histopathological findings ANIMAL: Rat, Crl: CD (SD) SEX: Male GROUP: 0 mg/kg PERIOD: afer Week 2 of recovery

Animal No. 104 105 106 107 108

—G/S—

Organ: Findings

Lung: Aggregation, macrophage, alveolar - + - - +

Metaplasia, osseous, alveoli - + - - -

Mineralization, artery + - + + -
Trachea: N N N N N
Right submandibular gland: N N N N N
Left submandibular gland: N N N N N
Esophagus: N N N N N
Forestomach: N N N N N
Stomach, limiting ridge: N N N N N
Glandular stomach: N N N N N
Duodenum: N N N N N
Jejunum: N N N N N
lleum (including Peyer's patch): N N N N N
Cecum: N N N N N
Colon: N N N N N
Rectum: N N N N N
Pancreas: Atrophy, acinar cell, focal + - - + -
Liver: Microgranuloma - - - + -

Fatty change, periportal - - + - +
Heart: Inflammation, focal - - - - +
Right kidney: Basophilic change, tubular epithelium + - - - -
Left kidney: N N N N N
Urinary bladder: N N N N N
Right testis: N N N N N
Left testis: N N N N N
Right epididymis: N N N N N
Left epididymis: N N N N N
Prostate: Cellular infiltration, inflammatory cell + - + - -
Right seminal vesicle: N N N N N
Left seminal vesicle: N N N N N
Right coagulating gland: N N N N N
Left coagulating gland: N N N N N

N: No abnormal findings, -: normal, +: slight change, ++: moderate change, +++: severe change.
a: Oil red O stain positive.



INDIVIDUAL DATA 30-2-2
STUDY NO. SR11087  TITLE: indene:Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Histopathological findings ANIMAL: Rat, Crl: CD (SD) SEX: Male GROUP: 0 mg/kg PERIOD: afer Week 2 of recovery

Animal No. 104 105 106 107 108

—9/6—

Organ: Findings

Cerebrum: N N N N N
Cerebellum: N N N N N
Pons: N N N N N
Spinal cord: N N N N N
Sciatic nerve: N N N N N
Spleen: N N N N N
Thymus: N N N N N
Bone marrow of right femur: N N N N N
Right submandibular lymph node: N N N N N
Left submandibular lymph node: N N N N N
Mesenteric lymph node: N N N N N
Pituitary gland: N N N N N
Right thyroid: N N N N N
Left thyroid: N N N N N
Right parathyroid: N N N N N
Left parathyroid: N N N N N
Right adrenal: N N N N N
Left adrenal: N N N N N
Right eyeball: N N N N N
Left eyeball: Atrophy, retina, focal - - - - +
Right Harderian gland: N N N N N
Left Harderian gland: N N N N N
Skeletal muscle: N N N N N
Right femur: N N N N N

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



INDIVIDUAL DATA 30-2-3
STUDY NO. SR11087  TITLE: indene:Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Histopathological findings ANIMAL: Rat, Crl: CD (SD) SEX: Male GROUP: 100 mg/kg PERIOD: afer Week 2 of recovery

—//S—

Animal No.

401

404

406

411

412

Organ: Findings
Lung:

Trachea:

Right submandibular gland:
Left submandibular gland:
Esophagus:

Forestomach:

Stomach, limiting ridge:
Glandular stomach:
Duodenum:

Jejunum:

Metaplasia, osseous, alveoli
Mineralization, artery

Ileum (including Peyer's patch):

Cecum:

Colon:

Rectum:

Pancreas:

Liver:

Heart:

Right kidney:

Left kidney:

Urinary bladder:

Right testis:

Left testis:

Right epididymis:

Left epididymis:
Prostate:

Right seminal vesicle:
Left seminal vesicle:
Right coagulating gland:
Left coagulating gland:

Microgranuloma

Inflammation, focal

Eosinophilic body, proximal tubular epithelium
Eosinophilic body, proximal tubular epithelium

Cellular infiltration, inflammatory cell
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N: No abnormal findings, -: normal, +: slight change, ++:
a: Alpha-2u-globulin antibody positive.

moderate change, +++: severe change.
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INDIVIDUAL DATA 30-2-4
STUDY NO. SR11087

TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats

Histopathological findings ANIMAL: Rat, Crl: CD (SD) SEX: Male GROUP: 100 mg/kg PERIOD: afer Week 2 of recovery

Animal No. 401 404 406 411 412

Organ: Findings
Cerebrum: N N N N N
Cerebellum: N N N N N
Pons: N N N N N
Spinal cord: N N N N N
Sciatic nerve: N N N N N
Spleen: N N N N N
Thymus: N N N N N
Bone marrow of right femur: N N N N N
Right submandibular lymph node: N N N N N
Left submandibular lymph node: N N N N N
Mesenteric lymph node: N N N N N
Pituitary gland: Cyst, pars distalis - + - - -

Cyst, pars intermedia - - + - -

Right thyroid: N N N N N
Left thyroid: N N N N N
Right parathyroid: N falad N N N
Left parathyroid: N N N N N
Right adrenal: N N N N N
Left adrenal: N N N N N
Right eyeball: Retinal rosette + - - -
Left eyeball: N N N N N
Right Harderian gland: N N N N N
Left Harderian gland: Cellular infiltration, mononuclear cell + - - - -
Skeletal muscle: N N N N N
Right femur: N N N N N

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

**: Not examined because of missing.
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INDIVIDUAL DATA 31-1

STUDY NO. SR11087  TITLE: indene:Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats

Histopathological findings

ANIMAL: Rat, Crl: CD (SD)

SEX: Female

GROUP: 0 mg/kg

PERIOD: Day 5 of lactation

Animal No.

151

152

153

154

155°

156

157

158

159

160

161

162

Organ: Findings

Lung:
Trachea:

Right submandibular gland:
Left submandibular gland:

Esophagus:
Forestomach:

Stomach, limiting ridge:

Glandular stomach:
Duodenum:
Jejunum:

lleum (including Peyer's patch):

Cecum:
Colon:
Rectum:
Pancreas:
Liver:

Heart:
Right kidney:

Left kidney:
Urinary bladder:
Right overy:

Left ovary:

Right uterine horn:
Left uterin horn:
Uterine cervix:
Vagina;

Aggregation, macrophage. alveolar

Erosion
Cyst, squamous cell
Erosion

Microgranuloma
Necrosis, focal

Dilatation, tubule, cortex
Cellular infiltration, inflammatory cell, renal pelvic mucosa
Dilatation, tubule, cortex

+ 2222222

+ 2222222

2 Z2Z2 % # ® 2 + 0+ 2222

+

2 22Z2Z22Z22Z2 2 +

z22zZ2zZ2zZ22zZ22

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

a: Died on Day 3 of lactation.
#: Autolysis.
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INDIVIDUAL DATA 31-2
TITLE: indene:Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats

STUDY NO. SR11087

Histopathological findings

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

GROUP: 0 mg/kg

PERIOD: Day 5 of lactation

Animal No.

151

152

153

154

155°

156

157

158

159

160

161

162

Organ: Findings

Cerebrum:
Cerebellum:

Pons:

Spinal cord:

Sciatic nerve:

Spleen:

Thymus:

Atrophy, follicle
Deposit, hemosiderin
Atrophy

Bone marrow of right femur:
Right submandibular lymph node:
Left submandibular lymph node:
Mesenteric lymph node:

Pituitary gland:

Right thyroid:

Left thyroid:

Right parathyroid:
Left parathyroid:

Right adrenal:

Left adrenal:

Necrosis, cortical cell, with cellular infiltration,
inflammatory cell
Necrosis, cortical cell, with cellular infiltration,
inflammatory cell

Right eyeball:

Left eyeball:

Right Harderian gland:
Left Harderian gland:
Skeletal muscle:

Right femur:

Mammary gland:
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a: Dead on day 1 of lactation.
N: No abnormal findings, -: normal, +: slight change, ++: moderate change, +++: severe change.

#: Autolysis.

**: Not examined because of missing.



INDIVIDUAL DATA 31-3

STUDY NO. SR11087  TITLE: indene:Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Histopathological findings ANIMAL: Rat, Crl: CD (SD) SEX: Female GROUP: 4 mg/kg PERIOD: Day 5 of lactation

Animal No. 251 252 253 254 255 256 257 258 259 260 261 262

Organ: Findings

Forestomach: Ulcer * * * * ++ * * * * * * *
Stomach, limiting ridge: Hyperplasia, squamous cell * * * * ++ * * * * * * *
Glandular stomach: Erosion * * * * * * * * + * * *
Liver: Fatty change, periportal * * * * ++° * * * * * * *
Right kidney: Fatty change, tubular epithelium - - - - +° - - - - - - -
Left kidney: Fatty change, tubular epithelium - - - - + - - - - - - -
Thymus: Atrophy * * * * ++ * * * * * * *

u‘-n N: No abnormal findings, -: normal, +: slight change, ++: moderate change, +++: severe change.
K a: Oil red O stain positive.
\ *: Not examined.
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INDIVIDUAL DATA 31-4
STUDY NO. SR11087  TITLE: indene:Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats

Histopathological findings ANIMAL: Rat, Crl: CD (SD) SEX: Female GROUP: 20 mg/kg PERIOD: Day 5 of lactation

Animal No. 351 352 353 354 355 356 357 358 359 360 361 362

Organ: Findings
Right kidney: N N N N N N N N N N N N
Left kidney: N N N N N N N N
Mammary gland: Hyperplasia, with inflammation * * * * * * * * * * + *

N: No abnormal findings, -: normal, +: slight change, ++: moderate change, +++: severe change.
*: Not examined.
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INDIVIDUAL DATA 31-5

STUDY NO. SR11087  TITLE: indene:Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats

Histopathological findings

ANIMAL: Rat, Crl: CD (SD)

SEX: Female

GROUP: 100 mg/kg

PERIOD: Day 5 of lactation

Animal No.

451

452

453

454

455

456

457

458

459

460

461

462

Organ: Findings

Lung:

Trachea:

Right submandibular gland:
Left submandibular gland:
Esophagus:

Forestomach:

Stomach, limiting ridge:
Glandular stomach:
Duodenum:

Jejunum:

lleum (including Peyer's patch):

Cecum:
Colon:
Rectum:
Pancreas:
Liver:

Heart:

Right kidney:

Left kidney:
Urinary bladder:
Right overy:

Left ovary:

Right uterine horn:
Left uterin horn:
Uterine cervix:
Vagina;

Aggregation, macrophage. alveolar

Microgranuloma
Necrosis, focal

Dilatation, renal pelvis
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N: No abnormal findings, -: normal, +: slight change, ++: moderate change, +++: severe change.



INDIVIDUAL DATA 31-6
STUDY NO. SR11087  TITLE: indene:Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Histopathological findings ANIMAL: Rat, Crl: CD (SD) SEX: Female GROUP: 100 mg/kg PERIOD: Day 5 of lactation

Animal No. 451 452 453 454 455 456 457 458 459 460 461 462

—¥8G—

Organ: Findings

Cerebrum: N N N N N N N N N N N N
Cerebellum: N N N N N N N N N N N N
Pons: N N N N N N N N N N N N
Spinal cord: N N N N N N N N N N N N
Sciatic nerve: N N N N N N N N N N N N
Spleen: N N N N N N N N N N N N
Thymus: N N N N N N N N N N N N
Bone marrow of right femur: N N N N N N N N N N N N
Right submandibular lymph node: N N N N N N N N N N N N
Left submandibular lymph node: N N N N N N N N N N N N
Mesenteric lymph node: N N N N N N N N N N N N
Pituitary gland: Cyst, pars distalis - - - - - - - - - - - +
Right thyroid: N N N N N N N N N N N N
Left thyroid: N N N N N N N N N N N N
Right parathyroid: N N N N N N N N N N N N
Left parathyroid: N N N N N N N N N N N N
Right adrenal: N N N N N N N N N N N N
Left adrenal: N N N N N N N N N N N N
Right eyeball: N N N N N N N N N N N N
Left eyeball: Cellular infiltration, neutrophil, ciliary body and iris - - - - - - - + - - - -
Right Harderian gland: N N N N N N N N N N N N
Left Harderian gland: N N N N N N N N N N N N
Skeletal muscle: N N N N N N N N N N N N
Right femur: N N N N N N N N N N N N
Mammary gland: N N N N N N N N N N N N

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



INDIVIDUAL DATA 32-1-1

STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Histopathological findings ANIMAL: Rat, Crl: CD (SD) SEX: Female GROUP: satellite 0 mg/kg PERIOD: after Week 6 of administration
Animal No. 163 164 165 166 167

—G8G—

Organ: Findings

Lung: N N N N N
Trachea: N N N N N
Right submandibular gland: N N N N N
Left submandibular gland: N N N N N
Esophagus: N N N N N
Forestomach: N N N N N
Stomach, limiting ridge: N N N N N
Glandular stomach: Erosion + - - - -
Duodenum: N N N N N
Jejunum: N N N N N
lleum (including Peyer's patch): N N N N N
Cecum: N N N N N
Colon: N N N N N
Rectum: N N N N N
Pancreas: N N N N N
Liver: Microgranuloma - - - + -
Heart: Inflammation, focal + - - - -
Right kidney: Cellular infiltration, inflammatory cell, renal pelvic mucosa - - + - -
Left kidney: N N N N N
Urinary bladder: N N N N N
Right overy: N N N N N
Left ovary: N N N N N
Right uterine horn: N N N N N
Left uterin horn: N N N N N
Uterine cervix: N N N N N
Vagina; N N N N N

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



INDIVIDUAL DATA 32-1-2

STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Histopathological findings ANIMAL: Rat, Crl: CD (SD) SEX: Female GROUP: satellite 0 mg/kg PERIOD: after Week 6 of administration
Animal No. 163 164 165 166 167

—98G—

Organ: Findings

Cerebrum: N N N N N
Cerebellum: N N N N N
Pons: N N N N N
Spinal cord: N N N N N
Sciatic nerve: N N N N N
Spleen: N N N N N
Thymus: N N N N N
Bone marrow of right femur: N N N N N
Right submandibular lymph node: N N N N N
Left submandibular lymph node: N N N N N
Mesenteric lymph node: N N N N N
Pituitary gland: N N N N N
Right thyroid: N N N N N
Left thyroid: N N N N N
Right parathyroid: N N N N N
Left parathyroid: fal N N N N
Right adrenal: N N N N N
Left adrenal: N N N N N
Right eyeball: N N N N N
Left eyeball: N N N N N
Right Harderian gland: N N N N N
Left Harderian gland: N N N N N
Skeletal muscle: N N N N N
Right femur: N N N N N
Mammary gland: N N N N N

N: No abnormal findings, -: normal, +: slight change, ++: moderate change, +++: severe change.
**: Not examined because of missing.



INDIVIDUAL DATA 32-1-3

STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Histopathological findings ANIMAL: Rat, Crl: CD (SD) SEX: Female GROUP: satellite 100 mg/kg  PERIOD: after Week 6 of administration
Animal No. 463 464 465 466 467

— /89—

Organ: Findings

Lung: Aggregation, macrophage, alveolar - - - + -
Trachea: N N N N N
Right submandibular gland: N N N N N
Left submandibular gland: N N N N N
Esophagus: N N N N N
Forestomach: N N N N N
Stomach, limiting ridge: N N N N N
Glandular stomach: Ductal tissue, ectopic, submucosa - + - - -
Duodenum: N N N N N
Jejunum: N N N N N
lleum (including Peyer's patch): N N N N N
Cecum: N N N N N
Colon: N N N N N
Rectum: N N N N N
Pancreas: N N N N N
Liver: Fatty change, periportal - - + - -
Heart: N N N N N
Right kidney: N N N N N
Left kidney: N N N N N
Urinary bladder: N N N N N
Right overy: N N N N N
Left ovary: N N N N N
Right uterine horn: N N N N N
Left uterin horn: N N N N N
Uterine cervix: N N N N N
Vagina; N N N N N

N: No abnormal findings, -: normal, +: slight change, ++: moderate change, +++: severe change.
a: Oil red O stain positive.



INDIVIDUAL DATA 32-1-4

STUDY NO. SR11087 TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Histopathological findings ANIMAL: Rat, Crl: CD (SD) SEX: Female GROUP: satellite 100 mg/kg  PERIOD: after Week 6 of administration
Animal No. 463 464 465 466 467

—889—

Organ: Findings

Cerebrum: N N N N N
Cerebellum: N N N N N
Pons: N N N N N
Spinal cord: N N N N N
Sciatic nerve: N N N N N
Spleen: N N N N N
Thymus: N N N N N
Bone marrow of right femur: N N N N N
Right submandibular lymph node: N N N N N
Left submandibular lymph node: N N N N N
Mesenteric lymph node: N N N N N
Pituitary gland: N N N N N
Right thyroid: N N N N N
Left thyroid: N N N N N
Right parathyroid: N N N N N
Left parathyroid: N N N N N
Right adrenal: N N N N N
Left adrenal: N N N N N
Right eyeball: N N N N N
Left eyeball: N N N N N
Right Harderian gland: Cellular infiltration, mononuclear cell - - - + -
Left Harderian gland: N N N N N
Skeletal muscle: N N N N N
Right femur: N N N N N
Mammary gland: N N N N N

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



INDIVIDUAL DATA 32-2-1
STUDY NO. SR11087  TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Histopathological findings ANIMAL: Rat, Crl: CD (SD) SEX: Female GROUP: satellite 0 mg/kg PERIOD: after Week 2 of recovery

Animal No. 168 169 170 171 172

—685—

Organ: Findings

Lung: Aggregation, macrophage, alveolar + - + + -

Mineralization, artery + - + + -

Metaplasia, osseous, alveoli - - - - +
Trachea: N N N N N
Right submandibular gland: N N N N N
Left submandibular gland: N N N N N
Esophagus: N N N N N
Forestomach: N N N N N
Stomach, limiting ridge: N N N N N
Glandular stomach: N N N N N
Duodenum: N N N N N
Jejunum: N N N N N
lleum (including Peyer's patch): N N N N N
Cecum: N N N N N
Colon: N N N N N
Rectum: N N N N N
Pancreas: N N N N N
Liver: N N N N N
Heart: N N N N N
Right kidney: Cellular infiltration, inflammatory cell, renal pelvic mucosa + - - - -
Left kidney: N N N N N
Urinary bladder: N N N N N
Right overy: N N N N N
Left ovary: N N N N N
Right uterine horn: N N N N N
Left uterin horn: N N N N N
Uterine cervix: N N N N N
Vagina; N N N N N

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



INDIVIDUAL DATA 32-2-2
STUDY NO. SR11087  TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Histopathological findings ANIMAL: Rat, Crl: CD (SD) SEX: Female GROUP: satellite 0 mg/kg PERIOD: after Week 2 of recovery

Animal No. 168 169 170 171 172

—065—

Organ: Findings

Cerebrum: N N N N N
Cerebellum: N N N N N
Pons: N N N N N
Spinal cord: N N N N N
Sciatic nerve: N N N N N
Spleen: N N N N N
Thymus: N N N N N
Bone marrow of right femur: N N N N N
Right submandibular lymph node: N N N N N
Left submandibular lymph node: N N N N N
Mesenteric lymph node: N N N N N
Pituitary gland: N N N N N
Right thyroid: N N N N N
Left thyroid: N N N N N
Right parathyroid: N N N N N
Left parathyroid: ** N N N N
Right adrenal: N N N N N
Left adrenal: N N N N N
Right eyeball: N N N N N
Left eyeball: N N N N N
Right Harderian gland: N N N N N
Left Harderian gland: N N N N N
Skeletal muscle: N N N N N
Right femur: N N N N N
Mammary gland: N N N N N

N: No abnormal findings, -: normal, +: slight change, ++: moderate change, +++: severe change.
**: Not examined because of missing.



INDIVIDUAL DATA 32-2-3
STUDY NO. SR11087  TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Histopathological findings ANIMAL: Rat, Crl: CD (SD) SEX: Female GROUP: satellite 100 mg/kg PERIOD: after Week 2 of recovery

Animal No. 468 469 470 471 472

—T169—

Organ: Findings

Lung: Mineralization, artery + - - - -
Trachea: N N N N N
Right submandibular gland: N N N N N
Left submandibular gland: N N N N N
Esophagus: N N N N N
Forestomach: N N N N N
Stomach, limiting ridge: N N N N N
Glandular stomach: N N N N N
Duodenum: N N N N N
Jejunum: N N N N N
lleum (including Peyer's patch): N N N N N
Cecum: N N N N N
Colon: N N N N N
Rectum: N N N N N
Pancreas: Atrophy, acinar cell, focal - - - + -
Liver: Microgranuloma - + - - -
Heart: N N N N N
Right kidney: N N N N N
Left kidney: N N N N N
Urinary bladder: N N N N N
Right overy: N N N N N
Left ovary: N N N N N
Right uterine horn: N N N N N
Left uterin horn: N N N N N
Uterine cervix: N N N N N
Vagina; N N N N N

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



INDIVIDUAL DATA 32-2-4
STUDY NO. SR11087  TITLE: indene: Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Histopathological findings ANIMAL: Rat, Crl: CD (SD) SEX: Female GROUP: satellite 100 mg/kg PERIOD: after Week 2 of recovery

Animal No. 468 469 470 471 472

—265—

Organ: Findings

Cerebrum: N N N N N
Cerebellum: N N N N N
Pons: N N N N N
Spinal cord: N N N N N
Sciatic nerve: N N N N N
Spleen: N N N N N
Thymus: N N N N N
Bone marrow of right femur: N N N N N
Right submandibular lymph node: N N N N N
Left submandibular lymph node: N N N N N
Mesenteric lymph node: N N N N N
Pituitary gland: N N N N N
Right thyroid: N N N N N
Left thyroid: N N N N N
Right parathyroid: N fal fal N N
Left parathyroid: N N N N N
Right adrenal: N N N N N
Left adrenal: N N N N N
Right eyeball: N N N N N
Left eyeball: N N N N N
Right Harderian gland: N N N N N
Left Harderian gland: N N N N N
Skeletal muscle: N N N N N
Right femur: N N N N N
Mammary gland: N N N N N

N: No abnormal findings, -: normal, +: slight change, ++: moderate change, +++: severe change.
**: Not examined because of missing.



INDIVIDUAL DATA 33-1-1
STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Estrous cycle  ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : 0 mg/kg

Administration day

—€69—

Animal 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18
No. Pre-mating period Mating period
151 vV I movovo ooVl "nc # # #
152 MW v v v 1w v v unumiv v v nmc # # #
153 v v ooV vV VvV 11 llC
154 v v 1 wv v i ua v v i i v v I HcC # #
155 v v 1L 1mowv v oIinuovovounua v I mc # #
156 VvV 11V VvV VvV Il IVv Vv VvV Il IV Vv VvV Il vV VvV 1l llC
157 nmm v v 1 nu v v unmiv v vV Il llIC #
158 m v v 1 m v v 1 m v v 1 m v VvV 1l HIC #
159 vV I mwv o v o imovovounoa ooVl "nc # # #
160 IV VvV I v v oo vV v v I mc # #
61 vV I m v v i v v o vl nmc # # #
162 im m v v v 11 miv v v 1 i iv Vv VvV IHCc # #

Il : Proestrus. Il : Estrus. IV : Metestrus. V : Diestrus. C: Copulated.
# : Not applicable.



— V65—

INDIVIDUAL DATA 33-1-2
STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Estrous cycle  ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : 4 mg/kg

Administration day
Animal 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18
No. Pre-mating period Mating period

223 A 1 N VA VA Y 1 Y AV VA | S | 1 A AV VA | B 11 I A/ VvV Il llC #
<2 1 N VA VA N 1 Y AVZA VA | A I 1 A VA VAR | B 11 I A/ VvV Il llC #
253 im v v i m v v i i v v 1 v VvV 11 HlIC
227/ S 1 N VA VA VA | R AV VA | S I 1 A VA VAR | B 1 I A/ VvV Il llC #
255 im v v i m v v i i v v 1 vV VvV 1l llC
256 v i m v v v i v v 1 imiv v Vv Inmc # # #
257 AVZ L 1 VA VA | A I 1 A AV VA | R 11 O A VAR VAR | nc # # #
258 1 vov ooV v VvV Il llC #
259 IV .V I 1 iwv v v Iiiv v unuivv V HIC # #
260 im v v i miv v v i iumiv v Vv Inmc # # #
261 im v v i m v v i i v v 1 v Vv 11 HlIC
262 V2 L 1 AV VA | A I 1 A AV VA | R 11 O VAR VAR | Inmc # # #

Il : Proestrus. Il : Estrus. IV : Metestrus. V : Diestrus. C: Copulated.
# : Not applicable.



INDIVIDUAL DATA 33-1-3
STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Estrous cycle  ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : 20 mg/kg

Administration day

—G6S9—

Animal 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18
No. Pre-mating period Mating period
351 imn v v v i v v 1 miv v 1 v VvV 11 lIC
3%2 IV vV 1L 1 Iiv v Vv v v v i v v I mc # #
3%3 vV I m v v ooVl nmc # # #
K17 S | 1 N VA VA | 1 Ty AV VA | A 1 I VA VA | B 11 I AV vV Il HIC #
3% vV ILmvov iV nmwvovoul "nc # # #
3%6 IV vV Il Hvovo ooV vV I mc # #
37 vV I mv v i volnmwv vV nmc # # #
3%8 IV V Il 1 1iv v v Il iv v Vv Il Iv Vv I mc # #
3%9 IV Vv Il 1 iv v v i v unmiv v I mc # #
360 IV VvV Il v v v iV i v I mc # #
G | AV V2 | N | I AV VA VAR | | B AV VAR | B 1 | I Y/ vV Il 1lC #
362 imn v v v i v v v 1 v 1 v VvV 11 lIC

Il : Proestrus. Il : Estrus. IV : Metestrus. V : Diestrus. C: Copulated.
# : Not applicable.



INDIVIDUAL DATA 33-1-4
STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Estrous cycle  ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 100 mg/kg

Administration day
Animal 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18
No. Pre-mating period Mating period

—965—

451 V2 1 1 1 AV VA | A 1 A VA VAR | B 1 | B A VARV I mnc # #
452 V2 L 1 1 1 VA VA | A 1 A VA VAR | B 1 | B A VARV I mc # #
453 1M v vV o 1omovovo ooV vV Il HC #
454 11 IV oV o 1Eomovovouinmovoveon v VvV Il llC #
455 V2 L 1 VN VA | A I 1 A 11 O VA VAR VA | 1 B 1 | B AV VvV Il llC #
45 IV VvV 11 1 Iiv vV vV VvV I i v v oo Inmc # # #
457 v i miv v v 1 niv v uniniv v I mc # #
458 V2 L 1 AV VA VA | 1 A VA VAR | B 1| B A VARV I mc # #
459 IV V. V Il IV V. V VvV Il IVv. Vv 1I 1l v VvV Il llC #
460 im v v i m v v i u v v I vV VvV 1l llC
461 AV 1 AV VA | A AV VA | B | 1 B AVAR VAR | B 1 v Vv 11 HlIC
462 v i oo v v inmiv v v VvV Vv VvV HIC # #

Il : Proestrus. Il : Estrus. IV : Metestrus. V : Diestrus. C: Copulated.
# : Not applicable.



— /65—

INDIVIDUAL DATA 33-2-1
STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats

Reproduction performance  ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : 0 mg/kg
Female Estrous cycle Paired _ N Gestation _
No. Normal or Abnormal Mean cycle male No. Copulation ~ Pregnancy  Parturition length Nursing
Length (days) (days)
151 Normal 4.0 101 + + + 22 +
152 Normal 4.7 102 + + + 23 +
153 Normal 43 103 + + + 23 +
154 Normal 4.0 104 + + + 22 +
155 Normal 4.0 105 + + + 23 -
156 Normal 4.0 106 + + + 23 +
157 Normal 5.0 107 + + + 22 +
158 Normal 4.0 108 + + + 22 +
159 Normal 4.0 109 + + + 22 +
160 Normal 4.0 110 + + + 22 +
161 Normal 4.0 111 + + + 22 +
162 Normal 4.7 112 + + + 23 +
N 12 12
MEAN 4.23 22.4
S.D. 0.36 0.5
Abnormal estrous Copulation index (%) Fertility Gestation Nursing
cycle (%) Male Female index (%) index (%) index (%)
0/12 (0.0) 12/12 (100.0) 12/12 (100.0) 12/12 (100.0) 12/12 (100.0) 11/12 (91.7)

Estrous cycle : Female rats cycling normally ; Defined as having a cycle length between 4 and 6 days.
Copulation, pregnancy, parturition and nursing : + ; Positive, - ; Negative.
Copulation index = (number of copulated animals / number of animals mated) x 100.

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

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

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



—865—

INDIVIDUAL DATA 33-2-2
STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats

Reproduction performance  ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : 4 mg/kg
Female Estrous cycle Paired _ N Gestation _
No. Normal or Abnormal Mean cycle male No. Copulation ~ Pregnancy  Parturition length Nursing
Length (days) (days)
251 Normal 4.0 201 + + + 23 +
252 Normal 4.0 202 + + + 22 +
253 Normal 4.0 203 + + + 23 +
254 Normal 4.0 204 + + + 22 +
255 Normal 4.0 205 + + + 23 +
256 Normal 4.0 206 + + + 22 +
257 Normal 4.0 207 + + + 22 +
258 Normal 4.0 208 + + + 23 +
259 Normal 4.0 209 + + + 22 +
260 Normal 43 210 + + + 23 +
261 Normal 4.0 211 + + + 23 +
262 Normal 4.0 212 + + + 22 +
N 12 12
MEAN 4.03 225
S.D. 0.09 0.5
Abnormal estrous Copulation index (%) Fertility Gestation Nursing
cycle (%) Male Female index (%) index (%) index (%)
0/12 (0.0) 12/12 (100.0) 12/12 (100.0) 12/12 (100.0) 12/12 (100.0) 12/12 (100.0)

Estrous cycle : Female rats cycling normally ; Defined as having a cycle length between 4 and 6 days.
Copulation, pregnancy, parturition and nursing : + ; Positive.
Copulation index = (number of copulated animals / number of animals mated) x 100.

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

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

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



—665—

INDIVIDUAL DATA 33-2-3
STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats

Reproduction performance  ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : 20 mg/kg
Female Estrous cycle Paired _ N Gestation _
No. Normal or Abnormal Mean cycle male No. Copulation ~ Pregnancy  Parturition length Nursing
Length (days) (days)
351 Normal 4.0 301 + + + 22 +
352 Normal 4.0 302 + + + 22 +
353 Normal 4.0 303 + + + 24 +
354 Normal 4.0 304 + + + 23 +
355 Normal 4.0 305 + + + 22 +
356 Normal 4.0 306 + + + 23 +
357 Normal 4.0 307 + + + 22 +
358 Normal 4.0 308 + + + 22 +
359 Normal 4.0 309 + + + 23 +
360 Normal 4.0 310 + + + 22 +
361 Normal 4.0 311 + + + 22 +
362 Normal 4.0 312 + + + 22 +
N 12 12
MEAN 4.00 22.4
S.D. 0.00 0.7
Abnormal estrous Copulation index (%) Fertility Gestation Nursing
cycle (%) Male Female index (%) index (%) index (%)
0/12 (0.0) 12/12 (100.0) 12/12 (100.0) 12/12 (100.0) 12/12 (100.0) 12/12 (100.0)

Estrous cycle : Female rats cycling normally ; Defined as having a cycle length between 4 and 6 days.
Copulation, pregnancy, parturition and nursing : + ; Positive.
Copulation index = (number of copulated animals / number of animals mated) x 100.

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

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

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



—009—

INDIVIDUAL DATA 33-2-4
STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats

Reproduction performance  ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : 100 mg/kg
Female Estrous cycle Paired _ N Gestation _
No. Normal or Abnormal Mean cycle male No. Copulation ~ Pregnancy  Parturition length Nursing
Length (days) (days)
451 Normal 4.0 401 + + + 22 +
452 Normal 4.0 402 + + + 22 +
453 Normal 4.0 403 + + + 22 +
454 Normal 4.0 404 + + + 22 +
455 Normal 4.7 405 + + + 23 +
456 Normal 5.5 406 + + + 22 +
457 Normal 43 407 + + + 23 +
458 Normal 43 408 + + + 22 +
459 Normal 43 409 + + + 22 +
460 Normal 4.0 410 + + + 22 +
461 Normal 3.8 411 + + + 22 +
462 Normal 6.0 412 + + + 22 +
N 12 12
MEAN 441 22.2
S.D. 0.68 0.4
Abnormal estrous Copulation index (%) Fertility Gestation Nursing
cycle (%) Male Female index (%) index (%) index (%)
0/12 (0.0) 12/12 (100.0) 12/12 (100.0) 12/12 (100.0) 12/12 (100.0) 12/12 (100.0)

Estrous cycle : Female rats cycling normally ; Defined as having a cycle length between 4 and 6 days.
Copulation, pregnancy, parturition and nursing : + ; Positive.
Copulation index = (number of copulated animals / number of animals mated) x 100.

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

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

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



—T09—

INDIVIDUAL DATA 34-1
STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Pregnancy and litter data ~ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 0 mg/kg

Dam Number of Number of Implantation Delivery Lactation Day 0 Lactation Day 4
corpora  implantation . . Number of pups born Number of live pups Sex Ratio Live birth Number of live pups Viability
No . index (%) index (%) - . — .
lutea sites Total Male  Female Dead Total Male  Female Pups born Live pups index (%) Total  Male Female Sex Ratio index (%)
151 15 15 100.00  100.00 15 8 7 0 15 8 7 0.53 0.53 100.00 15 8 7 0.53 100.00
152 16 16 100.00  100.00 16 7 9 2 14 6 8 0.44 0.43 87.50 14 6 8 0.43 100.00
153 18 15 83.33 93.33 14 7 7 0 14 7 7 0.50 0.50 100.00 14 7 7 0.50 100.00
154 15 15 100.00  100.00 15 7 8 0 15 7 8 0.47 0.47 100.00 15 7 8 0.47 100.00
155 18 18 100.00  100.00 18 14 4 14 4 4 0 0.78 1.00 2222 0 # # # 0.00
156 14 14 100.00  100.00 14 8 6 0 14 8 6 0.57 0.57 100.00 14 8 6 0.57 100.00
157 21 21 100.00  100.00 21 17 4 0 21 17 4 0.81 0.81 100.00 21 17 4 0.81 100.00
158 16 16 100.00  100.00 16 9 7 0 16 9 7 0.56 0.56 100.00 15 8 7 0.53 93.75
159 15 15 100.00  100.00 15 9 6 0 15 9 6 0.60 0.60 100.00 15 9 6 0.60 100.00
160 17 15 88.24  100.00 15 8 7 0 15 8 7 0.53 0.53 100.00 15 8 7 0.53 100.00
161 18 18 100.00 88.89 16 10 6 0 16 10 6 0.63 0.63 100.00 16 10 6 0.63 100.00
162 17 16 94.12 87.50 14 5 9 0 14 5 9 0.36 0.36 100.00 12 5 7 0.42 85.71
N 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 11 11 12
MEAN 16.7 16.2 97.141 97477 15.8 9.1 6.7 1.3 14.4 8.2 6.3 0.565 0.583 92.477 13.8 8.5 6.6 0.547 89.955
S.D. 1.9 1.9 5.662 4.746 2.0 33 1.6 4.0 3.8 33 2.3 0.130 0.172 22.415 4.8 3.1 1.1 0.109 28.655

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

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

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

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

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

# : Not applicable.
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INDIVIDUAL DATA 34-2
STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Pregnancy and litter data ~ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 4 mg/kg

Dam Number Number of Implantation Delivery Lactation Day 0 Lactation Day 4
No of corpora implantation index (%) index (%) Number of pups born Number of live pups Sex Ratio Live birth Number of live pups Viability
lutea sites Total Male  Female Dead Total Male  Female Pups born Live pups index (%) Total  Male Female Sex Ratio index (%)
251 13 12 92.31 100.00 12 8 4 0 12 8 4 0.67 0.67 100.00 12 8 4 0.67 100.00
252 16 15 93.75  100.00 15 9 6 0 15 9 6 0.60 0.60 100.00 15 9 6 0.60 100.00
253 15 15 100.00 80.00 12 7 5 0 12 7 5 0.58 0.58 100.00 12 7 5 0.58 100.00
254 18 17 94.44  100.00 17 9 8 0 17 9 8 0.53 0.53 100.00 17 9 8 0.53 100.00
255 16 16 100.00  100.00 16 8 8 0 16 8 8 0.50 0.50 100.00 15 7 8 0.47 93.75
256 16 16 100.00  100.00 16 8 8 0 16 8 8 0.50 0.50 100.00 16 8 8 0.50 100.00
257 15 15 100.00  100.00 15 5 10 0 15 5 10 0.33 0.33 100.00 15 5 10 0.33 100.00
258 15 15 100.00 86.67 13 5 8 0 13 5 8 0.38 0.38 100.00 13 5 8 0.38 100.00
259 15 14 93.33 78.57 11 7 4 0 11 7 4 0.64 0.64 100.00 11 7 4 0.64 100.00
260 16 16 100.00 87.50 14 6 8 0 14 6 8 0.43 0.43 100.00 14 6 8 0.43 100.00
261 16 15 93.75 93.33 14 5 9 0 14 5 9 0.36 0.36 100.00 14 5 9 0.36 100.00
262 16 16 100.00 87.50 14 11 3 0 14 11 3 0.79 0.79 100.00 14 11 3 0.79 100.00
N 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
MEAN 15.6 15.2 97.298  92.798 14.1 7.3 6.8 0.0 14.1 7.9 6.8 0.526 0.526  100.000 14.0 7.3 6.8 0.523 99.479
S.D. 1.2 1.3 3.372 8.374 1.8 1.9 2.3 0.0 1.8 2.0 23 0.138 0.138 0.000 1.8 1.9 2.3 0.139 1.804

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

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

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

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

Viability index = (number of live pups on lactation day 4 / number of live pups on lactation day 0) x 100.
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INDIVIDUAL DATA 34-3
STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Pregnancy and litter data ~ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 20 mg/kg

Dam Number Number of Implantation Delivery Lactation Day 0 Lactation Day 4
No of corpora implantation index (%) index (%) Number of pups born Number of live pups Sex Ratio Live birth Number of live pups Viability
lutea sites Total Male  Female Dead Total Male  Female Pupsborn Live pups index (%) Total  Male Female Sex Ratio index (%)
351 16 16 100.00 93.75 15 9 6 0 15 9 6 0.60 0.60 100.00 15 9 6 0.60 100.00
352 16 15 93.75 93.33 14 9 5 0 14 9 5 0.64 0.64 100.00 14 9 5 0.64 100.00
353 15 15 100.00 46.67 7 1 6 0 7 1 6 0.14 0.14 100.00 7 1 6 0.14 100.00
354 15 15 100.00  100.00 15 11 4 0 15 11 4 0.73 0.73 100.00 14 10 4 0.71 93.33
355 14 14 100.00  100.00 14 9 5 0 14 9 5 0.64 0.64 100.00 14 9 5 0.64 100.00
356 17 17 100.00 88.24 152 6 8 4a 11 4 7 0.43 0.36 78.57 11 4 7 0.36 100.00
357 15 15 100.00  100.00 15 7 8 0 15 7 8 0.47 0.47 100.00 14 7 7 0.50 93.33
358 16 16 100.00 93.75 15 10 5 0 15 10 5 0.67 0.67 100.00 15 10 5 0.67 100.00
359 17 16 94.12 100.00 16 6 10 0 16 6 10 0.38 0.38 100.00 16 6 10 0.38 100.00
360 17 17 100.00  100.00 17 6 11 1 16 5 11 0.35 0.31 94.12 16 5 11 0.31 100.00
361 18 18 100.00  100.00 18 10 8 1 17 9 8 0.56 0.53 94.44 17 9 8 0.53 100.00
362 16 16 100.00  100.00 16 10 6 0 16 10 6 0.63 0.63 100.00 16 10 6 0.63 100.00
N 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
MEAN 16.0 15.8 98.989  92.978 14.8 7.8 6.8 0.5 14.3 7.5 6.8 0.520 0.508 97.261 14.1 7.4 6.7 0.509 98.888
S.D. 1.1 1.1 2.362 15.116 2.7 2.8 2.2 1.2 2.7 3.0 2.1 0.170 0.178 6.286 2.7 2.9 2.1 0.175 2.596

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

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

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

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

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

a : Including one pup that was not distinguished its sex because of maternal cannibalism (it was excluded from calculatiom of sex ratio).
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INDIVIDUAL DATA 34-4
STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Pregnancy and litter data ~ANIMAL : Rat, Crl:CD(SD) SEX: Female =GROUP : 100 mg/kg

Dam Number Number of fmplantation Delivery Lactation Day 0 Lactation Day 4
No of corpora implantation index (%) index (%) Number of pups born Number of live pups Sex Ratio Live birth Number of live pups Viability
lutea sites Total Male  Female Dead Total Male  Female Pups born Live pups index (%) Total Male Female Sex Ratio index (%)
451 15 15 100.00 93.33 14 6 8 0 14 6 8 0.43 0.43 100.00 13 6 7 0.46 92.86
452 15 15 100.00  100.00 15 9 6 0 15 9 6 0.60 0.60 100.00 15 9 6 0.60 100.00
453 17 17 100.00  100.00 17 10 7 0 17 10 7 0.59 0.59 100.00 16 9 7 0.56 94.12
454 16 16 100.00  100.00 16 9 7 0 16 7 0.56 0.56 100.00 16 9 7 0.56 100.00
455 15 15 100.00 93.33 14 8 6 0 14 8 6 0.57 0.57 100.00 14 8 6 0.57 100.00
456 17 17 100.00  100.00 17 7 10 0 17 7 10 0.41 0.41 100.00 17 7 10 0.41 100.00
457 17 15 88.24  100.00 15 8 7 0 15 8 7 0.53 0.53 100.00 15 8 7 0.53 100.00
458 16 16 100.00 93.75 15 10 5 0 15 10 5 0.67 0.67 100.00 15 10 5 0.67 100.00
459 18 17 94.44 88.24 15 9 6 2 13 8 5 0.60 0.62 86.67 13 8 0.62 100.00
460 15 14 93.33  100.00 14 9 5 0 14 9 5 0.64 0.64 100.00 14 9 5 0.64 100.00
461 16 16 100.00 87.50 14 4 10 0 14 4 10 0.29 0.29 100.00 14 4 10 0.29 100.00
462 18 18 100.00 83.33 15 8 7 0 15 8 7 0.53 0.53 100.00 15 8 7 0.53 100.00
N 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
MEAN 16.3 15.9 98.001  94.957 15.1 8.1 7.0 0.2 14.9 8.0 6.9 0.535 0.537 98.889 14.8 7.9 6.8 0.537 98.915
S.D. 1.1 1.2 3.882 5.994 1.1 1.7 1.7 0.6 1.2 1.7 1.7 0.108 0.110 3.848 1.2 1.6 1.7 0.106 2.548

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

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

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

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

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



INDIVIDUAL DATA 35-1
STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
General appearance , pups ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 0 mg/kg

—G09—

Day of Male Female
Dam No. lactation ~ Number of Finding and number of animals with findings Number of  Finding and number of animals with findings
period pups pups
151 0-4 8 No abnormal findings ; 8 7 No abnormal findings ; 7
152 0 7 Death(milk-band negative) ; 1, No abnormal findings ; 6 9 Death(milk-band negative) ; 1, No abnormal findings ; 8
1-4 6 No abnormal findings ; 6 8 No abnormal findings ; 8
153 0-4 7 No abnormal findings ; 7 7 No abnormal findings ; 7
154 0-4 7 No abnormal findings ; 7 8 No abnormal findings ; 8
155 0 14 Death(milk-band negative) ; 7, 4 Death(milk-band negative) ; 4
Death(milk-band not examined because of autolysis of abdominal cavity) ; 3,
Milk-band negative ; 4
1 4 Death(milk-band negative) ; 4 # #
156 0-4 8 No abnormal findings ; 8 6 No abnormal findings ; 6
157 0-4 17 No abnormal findings ; 17 4 No abnormal findings ; 4
158 0,1 9 No abnormal findings ; 9 7 No abnormal findings ; 7
2 9 Death(milk-band not examined because of autolysis of abdominal cavity) ; 1, 7 No abnormal findings ; 7
No abnormal findings ; 8
3,4 8 No abnormal findings ; 8 7 No abnormal findings ; 7
159 0-4 9 No abnormal findings ; 9 6 No abnormal findings ; 6
160 0-4 8 No abnormal findings ; 8 7 No abnormal findings ; 7
161 0-4 10 No abnormal findings ; 10 6 No abnormal findings ; 6
162 0 5 No abnormal findings ; 5 9 No abnormal findings ; 9
1 5 No abnormal findings ; 5 9 Death (lost) ; 2, No abnormal findings ; 7
2-4 5 No abnormal findings ; 5 7 No abnormal findings ; 7

# : Not applicable.



—909—

INDIVIDUAL DATA 35-2
STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
General appearance , pups  ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 4 mg/kg

Day of Male Female
Dam No. lactation  Number of Finding and number of animals with findings Number of  Finding and number of animals with findings
period pups pups
251 0-4 8 No abnormal findings ; 8 4 No abnormal findings ; 4
252 0-4 9 No abnormal findings ; 9 6 No abnormal findings ; 6
253 0-4 7 No abnormal findings ; 7 5 No abnormal findings ; 5
254 0-4 9 No abnormal findings ; 9 8 No abnormal findings ; 8
255 0-3 8 No abnormal findings ; 8 8 No abnormal findings ; 8
4 8 Death(milk-band negative) ; 1, No abnormal findings ; 7 8 No abnormal findings ; 8
256 0-4 8 No abnormal findings ; 8 8 No abnormal findings ; 8
257 0-4 5 No abnormal findings ; 5 10 No abnormal findings ; 10
258 0-4 5 No abnormal findings ; 5 8 No abnormal findings ; 8
259 0-4 7 No abnormal findings ; 7 4 No abnormal findings ; 4
260 0-4 6 No abnormal findings ; 6 8 No abnormal findings ; 8
261 0-4 5 No abnormal findings ; 5 9 No abnormal findings ; 9
262 0-4 11 No abnormal findings ; 11 3 No abnormal findings ; 3




INDIVIDUAL DATA 35-3
STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
General appearance , pups  ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 20 mg/kg

—109—

Day of Male Female
Dam No. lactation  Number of Finding and number of animals with findings Number of  Finding and number of animals with findings
period pups pups
351 0-4 9 No abnormal findings ; 9 6 No abnormal findings ; 6
352 0-4 9 No abnormal findings ; 9 5 No abnormal findings ; 5
353 0-4 1 No abnormal findings ; 1 6 No abnormal findings ; 6
354 0 11 No abnormal findings ; 11 4 No abnormal findings ; 4
1 11 Death(milk-band positive) ; 1, No abnormal findings ; 10 4 No abnormal findings ; 4
2-4 10 No abnormal findings ; 10 4 No abnormal findings ; 4
355 0-4 9 No abnormal findings ; 9 5 No abnormal findings ; 5
356 0 72 Death(milk-band not examined because of autolysis of abdominal cavity) ; 1, 8 Death(milk-band not examined because of autolysis of abdominal cavity) ; 1,
Death(milk-band not examined because of maternal cannibalism) ; 1, No abnormal findings ; 7
Death(milk-band positive) ; 1,
No abnormal findings ; 4
1-4 4 No abnormal findings ; 4 7 No abnormal findings ; 7
357 0,1 7 No abnormal findings ; 7 8 No abnormal findings ; 8
2 7 No abnormal findings ; 7 8 Death(milk-band negative) ; 1, No abnormal findings ; 7
3,4 7 No abnormal findings ; 7 7 No abnormal findings ; 7
358 0-4 10 No abnormal findings ; 10 5 No abnormal findings ; 5
359 0-4 6 No abnormal findings ; 6 10 No abnormal findings ; 10
360 0 6 Death(milk-band negative) ; 1, No abnormal findings ; 5 11 No abnormal findings ; 11
1-4 5 No abnormal findings ; 5 11 No abnormal findings ; 11
361 0 10 Death(milk-band not examined because of autolysis of abdominal cavity) ; 1, 8 No abnormal findings ; 8
No abnormal findings ; 9
1-4 9 No abnormal findings ; 9 8 No abnormal findings ; 8
362 0-4 10 No abnormal findings ; 10 6 No abnormal findings ; 6

a : Including one pup that was not distinguished its sex because of maternal cannibalism.
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INDIVIDUAL DATA 35-4
STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats

General appearance , pups

ANIMAL : Rat, Crl:CD(SD)

SEX : Female

GROUP : 100 mg/kg

Male

Female

Finding and number of animals with findings

Number of
pups

Finding and number of animals with findings

Day of
Dam No. lactation  Number of
period pups

451 0 6
1 6

2-4 6

452 0-4 9
453 0,1 10
2 10

34 9

454 0-4 9
455 0-4 8
456 0-4 7
457 0-4 8
458 0-4 10
459 0 9
1-4 8

460 0-4 9
461 0-4 4
462 0-4 8

No abnormal findings ; 6
No abnormal findings ; 6
No abnormal findings ; 6

No abnormal findings ; 9

No abnormal findings ; 10

Death(milk-band negative) ; 1, No abnormal findings ; 9

No abnormal findings ; 9
No abnormal findings ; 9
No abnormal findings ; 8
No abnormal findings ; 7
No abnormal findings ; 8

No abnormal findings ; 10

Death(milk-band negative) ; 1, No abnormal findings ; 8

No abnormal findings ; 8
No abnormal findings ; 9
No abnormal findings ; 4

No abnormal findings ; 8

O N N~N~N O ~N oo

No abnormal findings ; 8

Death (lost) ; 1, No abnormal findings ; 7

No abnormal findings ; 7
No abnormal findings ; 6

No abnormal findings ; 7
No abnormal findings ; 7
No abnormal findings ; 7

No abnormal findings ; 7
No abnormal findings ; 6
No abnormal findings ; 10
No abnormal findings ; 7

No abnormal findings ; 5

Death(milk-band negative) ; 1, No abnormal findings ; 5

No abnormal findings ; 5
No abnormal findings ; 5
No abnormal findings ; 10

No abnormal findings ; 7




INDIVIDUAL DATA 36-1
STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Body weight, pups  ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 0 mg/kg

Body weight (g)

Male Female
Lactation day Lactation day
0 1 4 0 1 4
DamNo. n Mean n Mean n Mean n Mean n Mean n Mean
151 8 6.3 8 6.6 8 9.3 7 6.0 7 6.3 7 8.9
152 6 74 6 8.2 6 11.8 8 6.6 8 7.2 8 10.3
153 7 7.2 7 8.1 7 11.8 7 6.4 7 7.2 7 11.0
154 7 6.4 7 6.5 7 9.4 8 6.0 8 6.2 8 8.7
155 4 6.3 # # # # # # # # # #
| 156 8 6.7 8 7.2 8 10.4 6 6.2 6 6.7 6 9.7
% 157 17 5.6 17 6.1 17 8.6 4 5.0 4 5.4 4 7.1
| 158 9 6.0 9 6.4 8 9.7 7 5.6 7 6.0 7 8.7
159 9 6.5 9 71 9 9.9 6 6.5 6 6.9 6 10.3
160 8 6.6 8 7.1 8 10.2 7 6.5 7 7.0 7 10.2
161 10 6.1 10 6.8 10 10.0 6 5.7 6 6.4 6 95
162 5 7.2 5 8.3 5 13.0 9 6.5 7 8.2 7 12.7
N 12 11 11 11 11 11
MEAN 6.53 7.13 10.37 6.09 6.68 9.74
S.D. 0.53 0.76 131 0.50 0.75 145
S.E. 0.15 0.23 0.39 0.15 0.22 0.44

n : Number of pups.
# : Not applicable.



INDIVIDUAL DATA 36-2
STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Body weight, pups  ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 4 mg/kg

Body weight (g)

Male Female
Lactation day Lactation day
0 1 4 0 1 4
Dam No. n Mean n Mean n Mean n Mean n Mean n Mean
251 8 8.2 8 9.1 8 13.8 4 7.4 4 8.4 4 12.9
252 9 6.1 9 6.2 9 8.8 6 5.9 6 6.1 6 8.6
253 7 7.6 7 8.7 7 13.3 5 7.1 5 8.3 5 13.1
254 9 6.5 9 7.0 9 9.7 8 6.1 8 6.7 8 9.2
255 8 6.8 8 6.8 7 7.4 8 6.6 8 6.6 8 7.3
| 256 8 6.2 8 6.7 8 9.7 8 6.0 8 6.3 8 9.6
2 257 5 6.9 5 7.6 5 11.2 10 6.6 10 7.3 10 10.6
? 258 5 8.2 5 9.0 5 12.3 8 8.0 8 8.9 8 12.0
259 7 6.9 7 7.6 7 11.6 4 6.7 4 75 4 11.4
260 6 7.3 6 8.0 6 11.4 8 6.9 8 1.7 8 10.9
261 5 75 5 8.2 5 11.6 9 7.0 9 75 9 10.7
262 11 6.7 11 7.6 11 11.6 3 6.4 3 7.2 3 10.9
N 12 12 12 12 12 12
MEAN 7.08* 7.71 11.03 6.73** 7.38* 10.60
S.D. 0.70 0.93 1.84 0.61 0.87 171
S.E. 0.20 0.27 0.53 0.18 0.25 0.49

* . Significantly different from the 0 mg/kg group at P=0.05 (Dunnett's test).
** : Significantly different from the 0 mg/kg group at P=0.01 (Dunnett's test).
n : Number of pups.



INDIVIDUAL DATA 36-3
STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Body weight, pups  ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 20 mg/kg

Body weight (g)

Male Female
Lactation day Lactation day
0 1 4 0 1 4
DamNo. n Mean n Mean n Mean n Mean n Mean n Mean
351 9 6.5 9 7.0 9 10.2 6 6.2 6 6.7 6 9.7
352 9 6.7 9 71 9 10.5 5 6.2 5 6.6 5 9.8
353 1 7.8 1 9.3 1 16.1 6 6.7 6 1.7 6 13.7
354 11 7.0 10 1.7 10 11.3 4 7.1 4 1.7 4 11.0
355 9 6.2 9 6.8 9 10.1 5 6.0 5 6.5 5 9.7
| 356 4 6.7 4 75 4 11.9 7 6.4 7 7.1 7 11.0
g 357 7 6.4 7 7.3 7 11.6 8 5.9 8 6.8 7 11.3
| 358 10 6.7 10 74 10 11.6 5 6.2 5 6.9 5 10.6
359 6 6.8 6 7.2 6 10.3 10 6.3 10 6.9 10 9.9
360 5 6.5 5 6.7 5 10.5 11 6.2 11 6.6 11 10.0
361 9 6.1 9 6.5 9 9.7 8 5.6 8 6.0 8 9.2
362 10 6.4 10 6.8 10 10.0 6 6.2 6 6.5 6 9.4
N 12 12 12 12 12 12
MEAN 6.65 7.28 11.15 6.25 6.83 10.44
S.D. 0.44 0.73 1.72 0.38 0.49 1.23
S.E. 0.13 0.21 0.50 0.11 0.14 0.35

n : Number of pups.



INDIVIDUAL DATA 36-4
STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Body weight, pups  ANIMAL : Rat, Crl:CD(SD) SEX : Female GROUP : 100 mg/kg

Body weight (g)

Male Female
Lactation day Lactation day
0 1 4 0 1 4
DamNo. n Mean n Mean n Mean n Mean n Mean n Mean
451 6 6.3 6 7.1 6 111 8 5.7 7 6.7 7 10.3
452 9 59 9 6.7 9 10.2 6 5.7 6 6.5 6 9.8
453 10 6.0 10 6.3 9 9.5 7 55 7 6.0 7 8.8
454 9 5.8 9 6.4 9 8.8 7 55 7 5.9 7 8.4
455 8 6.0 8 6.8 8 10.2 6 5.8 6 6.6 6 10.0
| 456 7 6.0 7 6.4 7 9.4 10 5.6 10 6.0 10 9.0
= 457 8 6.0 8 6.5 8 9.6 7 6.1 7 6.5 7 9.0
\ 458 10 6.7 10 7.3 10 10.7 5 6.5 5 6.8 5 9.8
459 8 6.6 8 7.3 8 10.6 5 6.1 5 6.5 5 9.9
460 9 6.4 9 7.3 9 115 5 6.2 5 7.2 5 11.2
461 4 6.7 4 1.7 4 11.8 10 6.4 10 7.4 10 11.3
462 8 6.7 8 75 8 10.5 7 6.2 7 6.9 7 9.6
N 12 12 12 12 12 12
MEAN 6.26 6.94 10.33 5.94 6.58 9.76
S.D. 0.35 0.48 0.90 0.35 0.46 0.89
S.E. 0.10 0.14 0.26 0.10 0.13 0.26

n : Number of pups.



INDIVIDUAL DATA 37-1
STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Gross findings of dead pups on lactation day 0-4 ANIMAL : Rat, Crl:CD(SD)

—€19—

Day of Number of pups
Group Dam No. death Male Female  Findings
0 mg/kg 152 0 1 1 No abnormal findings
155 0 7 4 No abnormal findings
0 3 0 Intraperitoneum : Autolysis
1 4 0 No abnormal findings
158 2 1 0 Intraperitoneum : Autolysis
4 mg/kg 255 4 1 0 No abnormal findings
20 mg/kg 354 1 1 0 No abnormal findings
356° 0 1 0 No abnormal findings
0 1 1 Intraperitoneum : Autolysis
357 2 0 1 Liver : Yellowish white discoloration
Spleen : Pale discoloration
360 0 1 0 No abnormal findings
361 0 1 0 Intraperitoneum : Autolysis
100 mg/kg 453 2 1 0 No abnormal findings
459 0 1 1 No abnormal findings

a : Not distinguished sex of one fetus.



INDIVIDUAL DATA 37-2-1
STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Gross findings of pups euthanized on day 4 of lactation ~ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 0 mg/kg

Number of pups

Dam No. Male Female  Findings
151 8 7 Female ; Liver : Yellowish white patch, middle lobe (3 X3, mm), 1
152 6 8 No abnormal findings
153 7 7 No abnormal findings
154 7 8 No abnormal findings
156 8 6 No abnormal findings
157 17 4 No abnormal findings
158 8 7 No abnormal findings
159 9 6 No abnormal findings
| 160 8 7 No abnormal findings
2 161 10 6 No abnormal findings
JT 162 5 7 No abnormal findings




INDIVIDUAL DATA 37-2-2
STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Gross findings of pups euthanized on day 4 of lactation ~ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 4 mg/kg

Number of pups

Dam No. Male Female  Findings

251 8 4 No abnormal findings

252 9 6 No abnormal findings

253 7 5 No abnormal findings

254 9 8 No abnormal findings

255 7 8 No abnormal findings

256 8 8 No abnormal findings

257 5 10 No abnormal findings

258 5 8 No abnormal findings

| 259 7 4 No abnormal findings
ol 260 6 8 No abnormal findings
T 261 5 9 No abnormal findings
262 11 3 No abnormal findings




INDIVIDUAL DATA 37-2-3
STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Gross findings of pups euthanized on day 4 of lactation ~ANIMAL : Rat, Crl:CD(SD) SEX:Female GROUP : 20 mg/kg

Number of pups

Dam No. Male Female  Findings

351 9 6 No abnormal findings

352 9 5 No abnormal findings

353 1 6 No abnormal findings

354 10 4 No abnormal findings

355 9 5 No abnormal findings

356 4 7 No abnormal findings

357 7 7 No abnormal findings

358 10 5 No abnormal findings

| 359 6 10 No abnormal findings
2 360 5 11 No abnormal findings
T 361 9 8  Noabnormal findings

362 10 6 No abnormal findings




INDIVIDUAL DATA 37-2-4
STUDY NO. SR11087 TITLE : indene : Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test in rats
Gross findings of pups euthanized on day 4 of lactation ~ANIMAL : Rat, Crl:CD(SD) SEX: Female GROUP : 100 mg/kg

Number of pups

Dam No. Male Female  Findings

451 6 7 No abnormal findings

452 9 6 No abnormal findings

453 9 7 No abnormal findings

454 9 7 No abnormal findings

455 8 6 No abnormal findings

456 7 10 No abnormal findings

457 8 7 No abnormal findings

458 10 5 No abnormal findings

| 459 8 5 No abnormal findings
2 460 9 5 No abnormal findings
T 461 4 10 No abnormal findings
462 8 7 No abnormal findings
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Appendix 1-2-1 SR11087
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Appendix 1-2-2
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ZEAH 1 12/02/24 4:20:57 i .
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I~ L4 ; AT - 1
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HREFEAE 1 12/02/24 3:00:36 1%
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2 6. 387 VB 0.1232 55. 39537 6. 96586 0.50324
3 7.477 BB 0.1497 1.08809e4 1141.03516 98. 84806
4 13.903 PB 0. 0681 2.74232 6.3400%e-1 0. 02491
5 15.877 PB 0. 0904 5.27274 8.45213e—-1 0.04790
k=4 1.10077e¢4 1155.03018
E3R AU L-Vvay
#** End of Report s
ZEE 1 12/02/24 5:46:51 1% AN=y 1 /1
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3 7.478 BB 0.1494 1.13432e4 1192.07361 98. 84256
4 13.903 BP 0. 0722 3.00219 7.01883e~1 0.02694
5 15.877 PV 0. 0891 6. 63274 1.10663 0. 05780
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sk End of Report sewx
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Appenix 2

wSHRE 3

Study No.:
Analytical Facility:
Date of Analysis: .

Analytical Method:

" Test Article:
Vehicle:
Nominal Concentration:
Form of Sample:

SR11087

B-6517

CERTIFICATE OF ANALYSIS
{Stability of Indene in Test Solutions)

A-1715

Gotemba Laboratory, Bozo Research Center Inc.

August 4, 2005 (Initial) .

August 5, 2005 (After storage for 24 hours at room temperature)

August 13, 2005 (After storage for 24 hours at room temperature following
8 days in a cold place)

GC

Indene (Lot No. Y3545289)
Corn oil
0.1 mg/mL and 200 mg/mL
Solution

Date of Preparation:
" Prepared by: M

Storage Condition:
Acceptance Criteria:

Results:

Judgment:

Brown bottle, room temperature and cold place
Residual ratio (the ratios of the mean measured concentrations after storage
to initial) is within 1004 10%

Prepared Measured concentration (mg/mL})
m 3
°°?mglmL“’b)°“ " Initial After storage*®  Afier storage™*
0.0997 0.101 0.100
0.100 0101 0.101 0.101
00980 0,101 0.101
Mean 0.0996 " 0.101 0.101
Residual rafio (%) - 101.4 101.4
199 202 201
200 199 202 198
199 202 199
Mean 199 202 - 199
Residual ratio (%) - 1015 100.0

*: 24 hours at room temperature
*%. 24 hours at room temperature following 8 days in a cold place -

It was confirmed that these test solutions were stable for 24 hours at room
temperature following 8 days in a cold place.

This study was conducted in compliance with the following GLP regulations:
“Regulations of Testing Facilities for Studies on New Chemical Substances etc.”
YakuShokuHatsu No. 1121003, Heisei 15-11-17 SeiKyoKu No. 3, KanHoKiHatsu No.
031121004, November 21, 2003, Revised on April 30, 2004.

Analyst:
Study Director:

Date: a“j““’t /_ﬂ; lOOS\
Date: a&fwl Iy 2005
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Appendix 3-1
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Appendix 3-2
SR11087
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Appendix 4 (1/3) SR11087

BRI B TR B D BE 3 AT 5

1. fl e
EdiEik 7 v~ s 77 7 (HPLC)
UV-VIS Detector 1-4200 7S wear Wl E VAL S (ST
Intelligent Pump L6200 pRtt B SZRERT
Column Oven L-5025 HRA At B SERERT
Autosampler AS—2000 MRt B PR ERT
Degasser FRC-3315 o ARt A —T —o—
T — 2 LR E Empower 2 AARD 4 —%—X St
RPN GH-202 BASHE == TR T
2. IEVEME (BOUAEIITAIL, WA
AT v (HEBRYE) Lot No. IG5TI FORAbAL TR tt
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T h7E Fr7 T U (LEARE)
HPLC H] FERSE T3k tt
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4. M (CLToREGTHE, A EZ 08 L LTER)
(1) FEHEEH (0. 002%)

PERE D 100 pL % 100 lL AD AR T T ARV LV, T hTL Fu7J 0 TER
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Appendix 4 (2/3) SR11087
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Appendix 4 (3/3) SR11087
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