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5. BEH

007 OnNFY 2% 10, 60 BLY 300 mgkg/day DHET SD £ v k
(Crl:CD(SD)) DMEREITAZELRT 14 H 5B &R THELEE 42 B R, R,
SRERTHET 4 HETEREGL, RERGHEEBIOEMRBEERE, 2oicE
NS ORALDEIEEIZ DWW TR L2, | BOEWMBGIE T 12 1L (BIEEYS
¢5), KETH 1208 (nlEEi) & L CRBREES KT8 300 mg/kg BEIZH& 5 TL2E)
EL, MNEBIZIIEAR BEFU T oaEERE L.

REERSEE

Fe 5% OREE R X OEEBEMOIMHEA 300 mg/kg BEOMEM TR 51 7=. WHEH
BERAE T, BROEMRME LRI 2R T-EILE OB 300 me/ke B
DOHE, BEBERIE O BALE IR 60 mgkg LA EOREDO#HES I TN 300 mg/kg #EDOMET
RN, ZOM, 300 mgkg B TR MERE OBENHE, EHEY > OKME
D, HBEEOBENETRD SNA. NS DOERLid 2 BRI O nIE iRz &
D mEEEN 2R L0, HEORMER, oD IO BLE 2k T bl
Bl s niaho 7=

oM, FEM7EREE, #ERERIVHREEERNTE THHEBRYE OB
<, MRERERE T AECERD SN ok, Fir, LIHEBRRITH L #EER
YEITERT 22 {Lid@BD s nahorz.

AEFEAEN

REWE LR, 2CRBER, 2R, SR, EIREE, ik SRE &
PREE, HER, SHRPBIOMETE, HEBIIH U TIIHERRK, HAER, KL,

FAERO 4 HERFE, SR, —RRE, FEBITHROWTNIZHEBRWEIC
BEAEY 52D 5 Nahol.

D bEO#ERN S, 700y 7 OAFY 2 OARRBRMA FIZBT 5 RERGEEIC

BE ¢ 5 MR EE XM T 10 mg/kg/day, MT 60 mgkg/day, HIaFEEFEITET D
MBI O RSB LB & D 300 mgkg/day EFEZ 511D
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6. 5

00T 7 aOnFH 03 aaFy > OKFE 1 ERY O—)VIcEEE S NG
2H URRAR/IAKRICE T H5EMET, RERE, JAERBZECANGN
TWB[1],[2]. BEFOMBLET—F 2 — FM3IZEHULT v b LDso 2 3 gk,
OECD TG423 THE L 7= 0%k 517 & 2 2318 Tl Category 5(>2000-5000
mg/kg bw.) IZHOEHINEM]. OS2 EFEROBREZET 27, RERS
BLOEBEREREIZDOWTOA R, 4[E, OECD IZX 5B LEMmE O
ZEERRICBROLFEEREBXO-RELT, Sy bellWTRERSZEN -
ERRREBEMGRBREREL, RERSICL2FEBIUEBEREICRIZTE
BIZOWTRHLAEDOTHET 5.
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7. MEBREL VOB

7.1 HBE

7.1.1 %&#
70Onosr7ondEd (B ; CCH)
(34 ; Chlorocyclohexane)

712 CAS &S
542-18-7

713 YE{EEROMER

PREEEE 4.12 (4250=1), WX 142°C, Bl —44C, BIKE 29C, HEE 1.004 (20/4
C), BREIKIZRE, 72—, T—FISLKBEEERE BN, BRE
EHL, BOA~HDITMNIITWERDKRKTH S,

714 ATH (BT
715 AZFEH
20054 3 H 16 H
7.1.6 v R EE

7.1.7 HHEE
99.7%

718 REFSH
%ﬁ(%@ﬁ@l~mt,ﬁ§£wﬁzvﬁﬂn,E%,%%

719 RESHF
HERYEREE (42)

7.1.10 ZEHOMERR

WIFFRTIZBNWT, HE5BRET &G rRBRICRARINARY MLiE IRE) T
BB OFRIMNRIN AR ML 2HEIEL, ABICERLU-%BRYE OB EIC 2L
NN EEMER LU (&R 12.1,12.2).

RIS« By — ) TR ER (FTIR-8300, #RA St SE8ER)
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Hik

(1) ik (KBr) OLIZHBHEEZ—FH-5 L7~
2 (1) ODEIZHEI WO (KBr) Z2BESH/-.
(3) PHHEFIZTEY ML, RAXRT MILEHIEL /=,

7.1.11 K EDOER
REE (TLFH, <A, B £H

7112 EEHK T HROEEBRYE ORER W
BB E ISR TRORENERE, REAT TNV ESRL, K TET
ITEREEL =,

7.2 4k
FY M (AARERA, +UITZIVESTERLSE, Oy FES 50303)

721 RELRH
=i GFE&HE : 10~30C, {REZEREE 17.9~21.5C)

7.3 RRBREM
73.1 EYfE
AR

732 HRk
Crl:CD(SD)

733 FREERMEH ‘ :
TotEE2AWEEHHARICIESER I, TRFT—INEETHD, ZHOMHE
HEOAFRUHETH 5.

734 WEHL N
SPF

735 AL
HAF vy —ILA « UN—RXEt (EREER)

73.6 BEABIWIE
HE 55 T, M 67 UL

16
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73.7 [RAREE
WEHE 7 il

738 B

BEHIRICIE IR EE s OB HRAKL, @ERENBRIFTHAZEA2HRL
2. £/, B ARHBLIUORERTHICAEZAE L, REEBINEADSNDS
ZEEMERLE.

739 BIHE

BREMEZEA, REHBHETRREZEHER L. BIIOWTIE, RE
KTHMSEEYZ s HRIfG HEE L 2. ZO#ME, 28orESMCARiL
AONTZMo Ty, FRAMEEE 2R UM S lizin s,

7.3.10 5 BRLGRAE
WEME 7S 9 i i

7.3.11 $#5BRGARMAEE
B OB EHFH N FEEEE L20%TH D 2 EEHR LT,
It ; 325~386 g, Iff; 193~231¢

7.3.12 #ST

BEHMAM B ICAEREELMTEICED, SHOEHERENIIZFE —I2/3
EDITHERVTL, HEASIL, MESSILZMERA L. 2d, HEICTDODWTIHEHEH O
FHERIIBNT, REORD SN 5B ERWER, BT LE.

7.3.13 EiOFR

7.3.13.1 BT

(1) BRI HME R TRERR L TR L 7.

Q) IR EREE, Y, RE - Bt oimE s, BE, B
r—IHFERE LTI EMFTT.

7.3.13.2 BT

(1) BWIIE X > I & ORI L 7z,

Q) r—TiCiIEBRE S, HRYES, BYEs, HY, B4 (AR, 8vE,
R, WSS, MHhEEBIUOT—IHBBERE LI EMITT.

7.3.133 iR
(1) & 0~4 HIZEARBR Z1Thiaho7z.

17
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() E® 4 HOKRERERZ, WEECELES 0 EH2D 1 05 EIzLE
ROEFMIZHETZFT2) 2R TERLUBIEZY L7

7.3.14 REEMW) O
B URORMENM I IMEHE L IR SBEEHICHBRRN SR L.

7.4 EYIERE

741 BHEEA

v b - RUAFEE (REHIRE 41258, BERTE 2121 %)
742 BIFERE

7.4.2.1 BEE

21.4~23.7C (FF&EHIM 19.0~25.0C)

7.4.2.2 MHXEE .
48.8~65.0% (FFrAHiH 35.0~75.0%)

7423 W&
6~20 |/ B, A=)V 7L w2y —{k4E

7.4.2.4 HEEHERRS
12 K¢, H (7:00~19:00)

7.4.3 fREEH
7431 —
(1) #OEHIE & MEOEIR - wiE KR 2B < R
F—h IV —=THELEAT L AEDD FTREHE S — 2 (195W x 325D
x 180H mm, ~FTRZERMHEASL) 288 L, R~15 HIC 1 RSB 7=,
(2) W18 - W E IR
F—hIVL—TBE LR H—REr— LA — 2 (265W x 426D x 200H mm,
FRURERBRASt) 2FERAL, 6~7 HIZ 1 FZHL 7=,

7432 KL —

REEMEA— 7L —TRELEZTIINI LB N L — (FFURRREKL
&) OAEFERAL, BEAKHRLE. TOMOEMIE, EBREMAKE (XR—%
Fw 7, BERF ¥ —IL A - UN—KA&H) 280w L —2#HL, 5~8 HIZ
1 e L 7.

18
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74.3.3 tHE
F—R I L—TWHELZEMA AT > L AEEEHE (FFUR2REkR )
EERAL, 5~3 HiZ 1 E3H]L 7=,

7.4.3.4 KR
F—FI L —THELZRY H—RRx— NRKR 200 HB 0T 700mL, k3
TRkl EERAL, S~8 HIZ 1 A L.

7435 BEH

(1) HEDO-=HAR & M DI - iEE IR 2 bR < HAR
F—rIV—TREL ATV ABBE (FF USRS 268
AL, 12~15 HIZ 1 A L7=.

Q) IR - WE AR
NPN AT LAREEREER (1700 b, 2a5RkRXEt) OF
PR THELZAF—)LERE (MURERmkat) 26880 7s.

744 K

7.4.4.1 fE¥E |

R - EBBO —2IidA— 7 L—TRE U2 EREPAKRE (R—%
Fv 7, AERFY—IVA - UN—#led) 2ERAL, FL— %6mm%Uﬁ—
RNA— ML — DRI L T

7.4.4.2 ERYE ORER

WHEAHERERST 7 —TERLZSITEREMREENSATL, REE
HEOTGRYEEED, RBREROEERETIHEOREITESL TWDHI L%
FEER L /=,

745 fE
7451 A
TR U 7 BB F BRI (CRF-1, 4V L4 )VEER T 2K

74.52 ¥EHE _
HHEERE L, AERHEFIZAZH U=, 72720, SRS K OGEHEHES
BHOY S8/,

7.4.53 ERUE ORER
MEEANHEAERAONTEL Y —TERBL =S EE2MBENSATFL, EHL
vy k(0w FES 050512, 050609) OFREBELEOIERYIEBEN, KR

19
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FER DR IEE ORI EG LTS 2 & 2B L.

74.6 SHAK
7.4.6.1 T4
S5um 7 4 V7 —iEiE%E, BB U 2AKGEK

7.4.6.2 #aKik
PR RER 2R E, HEEIE Uk,

7.4.6.3 S
ARSI YT 2 —TKEREZ EHICERBL, 55N ENR
Bls OREREFIHFOEEIZHEHE L TWDH T EEHR L.

747 DBV
17—V H7 DM HEES 1L, WEHRIX 1E, BE - BB 2E80
FOMOHEIT 1 IILE L 7.

7.5 &5

751 RREK - hHik

RO EEREOKRS). Sy BV TEEE LT 4 AR T E 2
HAWT&RELZ.

752 [E
1 H 1E, 801~12:12 DREICZE17=.

753 HiRA
7.53.1 #t ‘
ZEECHT 14 HE B L OB 2R CHAMRBI I ETOE 42 HEIE L.

7532 iR - 'HEEY
ZZECRT 14 HEE, ACEHIR, RSB LN BZRTHE 4 H (%A ZHEO
HES3) £TELE. =EL, 2 UshoHidHRaHETE L.

7533 HomEEEY (Y751 8)
ZHNIfTHhT 42 A& L 7=,

754 HE5EHOBREH ,
OECD HA RS VITHESN TS,

20
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755 MEBIUHEREHM

10, 60 BLTA300mg/kg D 3 HE

AEREMRE L TO0, 30, 100, 300, 1000 meke % 1 BEMEMES 3 LD SD B 5
v MZ 14 RRREEORS Lz GREES : B050277). ZO#%, 1000 mg/ke
BT B X OB 22580 5N7-. 300 meg/ke # TIZFREDIEIZ A 5
N, MHEOEEEE THAIBROENBLIUHEEROESENRD SNE. B,
300 mg/kg RO TIIHBRMEICL 2R ELIEED SNah-7=. oo
B RUOAHABROBEHHEEZZEL, AEAROSHEEH LM AEERENT
BEN%300mgkg & U, BUFAKK 5 THARI 60 mgke, (KA R 10 mg/ke
WRE L. £, R (BATY T OAZEE5ET I EBEE BT,

756 HE5KRE
S5mLkg EU, BILARCHIELUZAREICEOWTER L.

7.6 H 5RO

7.6.1 ik - HE

MRy EEHBEICHERREL, K GGUTH) 2MABMEE, A—ML
TOAZRAWTHEREICGHE U2, REEEX 7 A 1B &L, &E5ITHT
HETER (BBRYEAREEHE), BEERME: 17.9~21.5C) « &4 T T
7 AMZBECHRELRE. AR TO0—5 > TRIEFORFRIC TEBL .

7.6.2 TEHDORHER

HEBHR TERINEEGROZEERBE GRBES  B050605) T, =il - K
FHRIFEM T 8 HREIDZEMED, 2 BLN400 mg/mL OIEE T GC LIz X O
WAINTNDS GRFER 12.3).

7.63 BEOHER

RSB XN REZRUT 2RKAMOBR SR EHEN ZLITGCEITXD
AL, BEEOEEENRTEEI0%UNTH LI EE2HRALE. {B5K
DR FRIEBEIT 05.0~1062%TH o7z GRFTER 124 BLU125). b, &
5B NT 2 mg/mL OFGHRNEEEZERTL 72729, BRARLZH0%
HESHL, HEGBNICH S Z EEHR L. 2 mg/mL O SHIIEMEE -
U7-BHR ok GikZ2 R L.

7.7 B GRD T HIE

MBI CTEBS NAERERODMNY T —a > @BRET  B050278, &Ki#
: Validation of the Analytical Method for CCH Concentration in Preparation) DJ5iEIZ
o TEBLZ. HIEEZUTIIRT.
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771 GC #BfE4H:
GC A7 A :  HP6890 (HEWLETT PACKARD)
AR NN HP-1, 0.25 mm LD. x 30 m, 0.25 um, Agilent

Fy )7 HA: Helium at 30 cm/sec, measured at 50°C
HI LT =T 50°C (6 min) — 30°C/min — 320°C (3 min)

EAL Splitless, 300°C
FEAR . 1uL
WS FID, 325°C

H2 (40 mL/min), Air (450 mL/min), Makeup gas: He, 25 mL/min

772 EXERROFSL
TERITHEWVEMERK (ST-20, ST-40 B LN ST-80) ZFRHIL /=,

v B RE
(ng/mL)
SS CCH, #50mg - S50mL/ 7Er> 1000
ST-20 SS, 1mL - S0mL/ 7ER> 20
ST-40 SS, 2mL > 50ml/ 7tk 40
ST-80 SS, 4mL - 50ml/ 7k 80
773 AEHAROFR
Titﬁmﬁﬂ%ﬁ%%ﬁbt.
‘ G B X i
(mg/mL) , (ug/mL)
2 B, IlmL > 50mL/ 7EkR> 40
BE#K, 1mL - 30mL/ 7k (A¥R, 400 pg/mL) 4o
12
A¥,1mL — 10mL/ 7tk
BE5®K 1mL > 5S0mL/ 72 (B, 1200 pg/mL) 40
60
Bi,lmlL - 30mL/ 7E&b>
774 GC BIE

FENEYRIE (ST-20, ST-40 H L TN ST-80) BXUEHBHAR Z &M% E L7z GC IZIEA
LT, 7O MY S5 ED CCH O— 7 HEBEZERE L. HIE L ZIEEEIRD
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BEBIOZOE -7 HWHNSRBRO—KRXERDZ. REBO—ARBLN
AERRAIE N B oNZE—JEBERANT, MENVARR O CCH DOEE 2k
D, EHER O RGN SR E5HHP O CCH OREERH U7-.

7.8 [al{E 1R
it FREE R KON 300 mg/kg BEDMEMESS 5 PLIZ, S HARK T 14 B oEERR %2
Rz =7EL, MiEAKEEfITDIRWYTF 514 RELTREL.

7.9 BEHEER
e IREE £ 5 MR TR MS *1 R EHE T @S *2
(ng/mL) 1 *a I *b T *c It *d
- . 7 %3 12 5 5%4
(00101-00107)*5 (50101-50112)  (00108-00112) (50113-50117)
12 12
10 mg/kg 2 - -
(00201-00212)  (50201-50212) .
12 12
Omghke 12 1030100312)  (50301-50312) B B

7 12 5 5
(00401-00407)  (50401-50412) (00408-00412) (50413-50417)

*], REEREGHOER (FE43 H) 2

* [EEMARKTORA GESTH) 2R

300 mgrkg 60

*3, EiEK
¥4, 5754 b & UTREEITHRM > 7.
*5, BiMES

RO D Bra~*d ZLLF O XD A ERIE LTz,

*a, MERBRENY) (55 42 HOMEEIA £ THERESY D EL)
*b, MEEREREIY

*c, HEMRITEENY)

*d, #7217 NEMW

R T O— 2R ER 126 HIZRLU .

7.10 KE#KRGFELICET 8% - REEE

THOHEHEBRELE. HOERLIIRSHBEHZSE 1 H, B1~THZHE 1 8L
U7, & 43 AL\ EEERRE L. £/, HORKRKRNHZERE 0 A, 7k
SSTHZMEOHELZ.
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7101 —RRIRAE
BEMHMZ 1L H 20 %50, #), TOMOMENE 1 A 1 BRI sgL /-,

7102 fTEMRRAE

PAFZARTH 7.10.2.1 HOFFR/ERBSRE, 2RO O WTHRG-MIAHETH
W21, BSEREBEEE 1 EL, e REThIND 13:00 LIBIZITo 72 (D
FIROBEIBDBEHEEE LN/, 8 71022 HOBERER LOUHE
7.1023 BMOHREHBOBIE TIX, HIISE 5 IO 25k (#HWHE DN
SWEIZsH) L, & 6D 13:00 LIEIZ 1 BIfT -7, MEEX D BEIYD S 51 H
T WENY 2 &8 5 BER L, WERIMPIC 1 ET o7, &5 HEPORETH
BB DORENREO NP oz, EMMOREIITOEMNh 7z, A3EE
FREOMUEHRFIZITR Y A—Rx— h&r—2 (265W X426DX200H mm, ~F7
kX)) WICBEBISEE S Uz, TEREICEL 791 2 ReEdfTD
7o 71021 MB LU 71022 THOR S EMEZ IR ER 12.7 1087,

7.10.2.1 PR B

(1) R—ALTr—NTOREE
AL —DHNTOEYOMTFZENIT 1 R85 .
BAEED R, BRERR, mEihes, Pk

QN> R TEORS
BYOBEBEZRLIS LS EMNSES, F—UNOoMO MU THREL L.
MEEH: y—Cho 0RO LEE, N RU TITHT 2 K6, WEHE,
BE AME, REO®HE), % EOBEN), B Rk, IRBERPASIR
BE), FEME GEEROGHE), Hwly, WIE, GEE, S, AL

3 A =TT 4 —IV RTOEE
F—F2 T4 — I REORLICEMEBWVWTHSENT 2 FHERLE (F—
T2 T4 =N RIZEEANDRIC, FTOREBSESLATKRAELE.)
RABIEA : 16 B, BEE, $R, SEE, R0 - 28, W, EEinR
e, BTN, EEE, RMUMERE, shEMEEREE, WRHTE), RE1TE

7.10.2.2 BERERRTE
(1) ROz xg 2 Rt
=TT 4=V RNTRAEL .
MRAFIEE : BRI, BfEOS, BERERIR, T—IVE FRIE,
Ze v 1L 7] S
(2) B HHAIE
FOFNT d— AT — D[4 <F  DPS-51EMWTHIE L7z,
MAETEH - aiBRH, BEEN
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7.10.2.3 HREBEOHE

B ESHRAEEE (SUPERMEX, ZETHRMEX A #RWE. MiEE b5
4 H REROBERTHR) 1T, RV —RR— NEFr—JicBmEBL, 7—
Pk T >, BIEBERICHZRR D —Re— A —III3H L, 1 B
BE L7, 728, PIEMEITREERBNS 10 S EICEE L.

7.10.3 {kHE :

HRBREMB LV EEESMEDE 1, 8, 15, 22, 29, 36, 2 BLU43 H, &
SIZHEREBM TILEE 50 BLN56 HIZHIE Uz, MEY T S5 Mo smES)
Y ERIBROBETRHE L. WRBIMIIEL sBINI5H, REL =2
20, 7, 14PRXIUN20H, HBELAMIMEOBIN4HicHlE L2, BEICZ
BT EMXFE (PB3002-S: A FT—+ ML Rk ett, EB-32008 : ket B
BUEFT) ZHWE.

e, KEENEZERLIVEY 57 NEIIE | HOKREZ D, Mk
IR HT, BRBEIUMEHMEZEFNZTNELH, HFIROHBLVEF 0 A
DIREZFEEITEN L=,

7.104 BEE

HERBREY B L OHEEIL, % 1~8, 8~15, 15~22, 22~29, 29~36, 36
~38, 43~50 HB XU 50~52 H, D751 FEIIE 1~8, 8~15, 15~22,
22~29, 29~36, 36~42, 43~50 HB L 50~56 HIzHlEL7=. MRBEmiT
REHE SR CEETHRE L. 220, ZRHMPTREL TWARIEEE L
ez (15~22 BIZEfIREFRO-DHEET). HEOTBNHER I NLL
#womoBPlE, ERHEENSRBLE. REICIZEFLIEME (PB3002-S :
ART— - bl FEERASH, EB-32008 : SRS SEHEUWER) 2R W= WIh
LRV EORSASEEEZAEL, FUEHEO 1 IEHZ0D 1 B TFHE
fHEZEMN L.

7.10.5 MEEZPHRE
HEBREY) TI32E 42 H, HRESHMBINMY 751 FEMTIRE 56 H, ffEE
BREMWTIIWE 4 HIZ, 24FIYE2TR4BEIDBRS Y. BEHREY
(BRiMmE) & LT, HERABREMIBMETONSWIRIZ S Fl, HEESHBX
DS 751 haidepl, HRBREMII5 6% ANE < BWESO/NS WIEIZ 5
FlE U7z, METHOHMEMINRICH RO ER FNIVESY—ILF FU T L
(> 7H—=), REAMEHRRASH) ZEENELS U THKEL, BRERLD
Fiml 7z, FRUZ0EZAWTTIROERZRELZ. 9), (10)QHIEITIE,
BEEPEFE LT3 2w %7 ZOB=F MU DT LKBKZ/ER L, 12,000 rpm (5
REOIHE 12,000 g, 4C, 3 pERLIBEL TESNZMREZRAWEZ. Z0
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fOEB OBz, BEHIEF EDTA2K TUE L~k EHWE., 128, 4
WL 7ano M 7.10.82 TR THKRIKMORTIH, F#& 4 BEIDHBRESI B~
N, B I OWEIIEEL 2d o7z, BRROMIRS L O IIRER TIRICE
/.

H H ] 1%
(1) FRifnEkE HoRfeles — kot —H—FCM k&
) NEJNYUBRE TV ARMNETOE ik
(B) N hrZUw MA Bt — koo L —Y —FCM &
(4) FEHARMERAE (MCV) M), G)LbhE
(5) EHERmERmMEEE (MCH) (1), QLDEH
(6) EHFRmEkimaERE (MCHC) ), ALVEH
(7) #EIR I EREX RNA #1255 L —Y —FCM %
(8) I /MiEK BRARALALEE ke L — Y —FCM &
9 ooz M (PT) JEHGELRR A X
(10) {FEHACERS R ST AF KRR EBER T A

(APTT)

(11) Bk B EE RN & B L —F—FCM i
(12) F1 M ERE 455 Wright #ABKEARIZ D WTHIE

RGeS

(1)-(3), (7), (8), (11) ADVIAI20 (N1 ) AT ¢ HIVEkA&H)

9), (10) CA-510 (A A w7 AtkAatt)

(12) MICROX HEG-50, HEG-50VF (A0 R ath)

7.10.6 MEEAELERE

SHER SR B L 72 iR O — a8 2 iR - EE T T30 LA EERER, 3,000 rpm
(B IEEE 2,050g), # 4°C, 10 SRR OIBEL, BHoN/mmiEZHANT
FEROEEZERE Lz, RnE ORI DWW THRM Y HICRlE Lz, RR
DB EHR-80°C (FFAHIM : —-60°C BLF) 07— —NTREL, slBRK& T
FTIWCERELZ.

H H s Ik
(1) ASAT (GOT) UV-ratei: (JSCCKRiE)
(2) ALAT (GPT) UV-rateik (JSCCRELE)
3) 7vGT v E 2 )p-= bR Y = REED (SSCCK
£35S
(4) ALP p-—hO7 )V CEBREERE (SCCHRE)
(5) MEUILES fE1E (BODIK)
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(6) REEHR

(7 Z2V7F=

(8) I a—=x

(9) ALV AFO—)L
(10) FUZUEIA R
(11) BEH

N PIEN

(13) A/GLL

(14) IV I

(15) Mg >

(16) 7 F UL (Na)
(17 AU T L (K)
(18) 7 a—JjL (CD)

B041794

FE#-UVik (Urease-LEDH{E)
B%5&1: (Creatininase-PODik)
Be=iE (HK-G6PDHIE)
&1k (CO-HDAOS:)
R (GPO-HDAOSE, U tY U igEE)
Biuretit

BCGi%

(11), (1)L VEH

OCPCiE

%% (PNP-XOD-POD{k)
A F BN E L

A F BN BMRIE

A F 2 BRARBRIE

HIEHS © TBA-200FR (XLt %)

7.10.7 HEDRBRE

f’é‘iﬁ%iﬁ%kjbs‘( %ﬁ@?‘ﬁ]%%ﬁ@d\éwﬂﬁ 5 BlOEY) %% 38 H DT 7
RPEE L O B ER R KBLTHSNEFERZAWTTIREOEHEBZHE L
7. %ﬁﬁiﬁm&%ﬁﬁb %kﬂ‘xb WESNESREFERA L. TRORB#ZE
EBMEN S, RBYEDEENEON AN D SN 77D, RILHE,
BHEREAWERE, MESHYORBREIEBEL Mo/, BRAOREUREIZ
AWieho FRIZEEL 7=.

_ H H RS
(1) pH RBHE (WFATIIA, N A 35 kR Ea4h)
@ =EH HEHGE (OVFIAT9A, N A A7 ok e4t)

3y FZIa—XA RBIE VAT, N AV A ok E4)
4 7Rk REBAIE (VAT N ALV A5 ok ath)
G rvuiler HEAHLTE (WFAAT490R, N ALY A7 vk E4)
(6) i REHE QWFATI9IR, N A A7 ik REh)

(7 vy /) )—Fr B GOVFATOA, N ADE A7 kX&)

FIERER . 7 =F w100 ONT T AT 4 BIVEER S

7.10.8 RHEFERE

7.108.1 HEER

SEMBAEYOS G, R TISHOBYES D/NSWIRIZ 5 F, #EEIE
B LOMY TS5 1 N TIEes, BEBREBY TELBENR<EYMEESD
INEWIEIZSHOTHROBREERZAIEL-(AAEOHRERIEEDTRREL ).
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HESRH BRI EF I OV THERBIUER HEZRIE L -, BIEICIEELR
. (AW120, ED-H60 : #kASH BB 2H W, £z, MHEEOKEZN
L, TNICHEDWTHEER GHAELL) 28U 2HERNEE LA
BB LR Lo EOSREERITHE L o7z

Ao, oOofe, PR, BN, BIE, WOOR, MRIE, MR, RIE Rk

7.10.8.2 R B R
BREXNREYNIRME, SRAOEYILE 7.10.5 HOFEIZHE VB T THE K
MRz Il - L, ZEILSEBIHM U7, DL ah>2BIZCBHERRE 26
HIZENEN LR TLREESTEE, FEICHRLZ. 2HERENETLE
BB N ICEHR L /.

7.10.8.3 R EH B LR

ZEYOTELEORE - BB IV ERSEC LB O 2L,
10vv% i EEE RV DR TEEL, RELE. 2L, BEOREBX
Uﬁ%i%ﬁf?yﬁf@ﬁ%,mm%mﬁuyﬁﬁﬁfwvuyﬁt%ﬁbt.

B, EEA, MR, U N#E (R - BREED, &, I, e (+_HB,
s, EE, B, WG, BB, PR - ﬁ&mwawm Mﬁ,ﬁﬁ,%ﬁ,
g (D, &I (R0, BEbE, kR (WD, BELEE GO, FoS (&
RS, ADZBRIEZE, IRE (M), 7%, I, &8 CKRE(TE)), LE
#E (D, #36, WERREREIRA

K HERE & 300 mgkg OB SRMANEMO OB, HHABREY TIIEYESD/NS
WIEIZ 5 1, EEFEBREY TI3o RN R <EHETDO/NIWIEIZ 5 FID LRSE
- HHAE, SEEZSUEEMORERMEERMIZONT, ERIKTNNT 7 4
RIEEIE, AT NFIUD  IF D UREEREIERL, SRl .
DR, #HBRYMEICERT S EBDNSE{LAY, 300 mg/kg & OHE DB P X
N HEDEN TR 6Nz, 20D, BGEMATHY T 10 I 60 mgkg
BED LRt E MR OEAETRINU 2 HEHES 5 B, WIEHIRR rRomNE 24612
DWT, HEDOB NS &M OB ERE L /2.

711  AFEFEAEFREICET 581 - REEE

7.11.1 HFASRERRT

7111 AR

BEOMARBREM T DWW TG HEE 2 S EBIMA H £ TOF R ICEIR 2
WL THERZREL, FHEEASH RS IR EHEAREY (LA 4~6
AT\l oRBILEEZENL L.
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7.11.1.2 3THC

B O S MHREYTHE 1 1 1 OB ERV, 15 H GIERKBE) 04
HMoEmA 13 HRBERFER S, KBS HOZ B 5ok 24 0 75
FIZERIRL, B D2NWIEBIEEERATIZE TR ONEE 2B &L,
 FOHZEHEOHELE., INSORRMNSROERZERL /.

(1) &ZERAMEHE : R E, KRB E TIZEL - HE
(2) AZRHEAL FE TIZHR U 7= FE S B O MK

(3) &ZZRZE (%) : R/ WIEEWE) X100

4) ZHE (%  (ZEBESMEC ZEFWED X100

7112 BB IOHEFOSHLR

ZRLUEMREFZ AR RS T, SROBRIIMEE 21 HNS 25 HETILH
20 (PRGN, FEA4KD o/, FRi IROK R TAOMNTE T L TWSHEM
PUZHMMEL, TORZHEEOBE LA, 1B, Tk 4BORBETHRNE
TLULEEYREOCHECEE (ME 0 H) 217o/. XKEWREE 2S HERT
HOMLIRWES, FENGMEE Lz, U8 (B8 13t Rz 4%
4H (MHE4H) FTHESE, 8B4, B8, SROFESFOHERELZFHE
=L,

7113 BHER TERORE
EEYIIHRECINEB I TEE2HE L THRERBIUEREEZRELZ. £
7o, ENBEEDFERRICREL, BEROFEEZHERL .
TNH5DEBNSROEBREZER L.

(1) SESRHAR © 4505 0 H 20540055 7 B £ TO MR
) HEEE (%) : (IR B 2R X100
() BIHRE (%) : GEIREL HIKE) X100

@) HRE (%) : GRHEREERE) X100

7114 FHEROBE - BE

7.11.4.1 FEROEZE

WE 0 HICHERE (HEARE, EERE, HHBIUARREORFELRK
HL=. FO%IE, —RE, EroaEREsEA88EL.
INSOERMSROEREBEHRLL.

(1) AR (%) : (HEEERERHERE) X100
Q) -FEREO 4 AEFR (%) : (5 4 HAERE diEERE) X100
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71142 AE

% 0 BLU 4 Hit2EFERR2EE L ICAIE L. HEIZREFLEIER
(PB3002-S : A h5— - bl F¥kR&H) #HWE. £/, £ 0BLU4 HD
HREIDFRERBEMNTEESZEH L, BINRZRD/-.

7.11.4.3 Hkk

ARAHICEEFROOBESUNAREZREL, REY L MRIC RIS B8,
FiR L7z, SECIRIZDWTIE, 10vvsed ity BRI RILY Y VRICEHE, BE
Utk EEEMBETFTEHBRLE. 72770, BASETRECRA SN nWbD %
(238Y

712 BRI

FERICETET -5, BEYECER U AEEEEARMNE Uk,
AEF-FIL, S2ERBREE TR ZNEEEZHIT L. 9725 Bartlett
FBIZKH5F0HEOREZTT VY, 2BEPFLWESIE—JcB B 8T, 2 S
ZL <7BWEARTE Kruskal-Wallis DREZ1To 7. HEICEEENRD SN
&13 Dunnett 5 X 72 {3 Dunnett B O % B L8 217 5 /2. —EDIH H 13 Kruskal-Wallis
DREN STV, BEICABREVNRD 5 NA5E13 Dunnett BEOLE LB Z{T o
7. RREICBTZEROE T — 413 Kruskal-Wallis DRRE 21T\, BEEMN
BWDHENEEE Dumett MOLZELBK #1707, £z, WHEHHEBRFREICHBT
5T — 4 13 Wilcoxon DEALFIRRE TxifR#E & D 2 BRILE 217 > 7. £ O
Dt — 13 Fisher DEEERBEIZZOMRE L. SREDOHEKEIL 5% &
Uiz, MERZEMRER D AT LA (MITOX, ZIHHEMR S X5 LRt &
FAWTEHERMLZ.

HEP MBI OMBREH I TRHOEBDTH S, —BIRE, TERE GEH/RE
REZR, WEEREORBICIT 2 K5 BT RIZDWTIK, #HEHE
M & R L ixho 7z,

% H LR

WE, REEINE, BEE, NDEERE, OERELCFRE FSBEER TERE
SET—4 (B, BREHER), WK BRE HMERE (HEAERER, &
EERE)

Kruskal-Wallis & Dunnett B D 25 58 [L 85

RME (pH, A, F)a—X, #h4k, EUIVEY, i@, yoEgy /=7
V), XERFEAY, SRR ETIORL ZHEHOmEE, FHEEBEE, &
IREAR, BIRE, HhE, H4AER, AREFORBE, HELD 4 HEFR
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Wilcoxon DJELZFIRRE

I BEAL AR AR

Fisher D HE{EMERE
REttAMEoRER, KRR, RMKhE, HER, Mk G, AREENR
=HT LR ORER

713 J2Ea—F¥IAFLOHHA

PUFIRS T — 4 O, BEpL ORI etRBy 25 4 (MITOX, =
IR AT LHIR AR 2HM L. %S AFAOT Y Ea—y 70k
A=)V F—FNEHH, - INEOOEFEREHK L. a2 Ea—FT A
FTADT O NO—)L%FKEE L TB041794  ((1EZEH) 2RV .

F— 5 IR L OBAT

R, BEOVT, BEGIREBEN, B, MECARE, ML RE, RRE (N,
&M, VN, Fhk EULEY, #0, YOEY ) —5), BEE
B, AR, AN, SCBURAN, SRR

54 gt

—gEREE, R
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8. fER

8.1 REHRGHHE

8.1.1 —R¥RER

%5 5% Tables 1-6, Appendices 1-6 (2R 7.

FEERDOEIRE LT, HREEADY 300 mgkg BEDSE 9 U s SR ETORMIC, #TE

Bl, HETeHIZRDENK. DA TH 10 mgkg BED 1 4] (BES : 50205),

EHERFETH 60 mgkg BD 1 # (BB . 50304) ITRD BN, HERT

OEMNIST RGNS 2 [ (EIR 23 H~25 H, #E) 2BLTHHHENET

L3 o el RERER % 26 HIZ, 2HEEIECLA-RAEMIME 0 HL D
THEHOENEZRL, WE2 HICHERNEFRT L-dEnNEFNngRl 7.

B8 B R A R & B I BEIERD s niah o 7z,

812 fTEIRE

8.1.2.1 FMiEREE

#5 5 % Table 7, Appendices 7, 8 IZ/RT .

B HE, S DEEMBEORE LB SNIBITRD N7z,

8.1.2.2 HEEERTEE

#5 3 % Table 8, Appendices 9, 10 {Z/R-7".

ﬂ?%‘( I D RIGEB IR NWE ORER, ML DRBRMBEORELEZ SN
RICIERBD s niaino 7z,

s 123 HFEEFROHE

FER % Figs. 1, 2, Tables 9, 10, Appendices 11, 12 IZ/R7 .
ﬂfﬁiﬁ& %%iﬂ“ﬁ,mi’oi‘@/\ﬂ‘@ ﬁ@]ﬁ@i BB E G SRR & Dl ﬁ
BEEIRD NN .

813 fAHE

& 5 % Figs. 3-5, Tables 11-20, Appendices 13-22 {27577,

300 mg/kg B QM THEAEMOMENE 8 H G 42 HETRD 6172, FEOH
TIIAEENEASS R & LR 15 HICKEZRLUZZTTHh o8, HiRE
I ClIAREEMOMHEMZRL 72,

Z DM, 10 BXN 60 mgkg HOMETHE 4 H OKEBMEI S RRE & HAKE
ZRUM. L L, 300 mgkg BETIIZEEATRW T &0 53 HRITHE D —RerY 7K
BEEEZEND.

(a8 B R e & BB S ORIICEBEETRD b o k.
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814 HEBfiE

#& 5L % Figs. 6-8, Tables 21-25, Appendices 23-27 1277 9.

OB GHIMB I OEERMOWTINICS, SHBYERSE L RBEDORI
BREEERDSNho .

8.15 IRFRE

#5 5L % Tables 26, 27, Appendices 28, 29 [Z/R7.

e G TROMATIE, MRMEREOEMED 300 mgkg HOHICRD 57z, [0
ER VEORETIE, FABOMEOEENMIMEEZRL, FELZBOLEZ LN
5. 10, 60 mg/kg HOHER IV TIE, WRBLOMICEEERITD NN -
7z

8.1.6 IMIRAE[LFERE

45 5L % Tables 28, 29, Appendices 30, 31 IZ/RT.

T ERTHROBRE TR > OKMEA 300 mgkg B DM TRD 517z,

B T HROBRET v GT OEMEN 300 mgkg BEOMETRD 511720, 58 71%
BRETIREN aholZ &G, BHENBERLEEZSNS.

B L0, 60 mgke #EDOMETIX, MIEHEEOMIIEREEIRD SNEM DT,

8.1.7 HEORBRE
#5582 % Table 30, Appendix 32 1Z/RT .
BB ER G E B EITRD SN0 T

818 WREER

#E L% Tables 31-36, Appendices 33-38 IZ/R7 .

BEHBRTRORET, BEOHMEEOSEMRER, HIEZOEMED 300
mg/kg HOMETIRD 5Nz,

mEHE% T ORE TR, BROfNEEO&MEMED, MNEEOEME, HiED
FE o 2 0D B Y 300 mg/kg BEDHE, FFIE I & OMEE O AR B & 0O Bl A R EE 0
I TERD 5N _

B, DIEOH S EROEMED 300 mgkeg BEOMETH SN2, EHIREOKRED
EBEENERLTWBE I E, HRERIIBEN 2w & S MAENREILEEZ
535, FOM, 10, 60 mgke BEOMEMH & HXHBE & OEICEREEITLRD 5N
Moz,

8.1.9 FIFA

& B % Table 37, Appendices 39, 40 IZ/RT .

A FHEERADE & LT, B5HBMEIEY TIImAE R R O/NLE SRR
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5 N W DR R _EARD/NRIAS 60 mg/kg BED 1 6] (@RS 00303), T
DR LEOHEBAIDS RO 1 5] (BHES . 00311), EEEEATY CIZmA
T DRGEL D/ 300 mgrkg BED 1 4] (&S : 00408) ITEBH SN, LD
KOGREBEHEMIINVT N E OZBNRD 5N, FOMFHIZZHRLTNSLZ
ENOATEHREICE R ERIZTOLOTIIARWEEZZ NS, b, AP RITWR
HTHLURALIFERING Z 05, BBYEICERT 22Tl & HE L
7.
AT D 10 mg/kg HD 1 Fl (EFES - 50205, I HEN) T, ET5MA
RITDIBEERBIUFEAPIRICBIT ZIMEREOIENRD ENE. £, &
k26 HiIZHR L 722 &0 6, BRLEBEEZERLDRETH 7. £HiER
WMFET L7z 60 mg/kg BED 1 il (FEE : 50304) Tik, BEB L ORI D /N
L3RS 5Nz,
T OM, HREBBIVREREINSHYTH ONORIBHNZELAERD 5 N0,
HERIZEBRR<BRENRRETHZ N KREBYE LIIBEEO R WEL E
AT L 7=, -

8.1.10 YRR R

#5 R % Table 38, Appendices 39, 40 127”9,

HBRMBIZER T % & BHON 52D OBIED X OMERE O BEREIZER D 5 7z,
ZTORBERNZXHER1ITEE D,

XH&]l #HRHEICERT S S EhN ORIERL LS coRRRN

TERT
et T EERT TR BT R
BEA 12 (mg/ke) 0 10 300 0 300 0 10 60 300 0 300
i BESNE b 5 5 H 5 5 5 5 5 5 5 b
TT—F
T DLE + 0 1 1 0 { 1 0 0 0 0
++ 0 i 0 ) 0 0 0 0 0 0
Bt
FENE b R 0D B R 0 0 2 4 0 ] { 0 0 4 0 3

SL—F . mwww

BIE T, IEMRME EEICBT 2 THEILE OBEENER S BRANEHYm O 300
mg/kg BEDOMETRD BNz, 7B, 300 mg/ke B TIIEE QM-I K26,
10 BEN 60 mg/kg # TIIBMBRENHS 1 HlIZERD SN, BB, FERD
WRETHBMATIENE 1 FICASNTNEZENS, 10 BXLN60 meke #
OELITEHRREROBILEEZZSND. —F, HEKRTHED 300 mgkg BETH
BB 1 BlICAHA NI T, KREIZKXDEEZRL TWEHDEER
515,

BERE T, MM iE ks R O BALE T AR DY 60 me/kg B DKE 2 #il, 300 mg/kg BED
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MR 4 BIIZERY sz, BEIEROMIEY TIIEMRZ DY 300 mg/kg B DI
3FICED LN, PEMHMEZES & THTIINS, MTEWHELEho7=.
B, MEBEFRBICB TS /KB, 300 mgkg BOBGEHHEINEYMB IO
EEERBREY OFNZIMEHS 1 GLZERD SNz, ORI ARREN A
LNOBETHORBEBESBENZENS, HEBRWME S 1IBEEO N &R
Lz, £z, T8 U NKREBEEZRL 28 T3, BEOBEMBRED 300
mg/kg B OEERMBIIBMOMH | Hl2RERHENEZ. LD, MOKSE DB
WIERZ R LUZEYTIZY 2NBRBRERNWZ &S, U2 /NREE SRR &
OENCHELZEEEI WD EEZ END.

ZDIENETERZEE D, e OMBELI 558 X O mIE % BT E ) O At
EEUERTROSNE. UL, N5 Ty FTIIERRENICRB T 541k
THO, TOHRBERNICHSDRBENASNIRNZ &G, HEBRYE SEED
RN HIE L.

ke, MRVEER EINREOIENA S NIESGREY T, IPEEB LU EBE
N R HLER 1 2 MM AR S, IR OBEAMEOEILNHETH - 7.
7, AENRICIZEBEED SN o7z, R I U O /NN D 5
N=2HERNET LY T, BIREERL TWads, BB IZERERY
BEEARDenaho T,

8.2 AEFHFEE N

8.2.1 A:FHERE

%& 5% Table 39, Appendices 41, 42 12577 .

HREMBRE T, 4 AEBZRLUZEWAIEEE, 10, 60 BTN 300 mgkg BT
FNEN 1260k, 10, 11, 9BEXUPR2FATHO, ¥HEMEIZISHERAHOER
HONWTERIIRD s NAaho k. £, BEHANZRTEILRD s Nan
27z,

ZTRIIBRHOLSHFATRIIL, XBE, ZHE, KEMEOR, REHELETICH®
LIS OMEE S ICHBRYE RS &GRS OMIZABEETED 5Nk
mo iz,

822 B IUHEIRE

f& B8 % Table 40, Appendix 43 1Z/RT .

IEIRHART, AR, BERE, BREBEBIODPBREONTNICOEBRMBER SR &
WHEEEOMIZEERETIRD NN o7z,

SIREEOBETIL, SR 7 AY 10 mgkg BED 1 Bl (EMWE - mmﬁk.@
SY 4 Wil ﬂmZBHwﬁ%TM%EﬁzﬂmﬁmﬁaEmtﬁ BHIZIE 2 Hl&
HREIN, BHYOFERNICIZRENMMZIZLDER S NE. ﬁﬁ%@ﬁ%&
%Ht#ﬁmmmem@ottw R 26 HICHIBL, FEMIZRRYE 3 FlD
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BREEELE. 2HEROET 60 mgke D 1 il (EWHHBS : 50304) T
F2 HIZA SN, YZSEMME R ic i, s, HitinEREo
WETEZEZ RSN oz, FOMOBEII BB L UOHBETEIORFITRD 5
Nixinosz.

823 HEB~OKE

8231 PFrEROBE

#E L% Tables 41, 42, 45, Appendices 44, 45, 48 17279,

A% 0 HPEU4 HOAEEROMEED 10 mgkg #, Lt 4 HOAEROMELR
300 mgkg B TENTINHBR EREEENZD SN, £Ofl, HERE,
HARBIOHE RO 4 AEFERTIEBRY B SH &AHEEEE OMICEFEEIR
2, —RREBIZBVWTHHBDEICER T 223D SN o7z. 2B,
NERE & U TERB L UBEITOGH 60 mg/keg BEOHE 1 FITRD 5N, 1
BT H BNT2720F T, 300 mgkg BT I TWARWI MG, HBRHE S
B O WHRREEDOZ(L S B L 7.

8232 MKE

4B % Tables 43, 44, Appendices 46, 47, 50 12719

MHEOKRER LI CEREMNE & O HBRYE RS # &o A & ORI BZEITER
o NEho k.

8233 Hlk

%551 % Table 46, Appendix 49 [Z7RT .

1% 4 HOAEFEROERBIUETIEORRTIE, HBRYEICTERT 2RENR
IR s Nl 7.
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9. EEBLUHE W
raoprrondkg & 10, 60 3L 300 mgkg ODAET SD £I v k
(Crl:CD(SD)) DMEMEITAIELRT 14 B SRIE 2R THEVEE 42 HRE, MR,
SHERTHE 4 HETHRE L, KERSGHFEBIOEBRBEFEE, RoicE
NS OEEDEEMEIZ DN TR L 7.

RiE®R5HEMHE

B G R OIS 300 mgkg B THEHF, Mo plizildonz, BWBEFEOLET—
& — M ENETEM, 8O, RAOZBRIZBWTHEEZET 52 L[3], %
MEOHEUMETH 5L 7 ONFY VIR BHRIEDE TH D52 ENH SN TN
L2212 EDS, FMEIEBMENE T ARMERICL0ERINEELEELS
N5, oM, BREHEPICEEBRYEICRRTA2EEIZBD s NLho /2. o
A TN 10 mg/kg #E, SHERIETN 60 mgkg B TE 1 HlLTAHA SN, 300
mg/kg H T BB LOHETBHORENED SN TRV MG, BERYE
O WERENRELEEZ NS, 2B, FMERER, BERTR X
OHREFHEHE THORBRYE DZET/1<, MRERZRET 22D 5
nizinoiz.

WMHEEMAEORKE, HBRYEHICERT 220E U TEBRBOEMKME FEIZHBT
2 FHTEE OB 300 mg/kg BEOHE, BEMEREEE O BHHRIE LA 60 mg/kg P L
OEEDOHED TN 300 mgkg O TRD SNz, BRIIBIT2MTHEOLER,
EHWENREE ERICHRREND ZETRATLIEMATHO, #F7y TR
Bx OZEYERSGIZE->Ta2U /07D D E2EUMTROFEENERT 5 &
ENTWB[5]. ARBTHHICBWOTOAFEEL, 300 mgkg HTIXZOREN
Wman/z. -, BEER CTHEBEBEEORMED 300 mg/kg B OM TRO 5N,
HBENELICERT2DDEEZEND.

BERRE I BV 2 BERERE IS O AR ERIX, 4 OFERICK 28T LR OBRGHRICS
FAEAGTHO, BHENREEZRETIVIERCHEET 5 L SNTWh5[6].
AR TIT 2B OEEHIENC X 0 #ETIEWME LD, TORERIZED 51N
feivof. BB I UOREHEMFRE TR, AMERICH LEBRMEICERT %
2B s Niaho 7z,

B O I E A -1 5 4 D 300 mg/kg BEOMEME TRRO 5 N7, MR MERED
EfEDY 300 me/kg BEOHETHSNA, BMRFROESE(COMBERETHR
et , FOESOBELLUTHRBELRLOEELOLNS. MKRELERET
VIR ) > D{RAED 300 mg/kg BEOMETRD SN, Lal, EBEY D OETFE
BT % &2 5N /MBI TUE LR RME O N ER 2 mRY
BHRBABFE DA LNR I END, TOERNIARTH . WEEE
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T, MEHRETRORET, FEOHMEROEMED 300 mgkg BEOH, KF
i K R ORI EEOESEN R OM TR o, RE5HBKR TROBE
THRIMEEESHEBEMZRL, HBEMEOFENEONZ. LML, MIERE,
MREFRER L UOWBEERERER EN S EEHM A2 RE T 52 NED
S5NTWRWI &G, FHENCEERSLTIIRWnWEEZZ NS,

HEYEICERNT & B0, EHEMRMICKD BB EERE2ED, 5
WIHEERL, HEHMZRLTWSHDEEZ 515, UL, HOBHBER,
S D FEE M RG IS D BAATIA T BR 12 D WY T BIRE /R [BIE HE AR S iy o 7z

et b e

AW, TRBE, ZR®R, HUR, TIREM, JEK, BREE, BRE, HER,
SHEBLVHETHONTNICH BB ICERT 228130 5N, BEy
W26 USSR O E I W EB R 5N 5.
FEROREIZBWT, &% 0 BB UN4 HOEEROMEA 10 mg/ke B, 45
AHDOLEFIROMHERN 300 mghkg B TEZNZNRBHELREZELENRED SN,
UL, B O0HOKEOEMERICBITBZHILITIIFEEN W &, %Y
B G5H THEDR D IZOWT —EDMEMAIRNT &, HBEHIIBITHECIRD
RODEBEDH NI EMG, HEYEEHEOIIWERNREEEZT 5N,
TOMORETIE, HERE, HARE, £%4HOEFE, HE, —RRE, &
HBIUOEHROWTNICHERYEICRRT 22RO S ho 7. LR
-5 T, HEBEYEIRMROBEBLUVRENEEERIZTHOTIAIRVEELEALS
ns.

P EDXDZ, yooai7onddrE2RERORS LR, —REEENR
FABELUT, 300 mgkg B THRGHEOTIDS ZOEREEMOMG 2R, B
JRIZBIT DM FREOLE EEEBINNH, 51T 60 mgkg A EOEOHSB LN
300 mg/kg B DM TP O BALBEERARD 51z, INs O 2 #H[EH
OEEHBIC X D EE R ZR LY, BEOBBELRD I OUMEDBEDOREL O Bl
WAL 2 WL LomMERMRSREEEZ SNE. EEREFEANOREIIHE
YR IOFERICH L THHBMEICERNT S 2B{LIERD s Nmho Tz,

LN T, ZRBEATICBIA2RERGERICE T IEZESIIHT 10

mg/kg/day, MET 60 mg/kg/day, EEFEFIEICET 5 EZERIMEOREM S
FRE & B 300 mg/kg/day EBE X HN5.
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Fig.1 Motor Activity of male rats treated orally with Chlorocyclohexane in the combined repeat dose and
reproductive/developmental toxicity screening test
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Fig.2 Motor Activity of female rats treated orally with Chlorocyclohexane in the combined repeat dose and
reproductive/developmental toxicity screening test



Body weight (g)

600

500

400

300

200

100

Study No. B041794

—— 0 mg/kg
—&— 10 mg/kg
= —8— 60 mg/kg
—0—300 mg/kg

Treatment Recovery

8 15 22 29 36 42 43 50 56 (day)

Fig.3 Body weight changes of male rats treated orally with Chlerocyclohexane in the combined repeat dose and
reproductive/developmental toxicity screening test
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Fig.5 Body weight changes of female rats (satellite animal) treated orally with Chlorocyclohexane in the combined
repeat dose and reproductive/developmental toxicity screening test
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Fig.6 Food consumption of male rats treated orally with Chlorocyclohexane in the combined repeat dose and

reproductive/developmental toxicity screening test
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Table 1 Clinical Sign - Summary Male
Test Substance Day 1 2 3 4 5 6 f 8 9 10 11 ¥ 13 14 15 16 17
Dose (mg/kg) Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 0 20 10 20 10 20 10 20 10 20 10 20 10 20
CCH Number of Animals 1212 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 §2 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 No Abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
CCH Number of Animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 {2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12
10 No Abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
CCH Number of Animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
60 No Abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
¢CH Number of Animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 {12 12 12 12 12 12 12 12 12 12 12 12 12
300 No Abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 12 10 12 9 12 8 12 & 12 5 12 8 12 717 12 17
Salivation 1 ¢ 0 0 0 000 0 0 0 0 0 00000 1 0 2 030 4 0 6 0 7 0 4 0 5 0 5
+, Present; 1, Slight; 2, Moderaie; 3, Severe;

Time 10, Before dosing;

Time 20 , Affer dosing;
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Study No. B041794
Table 1 Clinical Sign - Summary Male
Test Substance Day 18 19 20 2 22 23 24 25 26 27 28 29 30 31 32 33 34
Dose (ng/kg) Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
CCH Number of Animals 12 12 12 %2 12 12 12 12 {2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12 (2 12 12 12 12
0 No Abnormality 12 12 12 12 12 12 12 12 12 t2 t%2 iz 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
CCH Number of Animals 12 12 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 {2 12 12 12 12 12 12 12 12 12 12 12
10 No Abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
CCH Number of Animals 12 12 12 12 12 12 12 12 12 12 (2 12 12 12 12 12 12 12 12 {2 12 12 12 12 12 12 12 12 12 12 12 12 12 12
60 No Abnormality 12 12 12 12 12 12 12 12 13 12 (2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
oot Number of Animals 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
300 No Abnormality 12 712 6 12 7 12 5 12 6 12 5 2 6 12 & 12 4 12 5 12 & 12 5 12 6 12 6 12 5 12 6 12 &
Salivalion 1 ¢ % 0 6 0 5 0 7 ¢ 6 0 7 0 6 0 7 0 8 0 7T 0 7T O T O 6 0 6 0 7T 0 6 0 7
+, Present; £, Slight; 2, Moderate; 3, Severe;

Time 10 , Before dosing;

Time 20 , After dosing;
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Table 1 Clinical Sign - Summary Male
Test Substance Day 35 36 37 38 39 40 41 41 43 44 45 46 47 48 49 50 51 52 53 54 55 56 57
Dose (mg/kg) Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
CCH Number of Animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 5 5 &5 5 &5 &5 5 5 & 5 5 5 5 §
0 No Abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 5 5 5 5 5 § &5 5 5 &5 5 § § §
CCH Number of Animals 12 12 12 12 12 12 12 12 {2 12 12 12 12 12 12 12 12
10 No Abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
CCH Number of Animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
60 No Abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
CCH Number of Animals 12 12 12 12 12 12 12 12 12 12 12 12 12 t2 12 12 12 &% % & & 5 5 5 5 &5 5 5 5 5 3§
360 No Abnormality 12 512 6 12 6 12 812 7 12 612 5 12 8 12 5 &5 & B % 5 & §5 5 5 5 §5 5 5
Salivation 1 0 7 0 6 0 6 0 4 0 5 0 6 0 7 0 4 00 C0CO0CCCOCOCO0O OO DO D D O
t+, Present; 1, Slight; 2, Moderate; 3, Severe;
Time 10 , Before dosing; Time 20 , After dosing;
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Table 2 Clinical Sign - Summary Female
Test Subsiance Day 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
Dose (mg/kg) Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
CCH Number of Animals [ A A A A A A A A A A O D A A A A A B VA VI WO VA A & R Y V
0 No Abnormality I D A S R A I A A AN I N A O A I N I O A A A O /D I F A S U A A & A N
¢CH Number of Animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
10 No Abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
CCH Number of Animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
60 No Abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
CCH Number of Animals 17 17 17 17 17 17 17 17 17 1% A9 17 17 19 17 (79 1% 1°v 179 17 17 @17 17 17 1 17 171 17 17 17
a00 o Abnormality 17 17 17 17 17 17 179 17 171 17 17 17 17 17 17 17 17 16 17 6 47 15 17 15 17 14 17 17 17 16
Salivation 1 000 0 00 O0O0CTCO0OD0DODODTO0OTO0OOD0OO0OTO0OCO0OT1T O T 0O 2 0 2 0 3% 0 0 0 1
+, Present; 1, Slight; 2, Moderate; 3, Severe;
Time 10 , Before dosing; Time 20 , After dosing;
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Table 3 Clinical Sign - Summary Female (Mating period
Test Substance Day 16 17 18 19 20 21 22 23 24 25 26 27
Dose (mg/kg) Findings Time 10 20 10 20 10 20 10 2¢ 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
CCH Number of Animals 3 8 5 ) 2 2 1 1 1 1 1 1 [ 1 { 1 1 1 1 [ [ [ l 1
0 No Abnormality 8 8 5 5 A 2 1 1 1 1 1 1 1 1 1 1 1 1 1 1 l 1 1 1
CCH Number of Animals 7 7 4 4 3 3 3 3 3 3 2 2 2 2 p/ 2 2 2 2 2 1 l 1 1
10 No Abnormality 7 7 4 4 3 3 3 3 3 3 2 2 2 2 2 2 2 2 2 2 1 1 1 1
CCH Number of Animals 6 6 5 5 3 3 l l | | 1 1 1 1 1 1 1 1 1 1 1 1 1 |
60 No Abnormality b 6 5 5 3 3 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 H
CCH - Number of Animals 9 9 7 7 5 5
300 No Abnormality 9 9 7 7 5 5

+, Present; 1, Slight; 2, Moderate; 3, Severe;
Time 10 , Before dosing; Time 20 , After dosing;

13



Study No. B04179%4
22 23 24

19 20 21

14 15 16 17 18

12 13

§ 9 10 11

7

1

T

: Before dosing
o /Dag
Findings

Time 10

Clinical Sign (FQ Gestation) - Summary
: Female

Sex

Test Substance
Dose (mg/kg)

Table 4

=]

A et

oo
et

e\asy
o

[ Lo |
mend ol

[ I ]
)

oaca
— e

caca
ot

e
e d

[ Lo ]
Sl s

[oan B |
ot

oaea
B

[ [ |
et e

[ [ ]
o] s

corcy
——

[ T ]
o o

oI
——

eNey
——

[ TN ]
Tt

[ [ ]
—ir—

[~ [
o —t

[ 1 ]
oy

Ao
A —

[aSIn ]
—r—

Number of animals
No abnormality

0

CCH

D vt

[= v o]

foa [l |
e

ey
el

cac
Aod

[l ]
—t et

oI
ot

[ L]
—tp-t

oaca
ot et

e
o ot

e
—

[T~ ]
]

e
o —

[ ]
s y—

o\
——

ey
el et

cae
— el

[os o]
——

oNues
e ot

(o[ ]
—{r—t

[ [ |
o ot

[ b |
o panemf

oaesy
ey

[ L]
—ed

Incompleat deYiverv

Number of animals
No abnormalit

10

ccH

(e ole o]

e
o

[ T
—

[os L=
ot ot

[ I |
—tr—t

e\
——

e\
ey

o
—

[ ]
At et

e
Yo

o
o

o
——t

oy
Y—

oo
——

(= [on |
y—

ogca
v ot

oI
—t

oo
e g

oo
ey

cassy
Eauhans]

[ [ |
oyt

[ Lo |
Yo

e~
o

Number of animals
No abnormality

60

CCH

[ I |
o et

odesa
ot i

oacT
ety

oacsy
vl gpd

[T |
—r—

eaea
—t——

oNes
—r—t

e
et

[N ]
Vet i

o\
el vl

[ [ ]
——

[T |
et yd

oaca
et

[oou L
ot

[ |
e el

o
——

ey
e et

oo
Yo —t

caca
oyt

[ [~an |
——

e
] o

[ Trps
el et

Number of animals
No abnormality

300

¢cH

14




-
Table 4
Table Continued Study No. B041794
Clinical Sign (F0 Gestatiop) -~ Summary
Sex : Female Time [0 : Before dosing
Test Substiance /Da
Dose (mg/ke) Findings 2§ 26
CCH Number of animals 1 1
10 No abnormalit 0 0
Incompleat deYivery 1 1
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Table 4
Table Continued

Clinical Sign (F) Gestation) - Summary
Sex . Female Time 20 : Affer dosing

Study No. BO41794

Test Suobstance /Da
Dose (mg/kg) Findings Zg
CCH Number of animais 1
10 No abnorma]1t¥, 0
Incompleat delivery 1
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Table & Study No. B041794

Clinical Sign (F0 Lactation) - Summary
Sex : Female Time 10 : Before dosing

Test Substance /Da
Dose (mg/kg) Findings 8 1 2 38 4 5
CCH Number of animals 12 12 12 12 12 12
0 No abnormality 12 12 12 12 12 12
CCH Number of animals I 11 11 11 1
16 No abnormality 11 11 1l
CCH Number of animals 12 12 12 11 11 11
60 No abnormalit 11 1 11 11 1
Total 1itter loss 1
Soiled perineal 1 1 1
region
CCH Number of animals 12 12 12 12 12 12
300 No abnormality 12 12 12 12 12 12
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Table 5 )
Table Continued

Clinical Sign (F0 Lactation) - Summary
Sex : Female Time 20 : After dosing

Study No. B041794

Test Substance /Da

Dose (ng/kg) Findings H I 2 3 4
CCH Number of animals 12 12 12 12 12
0 No abnormality 12 12 12 12 12
CCH Number of animals 1 11 11 1 1
10 No abnermalily T 11 11 11 1
CCH Number of animals 12 12 11 11 1
60 No abnormality 11 11 11 11 11

Soiled perineal 1 1

region

CCH Number of gnimals 12 12 12 12 12
300 No abnormality 1w 91 9 9
Salivation 2 3 1 3 3
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Study No. B041794

Table 6 Clinical Sign - Summary Female ¥
Test Substance Day 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32
Dose (mg/kg) Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10
CCH Number of Animals 5 5 5 5 5 5 5 5 5 5 5 & B 5 5 5 5 5 5 5 5 &5 5 5 5 5 5 5 5 B 5 5 5
0 No Abnormality 5 5 5 5 5 5 5 5 5 & 5 5 B 5 5 5 5 5 5 5 5 5 5 5 5 5 % 5 &5 5 5 5 5
CCH Number of Animals 5 5 5 5 &5 % 5 5 5 5 5 6 5 5 5 5 H H 5 5 5 5 5 5 5 5 &5 5 5 5 5 § 5
300 No Abnormality 5 4 5 4 5 4 5 4 5 4 5 5 5 5 5 B 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Salivation 1 6t 0101 ¢ 1 0 1t ¢ 4 00 06 0 00 O0CCO0CO0 OO D OO0 OO0 OO0 0 OO
t, Present; 1, Slight; 2, Moderate; 3, Severe;
Time 10, Before dosing; Time 20 , After dosing;

$:Satellite animal
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Study No. B0417%4

Tahle 6 Clinical Sign - Summary Femalp #
Test Substance Day 33 34 35 36 37 38 39 40 41 42 43 44 45 46 47 48 49 50 51 52 53 54 55
Dose (mg/kg) Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
CCH Number of Animals 5 5 5 5 5 5 5 5 5 5 5 5 §5 5 5 &5 & 5 5 5 5 5 5 & 5 5 5 BE 5 5 §5 5 5
0 No Abnormality 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 §5 5
CCH Number of Animals 8 5 5 5 & 5 5 5 5 5 5 65 5 5 5 H 5 5 5 5 5 5 6 B 5 5 5 5 5 5 5 h 5
300 No Abnormalily 5 5 5 5 5 5 5 5% 5 5 5 5 5 & & 85 5 5 5 5 5 H 5 5 H 5 5 5 5 5 5 5
Salivation f 0 6 0 0 0 0 0o 0 0 ¢ OO CO® O COCOTOC®OG®O OO OCO0OODCOC DO O OO0 0 0 0O
+, Present; 1, Slight; 2, Moderate; 3, Severe;
Time 10, Before dosing; Time 20, After dosing;

#:5atellite animal
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Study No. B041794

Table 6 Clinical Sign - Summary Female *
Tesi Substance Day 57
Dose (mg/kg) Findings
CCH Number of Animals 5
0 No Abnormality 5
CCH Number of Animals 5
300 No Abnormality 5
Salivation 1 0
+, Present; [, Slight; 2, Moderate; 3, Severe;

#:Satellite animal
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Study No. B041794

Table 7 Detailed Clinical Observaiions — Summary Week —1)
Sex: Male Female
Items Test Substance: CCH CCH CCH CCH CCH CCH CCH CCH
Dosc (mg/ks) : 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Home cage observations {Criteria)
Tremor N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Clonic convulsion N 12 12 12 12 17 12 12 17
1 0 )] 0 0 0 0 0 0
2 0 0 0 0 0 0 0
Tonic convulsion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Breathing N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 f
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Hand-held observations
Reactivity on removal 1 0 0 0 0 0 0 0 0
{rom the cage 2 12 12 12 12 17 12 12 17
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
) 0 0 0 0 0 0 0 0
See Annex 12.7 for details of criteria.
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Study No. B041794

Table 7 Defailed Clinical Observations - Summary (Week -1)
Sex: Male Female
Items Test Substance: CCH CCH CCH CCH CCH cen CCH CCH
Dose (mg/ke) : 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 17 17
Hand-held observations (Criterial
Reactivity to handling l 0 0 0 0 0 0 0 0
2 12 12 12 12 17 12 12 17
3 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
Aggression N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Trauma N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Color of skin N 12 12 12 12 17 12 12 17
| 0 0 0 0 0 ] 0 0
2 0 0 0 0 0 0 0 0
Soiled fur N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Exophthalmos N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Palpebral closure 1 12 12 12 12 17 12 12 17
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
Color of conjunctiva N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 ¢
2 0 0 0 0 0 0 0 0
Secretion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0

Sec Annex 127 for details of criter

—

a.
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Study No. B041794

Table 7 Detgiled Clinical Observations - Summary (Week -D)
Sex: Male Female
[tems Test Substance: CCH ccH ccH CCH CCH CCH ccH CCH
Dose (mg/ke) : 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Hand-held observations (Criterial
Lacrimation N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
Salivation N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 ( 0 0 0
3 0 0 0 0 0 0 0 0
Piloerection N 12 12 12 12 17 12 12 17
p 0 0 0 0 0 0 0 0
Pupil size N 12 12 12 12 17 12 12 17
| 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Open field observations
Rearing Mean 3.8 58 7.6 5.5 3.9 12.3 8.0 7.6
S. D. 4.1 3.0 4.8 3.3 3.8 50 h. 6 4.2
Arousal 1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0
3 12 12 12 12 17 12 12 17
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Urination N 8 11 10 8 14 10 g 16
P 4 1 2 4 3 2 3 I

See Annex 12.7 for details of criteria
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Study No. B041794

Table 7 Detailed Clinical Observations - Summary (Week -1)
Sex: Male Female
Items Test Substance: CCH CCH ccH CcH CCH {CH cCH CCH
Dose (mg/kg) : 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Open field observations (Criterial
Defecation N 6 5 9 9 17 12 12 17
P 6 7 3 3 0 0 0 ' 0
Posture, body position N 12 12 12 12 17 12 12 17
| 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
) 0 0 0 0 0 0 0 0
Breathing N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Co-ordination movement N 12 12 i2 12 17 12 12 17
0 0 0 i} 0 0 0
Gait N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 i} 0 0 0 0
5 0 0 0 0 0 0 0 0
) 0 0 0 ¢ 0 0 0 0
7 0 0 0 0 0 0 0 0
Tremor N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0

Sée Annex 12.7 for details of criteria
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Study No. B041794

Table 7 Detailed Clinical Observations — Summary (Week -1)
Sex: Female
Items Test Substance: ¢l CCH CCH CCl CCH CCH CCH CCH
Dosc (mg/ke) : 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Open ficld observations (Criteria)
Clonic convulsion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 ]
2 0 0 0 0 0 0 0
Tonic convulsion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
) 0 0 0 0 0 0 0 0
Stereotypy N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Bizarre behaviour N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0

See Annex 12. 7 for details of criteria.
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Study No. B0417%4

Table 7 Detailed Clinical Observations — Summary (Week 1)
Sex:
[tems Test Substance: CCH CCl CCH CCH CCH CCH CCH CCH
Dose (mg/kg) : 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Home cage obscrvations {Criteria)
Tremor N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Clonic convulsion N 12 12 12- 12 17 12 12 17
l 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 {
Tonic convulsion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 ]
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Breathing N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
B 0 0 0 0 0 0 0 0
Hand-held observations
Reactivity on removal 1 0 0 0 0 0 0 0 0
from the cage 2 12 12 12 12 17 12 12 17
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
i 0 0 0 0 0 0 0 0

See Annex 12.7 for details of criler

—

i.
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Study No. B041794

Table 7 Detailed Clinical Observations - Summary (Week 1)
Sex: Male Female
Items Test Substance: CCH CCH CCH CCH CCH CCl {CH CCH
Dose (mg/ks) : 0 10 60 300 )] 10 60 300
_ Number of Animals: 12 12 12 12 17 12 12 17
Hand-held observations {Criteria)
Reactivity to handling | 0 0 0 0 0 0 0 0
2 12 12 12 12 17 12 12 17
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
Aggression N {2 12 12 12 17 12 12 17
‘ P 0 0 0 0 0 0 0 0
Trauma N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Color of skin N 12 12 12 12 17 12 12 17
[ 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Soiled fur N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0
Exophthaimos N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0
Palpebral closure 1 12 12 12 12 17 12 12 17
2 0 0 0 0 )] 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
Color of conjunctiva N 12 12 12 12 17 12 12 17
| 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Secretion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 { 0 0 0 0 0 0

See Annmex 12.7 for details of criter

[,

d.
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Study No. B041794

Table 7 Detailed Clinical Observations — Summary (Week 1)
Sex: Male Female
[tems Test Substance: CCH CCH CCH CCH CCH CCH CCH CCH
Dose (mg/kg) : 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Hand-held observations (Criterial
Lacrimation N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
Salivation N 12 12 12 12 17 12 12 17
l 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
Piloerection N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Pupil size N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Open field observations
Rearing Mean 3.8 4, 6 3.9 2.3 5.2 11. 6 6.8 7.7
S.D. 3.4 3.7 3.9 2.1 3.8 4.7 4.7 3.9
Arousal 1 0 0 0 0 0 0 0 i}
2 0 0 0 0 0 0
3 12 12 12 12 17 12 12 17
4 0 0 0 ] 0 0 ]
5 0 0 0 0 ] 0 0 0
Urination N 8 7 8 9 15 12 12 17
P 4 B 4 3 2 0 0 ]

See Annex 12.7 for details of criteria
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Study No. B041794

Table 7 Detailed Clinical Observations — Summary iWeek 1)
Sex: Male Female
Items Test Substance: CCcH CcCHl CcH CCH ccH CCH CCH CCH
Dose (meg/kg) : 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Open field observations (Criteria)
Defecation N 7 7 5 7 14 12 12 17
P 5 5 7 ) 3 0 0 0
Posture, body position N 12 12 12 12 17 12 12 17
l 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Breathing N 12 12 12 12 17 12 12 17
| 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 ;
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Co-ordination movement N 12 12 12 12 17 [2 12 17
0 0 0 0 0 0
Gait N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
] 0 0 0 0 0 0 0 0
7 0 0 0 0 0 0 0 0
Tremor N 12 12 12 12 17 12 12 17
[ 0 0 0 { 0 0
2 { 0 0 0 0 0 0 0

See Amnex 12.7 for details of criter

—_

a.
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Study No. B041794

Table 7 Detailed Clinical Observations — Summary (Week 1)
Sex: . Female
[lems Test Substance: cCH ccH CCH CCH CCH CCH CCH CCH
Dose (meg/ke) : 0 10 60 300 ] 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Open field observations (Criteria)
Clonic convulsion N 12 12 12 12 i7 12 12 I7
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Tonic convulsion N 12 12 12 12 17 12 12 i7
l 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Stereotypy N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Bizarre bchaviour N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0

See Annex 12.7 for details of criteria
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Study No. B041794

Table 7 Detailed Clinical Observations - Summary Week 2)
Sex: Male Female
Items Test Substance: {CH {CH CCH CCH CCH CCH CCH CCH
Dose (mg/ke) : 0 10 60 300 0 110 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Home cage observations (Criteria)
Tremor N 12 12 12 12 17 12 12 17
l ( 0 0 0 ] 0 0 0
2 0 0 0 0 0 0 0 0
Clonic convulsion N 12 12 12 12 17 12 12 17
| 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 ] 0
Tonic convulsion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Breathing N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Hand-held observations
Reactivity on removal 1 0 0 0 0 0 0 0 0
from the cage 2 12 12 12 12 17 12 12 17
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 ]
6 0 0 0 0 0 (] 0 0

See Annex 12.7 for details of criter

—_

.
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Study No. B041794

Table 7 Detailed Clinical Observations - Summary {(Week 2)
Sex: Male Female
Items Test Substance: CCH CCH CCH CCH CCH CCH CCH CCH
Dose (mg/kg) : ¢ 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Hand-held observations {Criterial
Reactivity to handling 1 0 0 0 0 0 0 0 0
2 12 12 12 12 17 12 12 17
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 it
Aggression N 12 12 12 12 7 12 12 17
P 0 0 0 0 0 0 0 0
Trauma N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 { 0
Color of skin N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Soiled fur N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 ] 0
Exophthalmos N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Palpebral closure 1 12 12 12 12 17 12 12 17
2 0 0 0 0 0 0 ] 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
Color of conjunctiva N 12 12 12 12 17 12 12 17
l 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Secretion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 it

See Amnex 12.7 for details of criter

ia.

[
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Study No. B041794

Table 7 Detailed Clinical Observations — Summary (Week 2)
Sex: Female
Ilems Test Substance: CCH cel CCH CCH CCH CCH CCH CCH
Dose (mg/kg) : 0 10 60 300 ( 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Hand-held observations (Criterial
Lacrimation N 12 12 12 12 17 12 12 17
| 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
Salivation N 12 12 12 12 17 12 12 17
l 0 1 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
Piloerection N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 ¢ 0 0
Pupil size N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 ] 0 0
2 0 0 0 0 0 0 0 0
Open field observations
Rearing Mean 2.1 2.4 1.1 1.1 4.8 6.4 7.4 5. 6
S.D. 3.2 3.5 1.9 1.6 3.5 6.5 4.3 50
Arousal 1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 12 12 12 12 17 12 12 17
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 ] 0 0
Urination N 10 9 12 11 17 12 12 17
P 2 3 0 1 0 0 0 ]

See Annex 12.7 for details of criteria
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Study No. B041794

Table 7 Detailed Clinical Obscrvations — Summary (Week 2)
Sex: Male Female
[tems Test Substance: CCH CCH CCcH ccH cCI CCH CCH CCH
Dose (mg/ke) : 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Open field observations {Criferial
Defecation N 5 6 b 7 17 12 12 17
P 7 6 5 0 0 0
Posture, body position N 12 12 12 12 17 12 12 17
l 0 0 0 0 ) 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Breathing N 12 12 12 12 17 12 12 17
[ 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Co-ordination movement N 12 12 12 12 17 12 12 17
p 0 0 0 0 0 0 0
Gait N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 { 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 { 0 0 0
5 0 0 0 0 0 0 0 0
6 0 0 0 0 ] 0 0 0
7 0 0 0 0 0 0 0 0
Tremor N 12 12 12 12 17 12 12 17
{ 0 0 0 )] 0 0
2 0 0 0 0 ] 0 0 0

See Annex 12.7 for details of criter

o,

.
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Study No. B041794

Table 7 Detailed Clinical Observations - Summary {Week 2)
Sex: Female
Items Test Substance: cCcH CCH CCH CCH ccH CCH CCH CCH
Dose (mg/kg) : 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Open {ield observalions (Criteria)
Clonic convulsion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 ] 0 0 0 0 0 0 0
Tonic convulsion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Stereotvpy N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Bizarre behaviour N 12 12 2 12 17 12 12 17
p 0 0 0 0 0 0 0 0

See Annex 12.7 for details of criteria
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Study No. B04179%4

Table 7 Detailed Clinical Observations — Summary {(Week 3)
Sex: Female
Items Test Substance: ccH CCH CCH CCH (CH {CH CCH CCH
Dose (mg/ks) : 0 10 60 300 0 10 60 300
. Number of Animals: 12 12 12 12 17 12 12 17
Home cage observations (Criterial
Tremor N 12 12 12 12 17 12 12 17
] 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Clonic convulsion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Tonic convulsion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 - 0 0 0 0
5 0 0 0 0 0 0 0 0
Breathing N 12 12 12 12 17 12 12 17
I 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 )] 0 0 0
Hand-held observations
Reactivity on removal ! 0 0 0 0 0 0 0 0
from the cage 2 12 12 12 12 17 12 12 17
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
6 0 0 0 0 0 0 0 i
See Annex 12.7 for details of criteria.

38



Study No. B041794

Table 7 Dctailed Clinical Observations - Summary {feek 3)
Sex: Male Female
Items Tesl Substance: CCH CCH CCH CCH CCH CCH CCH CCH
Dose (mg/kg) : | 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Hand-held observations {Criteria
Reactivily to handling 1 || 0 0 0 0 0 0 0
2 12 12 12 12 17 12 12 17
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
Aggression N 12 12 12 12 17 12 12 17
p 0 0 0 0 0 0 0 i}
Trauma N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 |
Color of skin N 12 12 12 12 17 12 12 17
| 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Soiled fur N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Exophihalmos N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Palpebral closure l i2 12 12 12 17 12 12 17
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
Color of conjunctiva N £2 12 12 12 17 12 12 17
l 0 0 0 0 0 0 0
2 0 0 0 0 | 0 0 0
Secretion N 12 12 12 12 17 12 12 17
{ 0 .0 0 0 0 0 0
. 2 0 0 0 0 0 0 ] 0
See Annex 12.7 for details of criferia.
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Study No. B041794

Table 7 Detailed Clinical Observations — Summary {Week 3)
Sex: Male Female
Ilems Test Substance: ccH Cch CCH CCH CCH CCH CCH CCH
Dose (mg/ke) : 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Hand-held observations {Criteria)
Lacrimation i {2 12 12 12 17 12 12 17
i 0 0 0 0 0 0 0 ]
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
Salivation N 12 12 12 12 17 12 12 17
I 0 0 0 0 ) 0 0 ¢
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
Piloerection N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0
Pupil size N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 ] 0 0
Open field observations
Rearing Mean 1.3 1.G 3.3 4.4 3.2 4.9 3.8 2.4
S.D. 2.1 2.1 4.0 2.7 3.3 4.3 3.1 2.1
Arousal 1 0 0 0 0 0 0 0 0
2 0 0 0 ) 0 0 0
3 12 12 12 12 17 12 12 i7
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Urination N 12 12 12 12 14 11 11 15
P 0 0 0 0 3 1 1 2

See Amnex 12.7 for details of criteria.
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Study No. B041794

Table 7 Detailed Clinical Observations — Summary {Week 3)
Sex: Male Female
Items Test Substance: cCcH cCH cCH CCH CCH CCH CCH CCH
Dose (mg/ks) : 0 10 60 300 0 10 60 300
Number of Animals: 12 i2 12 12 17 12 12 17
Open field observations (Criteria)
Defecation N 11 12 9 12 13 i2 12 17
P 1 0 3 0 4 0 0 ]
Posture, body position N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
) 0 0 0 0 0 0 0 0
Breathing N 12 12 12 12 17 12 12 17
| 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Co-ordination movement N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Gait N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
] 0 0 0 0 0 0 0 0
7 0 0 0 0 0 0 0 0
Tremor N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 (] 0 0 0 0 0 { 0

See Annex 12.7 for details of criter

—

a.
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Study No. B041794

Table 7 Detailed Clinical Observations ~ Summary (Week 3)
Sex: Female
[tems Test Substance: {CH CCH )| CCH CCH CCH CCH CCH
Dose (mg/ke) : 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Open field observations (Criteria)
Clonic convulsion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 ] 0 0 0
Tonic convulsion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 it ] 0 0 0 0 0
4 0 0 0 0 0 0 || 0
5 0 0 ] 0 0 0 0 0
Stereotypy N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Bizarre behaviour N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0

See Annex 12.7 for details of criteria.
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Study No. B041794

Table 7 Netailed Clinical Observations — Summary (Week 4)
Sex: Female
Items Test Substance: CCH | cCH ccH CCH CCH CCH CCH
Dose (mg/kg) : 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Home cage observations (Criteria)
Tremor N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 ] 0 0
Clonic convulsion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Toric convulsion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 ] 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 ] 0 0 0 0
Breathing N 12 12 12 12 17 12 12 17
| 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Hand-held observations
Reactivity on removal i 0 0 0 0 0 0 0 0
from the cage 2 12 12 12 12 17 12 12 17
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
i ] 0 0 0 0 0 0 0
See Annex 12.7 for details of criteria.
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Study No. B041794

Table 7 Detailed Clinical Observations — Summary (Week 4)
Sex: Male Female
Items Test Substance: CCH CCH CCH CCH (CH CCH CCH CCH
Dose (mg/ks) : 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Hand-held observations (Criterial
Reactivity to handling 1 0 0 0 0 0 ([ 0 0
2 12 12 12 12 17 12 12 17
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
Aggression N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0
Trauma N 12 12 12 12 17 12 12 17
P 0 0 i} 0 0 0 ] 0
Color of skin N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Soiled fur N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Exophthalmos N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Palpebral closure 1 12 12 12 12 17 12 12 17
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 ] 0 0
Color ol conjunctiva N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 ] 0 0
2 0 0 0 0 0 0 0 0
Secretion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 ] 0 0
2 0 0 0 0 0 0 0 {

See Annex 12.7 for details of criter

—_

d.
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Study No. 5041794

Table 7 Detailed Clinical Observations - Summary (Week 4)
Sex:
Items Test Substance: CCH CCH CCH CCH CCH CCH {cH CCH
Dose (mg/kg) : 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Hand-held observations {Criterial
Lacrimation N 12 12 12 12 17 12 12 17
| 0 0 0 0 0 0 0 0
2 0 0 0 0 0 ] 0 0
3 0 0 0 0 0 0 0 0
Salivatlion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 ] 0 0 0 0 0 0
Piloerection N 12 i2 [2 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Pupil size N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Open field observations
Rearing Mean 3.6 3.0 3.0 3.0 2.5 6.5 6.4 5.8
S. D 3.4 3.2 5. 1 2.7 2.6 6.5 50 5.3
Arousal 1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 12 12 12 12 17 12 12 17
4 0 0 0 0 0 0 0 0
g 0 0 0 0 0 0 0 0
Urination N 11 11 11 il 16 12 11 16
P [ 1 | 1 1 0 1 1

See Annex 12.7 for details of criteria
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Study No. B041794

Table 7 Detajled Clinical Observations — Summary (Week 4)
Sex: Male Female
Iiens Test Substance: CCH CCH CCH CCH cCl CCH CCH CCH
Dose (mg/ks) : 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Open field observations (Criteria)
Defecation N 7 10 12 12 14 12 12 17
P 5 2 0 0 3 0 0 0
Posture, bedy position N 12 12 12 12 17 12 12 17
l 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Breathing N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Co-ordination movement N 12 12 12 12 17 12 12 17
0 0 0 0 0 0
Gait N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
b 0 0 0 0 0 0 0 0
6 0 0 0 0 0 0 0 0
7 0 0 0 0 0 0 0 0
Tremor N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 {
2 0 0 0 0 (] 0 0 0

See Annex 12.7 for details of criter

.
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Study No. B041794

Table 7 Detailed Clinical Observations — Summary (Week 4)
Sex:
Items Test Substance: CCH cCl cCH CCH CCH CCH CCH CCH
Dose (mg/kg) : 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Open field observations (Criteria)
Clonic convulsion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 ]
Tonic convulsion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 ]
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 ]
5 0 0 0 0 0 0 0 0
Stereotypy N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Bizarre behaviour N 12 12 12 12 17 12 12 17
p 0 0 0 0 0 0 0 0

Sce Anncx 12. 7 for details of criteria.
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Study No. B041794

Table 7 Detailed Clinical Observations - Summary (Week 5)
Sex: Male Female
[tems Test Substance: CCH CCl CCH CCH CCH CCH CCH CCH
Dose (mg/ke} : 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Home cage observations {Criteria)
Tremor N 12 12 12 12 17 12 12 17
1. 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Clonic convulsion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Tonic convulsion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
b 0 0 0 0 0 0 0 0
Breathing N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
b 0 0 0 0 0 ) 0 0
Hand-held observations
Reactivity on removal 1 0 0 0 0 0 0 0 0
from the cage 2 12 12 12 12 17 12 12 17
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
b 0 0 0 0 0 g 0 0

See Annex 12.7 for details of criter

-t

a.

48



Study No. B041794

Table 7 Detailed Clinical Observations - Summary (Week 5)
Sex: Male Female
Items Test Substance: CCH CCH CcH CCH CCH CCH CCH CCH
Dose (mg/ke) : 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Hand-held observations (Criterial
Reactivity {o handling 1 0 0 0 0 0 0 0 0
2 12 12 12 12 17 12 12 17
3 0 0 0 0 0 0 0 i}
4 0 0 0 0 ] 0 { ]
Aggression N 12 12 12 12 17 12 12 17
P 0 0 0 0 ¢ ] i ]
Trauma N 12 12 12 12 17 12 12 17
p 0 0 0 0 0 0 0 0
Coler of skin N 12 12 12 12 17 12 12 17
1 0 0 0 0 ] 0 0 0
2 0 0 0 0 0 0 0 0
Soiled fur N 12 12 12 12 17 12 12 17
P 0 0 0 0 ] 0 i 0
Exophthalmos N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Palpebral closure 1 12 12 12 12 17 12 12 17
2 ] 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 it
Color of conjunctiva N 12 12 12 12 17 12 12 7
| 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Secretion N 12 12 12 12 17 12 12 17
I 0 0 0 0 0 0 0
2 0 0 0 0 0 0 ] 0

See Amnex 12.7 for details of criter

—

d.
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Study No. B041794

Table 7 Detailed Clinical Observalions — Summary (Week 5)
Sex: Female
[lems Test Substance: CCH CCH CCH CCH CCH CCH CCH CCH
Dose (mg/kg) : 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Hand-held observations (Criteria)
Lacrimation N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
Salivation N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 ] 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
Piloerection N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Pupil size N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Open field observations
Rearing Mean 3.4 3.4 2.8 5.6 5.3 5. 8 7.0 4.7
S.D. 4.1 3.1 4,8 2.5 4.4 4.8 3.0 3.4
Arousal 1 0 0 0 ] 0 0 0 0
2 0 0 0 0 0 0 0 0
3 12 12 12 12 17 12 12 17
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Urination N 12 11 11 12 15 12 10 13
p 0 1 1 0 2 0 2 4

See Annex 12.7 for details of criteria
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Study No. B041794

Table 7 Detailed Clinical Observations — Summary {(eek 5)
Sex: Male _ Female
Items Test Substance: || CCH CCH CCH CCH CCH CCH CCH
Dose {mg/kg) : 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Open field observations (Criterial
Defecation N 9 12 i1 12 16 12 12 17
P 3 0 1 0 l 0 0 0
Posture, body position N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Brealhing N 12 12 12 12 17 12 12 17
1 ¢ 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 ] 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Co-ordination movement N 12 12 12 12 17 12 12 17
p 0 0 0 0 0 0
Gait N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 i} 0 0 0 0 0 0 0
) 0 0 0 0 0 0 0 0
6 0 0 0 0 0 0 0 0
7 0 0 0 0 0 0 0 0
Tremor N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0

See Annex 12.7 for details of criter

—
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Study No. B041794

Table 7 Detailed Clinical Observations — Summary Week 5)
Sex:
[tems Test Substance: CCH CCH cCH ccH CCH CCH CCH CCH
Dose (mg/ks) : 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Open field observations (Criterial
Clonic convulsion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 { 0
Tonic convulsion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 ] 0
2 0 0 0 0 0 0 ] ]
3 0 0 0 0 0 0 ] 0
4 0 0 0 0 0 0 g 0
] 0 0 0 0 0 0 ] 0
Stereotypy N 12 2 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Bizarre behaviour N 12 12 {2 12 17 [2 12 17
P 0 0 0 0 0 0 0 ]

See Annex 12. 7 for details of criteria
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Study No. B041794

Table 7 Detailed Clinical Observations - Summary (Week 6)
Sex: Female
[tems Test Substance: ccH CCH CCH CCH CCH CCH CCH CCH
Dose (me/ke) : 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Home cage observations {Criteria
Tremor N 12 12 12 12 17 12 12 17
1 0 ( 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Clonic convulsion N 12 12 12 12 17 12 12 17
[ 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Tonic convulsion N 12 12 12 12 17 12 12 17
{ 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Breathing N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Hand-held observations
Reactivity on removal 1 0 0 0 0 0 0 0 0
from the cage 2 12 12 12 12 17 12 12 17
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
i 0 ¢ 0 0 0 0 0 0
See Annex 12.7 for details of criteria

53



=

Study No. B041794

Table 7 Detailed Clinical Observations - Summary (Week 6)
Sex: Male Femalc
[tems Test Substance: CCH CcH i CCH CCH CCH CCH CCH
Dose (mg/ke) : 0 10 60 300 0 10 60 300
Numbet of Animals: 12 12 12 12 17 12 12 17
Hand-held observations {Criteria)
Reactivity to handling 1 0 0 0 0 0 0 0 0
2 12 12 12 12 17 12 12 17
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
Aggression N i2 12 12 12 17 12 12 17
p 0 0 0 0 0 0 0 0
Trauma N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Color of skin N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Soiled fur N 12 12 12 12 17 12 12 17
p 0 0 0 0 0 0 0 0
Exophthalmos N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Palpebral closure 1 12 12 12 12 17 12 12 17
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
Color of conjunctiva N 12 12 12 12 17 12 12 17
l 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Secretion N 12 12 12 12 17 12 12 17
l 0 0 0 0 0 0 0 0
2 0 0 0 0 0 (] 0 0

See Annex 12.7 for details of criferia
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Study No. B041794

Table 7 Detailed Clinical Observations - Summary (Week 6)
Sex: Male Female
[tems Test Substance: CCH CCH CCH CCH CCH CCH CCH CCH
Dose (mg/kg) : 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Hand-held observations {Criteria)
Lacrimation N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0
Salivation N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 ]
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
Piloerection N 12 12 12 12 17 12 12 17
P 0 0 0 (0 0 0 0 0
Pupil size N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Open field observations
Rearing Mean 5. 8 5.1 3.0 3.7 6.9 7.8 8.0 6.5
S.D. 4.5 3.7 2.4 4.0 3.3 3.9 3.9 4.3
Arousal 1 0 ¢ 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 12 12 12 12 17 12 12 17
4 0 ¢ ] 0 0 0 0 0
5 0 ¢ 0 0 0 0 0 0
Urination N 11 11 11 12 15 11 12 15
p 1 l 1 0 2 1 0 2

See Annex 12.7 for details of criteria.
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Study No. B04179%4

Table 7 Delailed Clinical Observations — Summary (Week 6)
Sex: Maie Female
Items Test Substance: CCH CCH ccH CCl CCH CCH CCH CCH
Dose (mg/ks) : 0 10 60 300 0 11 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Open field observations (Criteria) )
Defecation N 10 11 11 11 17 12 12 17
p 2 1 1 1 0 0 0 0
Posture, body position N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 ]
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Breathing N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Co-ordination movement N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Gait N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
b 0 0 0 0 0 0 0 0
7 0 0 0 0 0 0 0 0
Tremor N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 1]
2 (] 0 0 0 0 0 0 0

See Annex 12.7 for details of criter

—
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Study No. B0417%4

Tabie 7 Detailed Clinical Observations — Summary (Week 6)
Sex:
Items Test Substance: CCll €cH CCH CCH CCH CCH CCH CCH
Dose (mg/kg) : 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Open field observations {Criteria)
Clonic convulsion N 12 12 12 12 17 12 12 17
[ 0 0 0 0 0 0 0 0
2 0 0 0 0 0
Tonic convulsion N 12 12 12 12 17 12 12 17
1 0 0 0 0 ] 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 ] 0 0 0
Stereotypy N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Bizarre behaviour N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0

See Annex 12.7 for details of criteria.
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Study No. B041794

Table § Functional Tesis - Summary {(Week 6)
Sex: Male Female
Items Test Substance: CCH (CH CCH CCH ¢CH CCH ¢cH CCH
Dosc (mg/kg) : 0 10 60 300 0 1 60 300
Number of Animals: b b 5 5 5 5 5 5
Sensory reactivity to stimuli (Criteria
Approach response 1 0 0 0 0 0 0 0 0
2 5 5 4 4 5 5 5 5
3 0 0 1 | 0 0 0 0
4 0 0 0 0 0 ] 0 0
5 0 0 0 0 0 0 0 0
Touch response | 0 0 0 0 | 0 0 0
2 4 4 3 1 5 5 4 5
3 l 1 2 4 0 0 1 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Auditory response : 1 0 0 0 0 0 {0 0 0
2 5 5 b 5 5 ) ) 5
3 0 0 0 0 0 0 0 0
Tail pinch response 1 0 0 0 0 0 0 6 0
2 5 5 4 5 5 5 ) 5
3 0 0 1 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Aerial righting reaction 1 5 5 5 5 5 5 5 5
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
Grip strength
Forelimb grip strength Mean (g 1541. 6 1278. 8 1394. 0 1244. 6 1112. 6 1080. 4 1065. 8 928, 4
S. D. 136. 4 83. 8 241. 3 195. 8 198. 9 199. 1 106. 2 178.9
Hindlimb grip strength Mean (g 841. 8 837.0 829. 4 823.0 618. 4 585. 6 639. 6 605. §
S. D 25. 7 65. 0 53. 8 92. 3 34.3 33. 3 124. 7 92. 4
Significantly different from control o4 P00 #x, P<O. 01

See Annex 12.7 for details of criteria.
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Study No. B041794

Table 9 Motor Activity - Summary (Week 6) Male

Test Substance Time: 0-10 min 10-20 min 20-30 nin 30-40min 40-50min 50-60min Total
Dose (mg/ke) Unit: Count/10 min  Count/I0 min  Count/10 min  Count/10 min  Count/10 min  Count/10 min Count/1 hr
Ccn Mean 2557.0 1507. 2 630. 4 493. 6 383.4 414. 6 6036. 2
0 S D 575. 4 627.3 559.3 948. 5 762. 9 S1l. 4 4122. 1
1 ) 5 5 b 5 5 )
CCH Mean 2142. 0 1073. 4 218. 6 100. 8 23.2 0.6 3564. 6
10 S D 249.0 664. 7 348. 5 96. 3 43.2 6.2 1054. 5
il 5 5 5 5 5 b 5
¢cH Mean 2213. 2 756. 0 182.2 33.0 72.0 37.2 3293. 6
60 S.D. 477 386. 0 177. 2 32.1 68. 6 27.9 818. 9
n ) b ) 5 ] 5 5
CCH Mean 1987. 2 608. 6 112.0 26. 8 92.2 30.6 2857. 4
300 S D 44%. 8 532.1 91.9 28. 2 101. 5 29. 3 955. 7
1 5 5 5 5 b 5 5

Significantly different from control : %, P<0.05 ; %, P<O0.01
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Study No. B041794

Table 10 Motor Activity — Summary (Week 6) Female

Test Substance Time: 0-10 nin 10-20 min 20-30 min 30-40min 40-50min 50-60min Total
Dose (mg/kg) Unit: Count/10 min  Count/10 min  Count/10 min  Count/10 min  Count/10 min  Count/10 min Count/1 hr
CCH Mean 756. & 186. 0 56.0 45, 4 10. 8 15.4 1070. 2
0 S.D. 7212 374. 9 35. 4 28.5 1L 5 15.8 1118. 8
n 5 5 5 ) 5 b 5
CCH Mean 1538. 6 624. 0 819. 4 348. 0 830. 8 475. 4 4936. 2
10 S.D. 502. 4 623. 6 1084. 5 519. 38 [118.3 430. 9 3627. 0
1 5 5 5 5 b 5 5
(CH Mean 1127. 6 452. 0 65. 4 259. 4 312. 2 464. 4 2681.0
60 S.D. 482. 4 600. 7 42.6 444 4 499. 8 781. 3 1831 3
1 5 5 ) b ] 5 5
CCH Mean 1459. 2 562. 8 243. 4 380. 4 9.6 26. 8 2682. 2
300 S.D. 512. 3 756. 7 406. 3 745. 7 13. 3 36. 4 1972. 4
il 5 3 5 5 5 5 5

Significantly different from control : ¥, P<0.05 ; #%, P<0.01
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Study No. B041794
Table 11 Body Weight - Summary Male Unit : g
Test Substance  Day 1 8 15 22 29 36 42 43 50 56
Dose {ng/ke}
CCH Nean 2.1 385. 3 414.9 438.3 463. 3 487.2 501. 6 497.2 510.2 929.0
0 S.D. 16.9 22.0 23.3 23.3 21.9 30.2 30.7 21.3 17.6 2.6
n 12 12 12 12 12 12 12 5 5 ]
CCH Mean 348.3 383.3 415. 4 445.3 £71.8 496.3 513.3
10 $.D. 16.3 1.5 2.2 25.9 20.2 .7 36.5
1 12 12 12 12 12 12 12
CCH Mean 380. 7 380. 3 410.4 435. 7 462.9 488.3 504. 6
60 S.D. 18.0 5.1 3.4 32.0 3.3 42.8 46. 2
il 12 12 12 12 12 12 12
ccH Mean 340.8 373.0 399. 1 417.8 440.1 459.4 473.3 482.8 506. 4 535. 4
300 5B 13.9 20.9 25.7 .2 20.7 30.6 32.1 38.9 39. 7 41.5
1 12 12 12 12 12 12 12 5 5 5

Significantly different from comirol

: % PC0. 05; #% B0, 01
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Study No. B0417%4

Table 12 Body Weight — Summary Female Unit : g
Test Substance  Day 1 8 15
Dose (ug/ke)
CCH Mean 215.0 230.2 2457
0 S.D. 8.8 9.6 1.6
n 17 17 1
CCH Mean 212.3 221.9 245.7
10 S.D. 6. 0 12.7 18.5
n 12 12 12
CCH Mean 212. 5 208.4 241.2
60 S.D. 10. 3 9.5 14.9
n 12 12 12
CCH Mean 211 % 226.5 284.7
300 3. D 8.9 9.9 11.3
n 17 17 17

Significantly different from control

1 4, 0. 05; ¥ PL0. 0.
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Table 13 Study No. B041794
Body Weight (F0 Gestation) - Summary
Unit @ g
Test Substiance
Dose (mg/ke) /Day 0 7 14 20
CCH Mean 253. 8 295. 6 332. 8 414. 8
0 5. D. 11. 3 9.9 23.7 31. 1
il 12 2 12 12
CCH Mean 257.5 296. 9 331. 2 405. 9
10 S.D. 23. 1 22. 6 22.6 29. 2
_ 1 12 A 12 12
CCH Mean 251.9 204. 8 334. 6 417. 0
60 S.D. 21. 9 .1 16. 8 15. 2
n 12 2 12 12
cCH Mean 243. 1 278. 4 313. 2 389. 8
300 ' S.D. 13. 3 1.6 22.0 27. 1
n 12 2 12 12
Significanily differeni from control : %, P<0. 05; % P<O. 0L,
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Table 14 Study No. B041794

Body Weight (FO Lactation) - Summary

Unit : g
Test Substance

Dose (mg/kg) /Day 0 4
CCH Mean 315.1 334. 1
0 S.D. 27. 1 23.0

n 12 12
CCH Mean 316.5 324. 9
10 S. D, 18.3 23. 8

n 11 11
CCH Mean 319. 4 330, 4
60 B Cas Cled

n 12 11
CCH Mean 299, 4 313.0
300 S.D. 20,1 22. 8

1 12 12

Significanily different from control % P<D. 05 % P<O. 01.
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4 Study No. B041794
Table 15 Body Weight - Summary Female Tnit @ g
Test Substance  Day 22 29 36 42 43 50 56
Dose (mg/ke}
CCH Mean 263. 4 269. ¢ 279.8 295. 4 204. 8 303. 4 308. 8
0 S.D. 18. 6 1.7 .6 0. 8.8 .2 8.5
1 5 5 5 § 5 b
CCH Mean 246. 6 254.0 265. 0 275.8 276. 8 20918 306. 2
300 S.D 9.3 8.1 6.0 7.0 6.9 16 iL1
1 5 § 5 5 5 9 5
Significantly different from conirol %, P<0. 05; #%, PL0. 01.

#:5atellite animal
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N '
Study No. B041794
Table 1§ Accumulative Body Weight Gain - Summary Male Unit : g
Tes! Substance  Day 1 8 15 22 29 36 42 43 80 56
Dose (nz/ke)
CCH Mean 0.0 33.2 62. 4 86. 3 1.3 135.1 149.5 151. 4 164. 4 183.2
0 8D 0.0 10.0 111 10.7 13.8 17.0 17. 8 15.1 10.7 110
1 12 12 12 12 12 12 12 5 § 5
CCH Hean 0.0 35.0 67.1 §7.0 123.4 147. 9 165.0
10 S.D. 0.0 6.6 1.9 16.1 18.1 12.4 26.3
i 12 12 12 12 12 12 12
CCH Mean 0.0 8.7 56.8 85.0 112.3 13117 153.9
60 S.D. 0.0 $.2 16. 3 18. 4 24.5 28.7 3L &
n 12 12 12 12 i2 12 12
CCH Mean 0.0 Bn 49.3 67. 9% 90.3+  109.6%  123.5%  130.0 153.6 182. 6
300 S.D 0.0 10. 2 15.8 17.3 20. 8 21. 3 23.0 19.7 19.7 27.9
1 12 12 12 12 i2 12 12 5 5 5

Significantly different from control

% PL0.05; #% P<0. 01,
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Study No. B041794

Table 17 Accumulative Body Weight Gain - Summary Female Uit : g
Test Substance  Day 1 8 16
Dose (ng/kg)
CCH Mean 0.0 15.2 30.7
0 §.D. 0.0 6.5 10. 8
1 17 17 17
CCH Mean 0.0 5.7 33. 4
10 5.D. 0.0 8.4 14.0
1 12 12 12
CCH Mean 0.0 15.9 8.7
60 5D 0.0 4.1 9.0
1 12 12 12
CCH Mean 0.0 13.6 22. 84
300 5.D. 0.0 6.8 6. 2
| 17 17 17

Significantly different from control

: 4, PO 05; #%, <0 0L
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Table 18 : Study No. B041794

Body Weight Gain (FO0 Gestation) - Summary
Base : Day 0 of Gestation Unit : g
Test Substance
Dose (ng/kg) /Day 0 7 14 20
CCH Hean 0.9 41. 8 79. 0 161.0
0 S.D. 0.0 10. 5 16. 6 23.5
n 12 12 12 12
CCH Mean 0.0 39.4 73.1 148. 4
10 S.D. 0.0 1.4 1. 9 21. 6
n 12 12 12 12
CCH Mean 0.0 42.9 82.1 165. 1
60 S. D. 0.0 7.0 11.5 23. 1
n 12 12 12 12
cch Mean 0.0 35. 3 70. 1 146. 1
300 S. D 0.0 7.4 11. 7 17.8
i} 12 12 12 12
Significantly different from control . % P<0.05; #%, P<0. 0L
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Table 19 Study No. B041794
Body Weight Gain (FO Lactation) - Summary
Base ; Day 0 of Lactation Unit : g
Test Substance
Dose (ng/kg) /Day 0 4
CCH Mean 0.0 19. 6
0 S.D. 0.0 9.6
n 12 12
cCH Mean 0.0 8. 4%
10 S. D, 0.0 8.2
n 11 11
CCH Mean 0.0 7. §%%
60 S.D. 0.0 8.5
i} 12 11
CCH Mean 0.0 13.6
300 S.D. 0.0 9.9
n 12 12
Significanily different from control . % PL0.05: %, p<0. 01.
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Study No. B041794

Table 20 Accumulative Body Weight Gain ~ Summary Female Unit : g
Test Substance  Day 22 29 38 42 43 50 56
Dose (ng/kg)
CCH Mean 0.0 5.6 32.0 3.4 40.0 46. 4
0 S.D 0.0 3.0 12.2 12.6 12.4 12.7 18.2
n 5 5 5 g ) 5 5
CCH Hean 0.0 1.4 18.4 29.2 30.2 45.2 59. 6
300 5.D. 0.0 5.0 6.5 58 7.2 12.3 12. 8
7 5 5 5 5 5 5 5
Significantly different from control 4 P 05; %, PCD. 01,

#:5atellite animal
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Study No. B041794

Table 21 Food Consumption - Summary Male Tnit : g/animal/day
Test Substance Day 8 15 22 29 36 38 50 52
Dose (ng/kg)
CCH Mean 24,23 21. 68 22,22 22. 63 19 26, 92 26. 00
i} S.D. 2.20 1. 50 1. 22 122 1.89 1. 33 1.22
1 12 12 11 12 12 5 5
CCH Mean 24. 06 22.47 23.29 23. 46 22. 67
i¢ 5D 2.2 2.18 2. 21 2. 46 1.91
n 12 12 10 12 12
CCH Mean 23,55 21,68 32,40 23.23 23.29
60 5.D. 2.08 1.3 2.01 2. 00 2. 66
n 12 12 11 12 12
CCH Mean 23. 117 22.02 22. 43 23.23 23.08 28.90 29.10
300 S.D. 2.28 2.0 1.78 210 2. 41 3. 62 N
il 12 12 12 12 12 5 5

Significanily different from control

4, 00, 05; #, P<0. 0L
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Study No. B041794

Table 22 Food Consumpiicn - Summary Female Unit : g/animal/day
Test Substance Day 8 15
Dose (ng/kg)
CCH Mean 17. 41 16. 43
0 S.D. L 30 2.02
n 17 11
CCH Mean 17.19 16. 53
10 S.D. 2.23 2.58
n 12 12
CCH Mean 16. 63 15. 67
60 8D 117 1.55
il 12 12
CCH Mean 16. 48 15. 56
300 S.D. 1.35 0. 82
1 17 17
Significantly different from control o % P40.05; #% P0. 0L
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Table 23 Study No. B041794

Food Consumpiion (FO Gestation) - Summary
Unit : g/animal/day

Test Substance

Dose (mg/kg) /Day 7 14 20
CCH Mean 19.3 20. 4 21. 7
0 S.D. 2. 2 2.3 2.1

n 12 12 12
ccH Mean 20. 0 21. 1 21. 6
10 S.D. 2.2 2.0 2.0

n 12 12 12
CCH Mean 19. 8 21. 9 22. 8
60 S.D. 1. 6 2,0 1.9

il 12 12 12
CCH Mean 18. 3 20. 4 21. 6
300 S.D. 2.2 2.0 2.1

n 12 12 12

Significantly different from control ;% PO 05 #%, P<0. 01.
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Table 24 ' Study No. B041794

Food Consumption (F0 Lactation) - Summary
Unit : g/animal/day

Test Substance

Dose (ng/ke) /Day 4
¢CH Mean 33.5
0 S.D. 3.9

n 12
CCH Mean 29. 3
10 S.D. 3.3

il 11
CCH Mean 30.5
60 S.D. 4. 4

n 11
CCH Mean 30. 3
300 S.D. 4.2

n 12

Significantly different from contirol : %, P<0. 05; #%, P<O0. 01,
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Study No. BO41794

Table 26 Food Consumption ~ Summary Female # Unit : g/aninal/day
Test Substance Day 22 29 36 42 50 56
Dose (ng/ke
CCH Mean 17.02 16. 20 16. 96 16. 46 20. 36 20. 28
0 S.D. 1. 85 1. 61 2.00 1.31 2.15 1. 76
n 5 ) 5 5 5 5
CCH Mean 15. 68 16. 40 17. 68 16. 88 22. 46 22.80
300 S.D. 1. 53 0.93 1L.19 1.39 1. a7 1.70
1 ] 5 ] 5 5 B

Significantly different from conirol

#:S5alellite animal

: % P<0. 05; #%, PCD. 01.
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Study No. B041734
Table 26 Hematology - Summary Male
Test Subsiance Red Blood Hemoglobin Hematocrit MCY MCH MCHC Platelet Reticulocyie PT
Dose (mg/kg) Cell Couni conc. Count Ratio
x1086/ 12l g/dL % iL g % X1083/ 1L % sec
Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57
CCH Mean 8.298 8548 15,58 1538 45.48 4536 5480 53.12 1874 1800 3424 3394 10556  970.4 2.58 2.64 2430 22.98
g S.D 0.118 0.224 0. 27 0. 26 0. 84 1.19 1. 34 2.54 0. 45 0.52 0.22 0.72  183.6 %1 0.13 0. 11 5. 16 3. 39
1 5 5 & 5 5 5 5 5 5 ] 5 5 5 5 5 5 5
CCH Mean 8. 618 15. 46 45,88 53. 26 17.94 33.68 972.9 2. 40 21.90
10 S.D 0. 203 0. 51 114 0. 84 0.39 0. 60 1317 0. 57 1.90
n 5 5 5 b 5 5 b 5
¢CH Hean 8. 31 15. 32 44, 96 54. 06 18. 44 34.10 974. 8 2. 48 25. 16
60 S.D. 0. 219 0.31 1. 36 0. 36 0.18 0. 45 83.4 0.29 4, 83
1 5 5 b 5 5 5 B 5
CCH Mean 8.512 8440 1542 1512 45,40 4414 5344 5332 1814 1794 33.94 3426 985.8 1013.0 .26y 2.30% 2072 2522
300 S.D. 0.487  0.285 0. 54 0. 46 1. 80 1.37 224 1.82 0. 84 0. 44 0. 38 0.57 104.4 89.6 0.35 0.23 2.30 3.9
n 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5

Significantly different from comirol

4, D0 05; ##, 0. 01,
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Study No. B0417%4

Table 26 Hematology - Summary Male
Test Substance APTT
Dose (ng/ke)

se¢

Day 43 Day 57

CCH Mean 22.88  20.98
0 S.D 2.3 1.58
il 5 5
CCH Mean 2. 46
10 S.D. 1.79
I 5
CCH Mean 23. 78
60 S.D. 317
n 5
CCH Mean 2024 21.48
360 S.D 1. 67 2. 75
n 5 5
Significantly different from control B0, 05; #% P<0. 01,
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Table 26

Hemaiology ~ Summary

Male

Study No. B041794

Test Substance

Yhite Blood

Dose (mg/kg) Cell Couni
x10B3/ 1l
Day 43 Day §7
¢CH Mean 8.868  7.792
0 S.D 2.381 - 0.868
n 5
CCH Mean 9.406
10 S.D. 1. 529
] 5
CCH Mean 9. 968
60 S.D. 1. 451
il 5
CCH Mean 9. 66 1. 536
300 S.D. 1.353  0.731
n ] 5

Significantly different from conirol

% PO 05; #4, F<0. C1.
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Study No. B041794

Table 26 Hemaiclogy ~ Summary Male
Test Substance Lymphocyte Neutrophilic Neutrophilic Eosinophil Basophil Monocyte
Dose (ng/kg) Segnented Band
b ¥ % % % %
Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57
CCH Mean 89.16 85.94 8.04 10.24 0.00 0. 00 1. 60 0. 80 0. 00 0.00 1. 80 3.22
0 §.D 21 4. 83 4.37 4.97 0. 00 0.00 071 D. 89 0. 00 0. 00 1. 64 1. 96
1 5 5 ] 5 b 5 5 ) 5 5 5 5
CCH Mean 83. 40 13.6 0.40 0. 60 0. 00 00
10 S.D 241 1.14 0. 55 0. 55 0. 00 1. 58
1 b 5 5 5 5
CCH Mean 85. 96 11. 84 0. 00 1. 00 0. 00 1.20
60 S.D 3. 68 0. 00 1. 22 0.00 0. 84
1 ] ] 5 5 5 5
CCH Mean 87.50  85.56 10.30 1124 0.00 0.00 1. 40 0. 20 0.00 0.00 0.80 3.00
300 8.0 4. 34 5. 46 5. 04 4.7 0. 00 0.00 0.55 0.45 0. 00 0.00 0. 45 1.00
n 5 5 b 7 § 5 5 5 5 5 5 ]
Significantly different from conirol : 4, P40 05; #% P<0. 0L
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Study No. B041794
Table 27 Hematology — Summary Female
Test Substance Red Blood Hemoglobin Hematocrit MCV MCH MCHC Platelet Reticulocyie PT
Dose (mg/kg) Cell Count conc. Count Ratio
x1086/ 1 g/dL % iL o % x1083/ 1L % sec
Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Dav 43 Day 57 Day 43 Day 57 Dav 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57
CCH Mean 6. 850 8. 370 13. 16 15. 30 30. 24 44,13 57.38 52.74 19. 30 18. 30 33. 64 3470 1078.2  1040.8 6. 10 2.36 17.72 15. 18
0 8§D 0. 453 0,333 0.43 0.42 1. 54 0.97 2.19 1.92 0. 87 6. 69 0. 30 0.37 140.2 132.4 1. 87 0. 36 0.76 0. 64
1 5 g 5 5 5 5 5 5 5 5 b 5 § 5 5 5 5 5
CCH Mean 6. 790 13. 16 38.52 56. 72 19. 36 34.12 1172.8 6. 08 {7. 48
10 S8.D 0. 158 0.34 1. 08 0. 63 0. 25 0.28 151.5 1. 32 1. 16
il 5 5 5 5 5 ] 5 5 5
CCH Mean 6. 758 13. 16 38.98 57. 14 19. 46 33.72 1132, 4 6. 58 18. 18
60 S.D. 0. 215 0.51 0. 94 2.2 0.82 0. 64 158.0 1.73 0.7
n 5 5 5 5 5 5 5 5 5
CCH Mean f. 926 7. 964 13.56 15. 26 39. 74 43.92 57.44 55. 16 19. 60 19.16 34.12 34.76 1162.2 985. 8 6. 00 2.40 18. 38 16. 24
300 S.D. 0.564  0.259 0. 81 0. 55 3.08 1. 78 1. 95 1. 66 0. 65 0. 57 0,64 0.19 1846 1627 1. 54 0. 85 0. 66 0. 85
n 5 5 5 5 5 5 5 b 5 5 5 5 5 5 5 5 5 5

Significantly different from control

s % 0. 05; #%, PO, 01.
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Study No. B041794

Table 27 Hematology — Summary Female
Test Substance APTT
Dose (mg/kg)
sec
Day 43 Day 57
CCH Mean 16.1 15.22
0 8D 1.14 L7
n
CCH Mean 15. 60
10 SD .00
n 5
CCH Mean 15. 90
60 S.D. 0. 83
1 5
CCH Mean 15.52  15.08
300 S.D 0.73 0.97
n 5 5

Significantly different from control

%, P40, 05; ## PO, 01.
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Study No. B041794

Table 27 Hematology - Summary Female
Test Subsiance Yhite Blood
Dose (ng/ke) Cell Count
x10B3/ wl.
Day 43 Day 57
CCH Kean 8410 5. 700
g9 S.D 2,005 0681
I 5 ]
CCH Mean 9, 860
10 §.D. 0. 608
1 5
CCH Hean 0, 698
60 S.D. 2. 926
n §
¢cH Mean 9,136 7.276
300 S.D 0.713  2.319
n 8

Significantly different [rom control

% P<0.05; %, P<0. 01,
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Study No. BO41794

Table 27 Hematology - Summary Female
Test Substance Lymphocyte Neuirophilie Neuiropkilic Basinophil Basophil . Monocyte
Dose (mg/kg) Segmented Band

% % % % % %

Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57

CCH Mean 73.66  90.58  23.32 8. 02 0.20 0. 00 0. 20 0. 60 0. 00 0.00 2. 62 0.8
0 SD 5. 54 5. 68 5.55 5.03 0.45 0. 00 0.45 0. 89 0. 00 0. 00 2.18 0.84
n b 5 5 5 5 5 5 b 5 B 5 5
CCH Mean 70. 54 26. 26 0.460 0.40 0.00 2.20
10 S.D. 4. 24 418 0. 89 0. 8% 0.00 1.79
n 5 5 5 H 5 5
CCH Mean 58. 90 31. 30 0. 20 0. 40 0. 00 2;20
60 S.D. 11,59 11.23 0. 45 0. 55 0.00 .79
n 5 5 5 5 5 5
CCH Mean 6. 80 91. 58 19. §0 6. 62 0. 60 0. 00 0. 20 0. 20 0.00 0. 60 2. 60 1. 60
300 S.D. 7.85 4,83 7.40 4. 45 0. 89 0. 00 0.45 0. 45 0. 00 0. 60 2.07 0. 89
il 5 ] 5 § § 5 5 5 5 5 5 5
Significantly different from control 4, PL0. 05; % PL0. 01,
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Study No. BO41794

Table 28 Blood Chemistry - Summary Male

Test Subsiance ASAT (GOT) ALAT (GPT) 76T 7 ALP Total Urea Creatinine Glucose Total

Dose (mg/kg) Bitirubin Nitrogen Cholesterpl
U/L /L U/L /L ng/dL ng/dL ng/dL ng/dL ng/dL

Day 43 Day 57 Day 43 Day 57 Day 43 Dav 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57

CCH Mean 98. ¢ 114. 4 23.2 28.8 0.4 1.4 406. 8 318.0 0.10 0.08 12. 18 13. 72 0.30 0.30 131.8 125. 8 56. 2 64. 6
0 S.D 2.3 1.5 31 45 - 0.5 0.5 1447 51.9 0.00 0.04 1. 38 1.48 0.00 0.07 7.8 8.8 14. 4 9.6
n 5 § 5 5 5 § 5 5 5 5 5 5 5 5 ) 5 5 5
CCH Mean 99. 6 32.2 L0 365. 6 0.10 13. 62 0.30 146. 2 64. 8
10 8.0 22. 4 12.3 0.7 70.0 0.00 1.73 0. 07 1.1 13.5
] 5 5 5 ] ] 5 5 5 5
CCH Mean 88.4 26. 0 0.6 384. 8 0.08 12. 18 ©0.28 145.0 62.2
60 S.D. 15. 6 5.4 0.8 6%. 2 0. 04 1. 76 0.08 1.0 12.9
I ] 5 5 5 5 5 § 5 5
CCH Mean 96.6  109.6 29. 8 29.4 1.0 1.6 4144 8L 8% 0.10 0.06 11.74  14.06 0. 26 0.24 1244 130.4 65. 6 4.2
300 S.D 19.3 16.6 8.6 4.6 0.7 0.5 52.8 50.5 0. 00 0. 05 1.32 1. 06 0. 05 0.05 15.0 11.2 8.7 2.3
1 5 5 5 5 ] 5 ] 5 § ] 5 5 ) 5 5 5 5 §
Significanily different Irom comirol £ PO 05; %, P40, O1.
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Study No. B041794

Table 28 Blood Chemistry - Summary Male
Test Substance Triglyceride Total Albumin A/G Ratio Calcium [nerganic Na K Cl
Dose (mg/kg) Protein Phosphorus

ne/dL g/dL g/dl ng/dL ng/dL mmol/L mmol/L mmol/L

Day 43 Day 57 Day 43 Day §7 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day b7 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57

CCH Mean 30.2 2.0 6. 62 6.70 3.04 302 0.848  0.826 9.94 9.82 820 .96 1482  149.0 4. 80 4.46 1050  106.2
0 SD 15. 4 5.5 0.24 0.14 0.11 0.11 0019  0.078 0.23 0.18 0. 36 0. 83 11 0.7 0.23 0.19 L2 0.8
1 5 5 5 5 5 b 5 5 H] § ] 5 5 5 5 5 5 §
CCH Mean 49.8 6. 80 3.08 0. 832 10.12 7.12 148.0 4. 68 105. 2
10 S.D 32.8 0.32 0.13 0. 036 0.28 0.72 0.0 6. 26 0.8
n ] ] § § 5 ] b 5 5
CCH ¥ean 3.8 6. 70 3. 06 0. 844 10.02 7.94 148. 8 4. 54 106. 2
60 S.D. 10.2 0.37 0.05 0. 079 0.37 0. 68 0.8 821 0.8
1 5 5 ] § 5 5 ] 5 5
CCH Mean 24.6 40. 6 6. 70 6. 72 3.08 3.08  0.856  (0.836 8.98  10.06 8. 74 766 148.6 1488 47 464 106.2 1062
300 3D 8.4 13.6 0.12 0. 23 0.04 0.08  0.027  0.034 0. 36 0. 34 0. 55 L. 48 0.9 0.8 0. 1t 0. 23 1.3 L3
n § 5 ] ] & 5 ) 5 ] b 5 5 ] 5 ] 5 ] 5

Significantly differeni from conirol : %P0, 05; #4, 0. 01,
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Study No. BO41784

Table 29 Blood Chemistry - Summary "Penmale
Test Substance ASAT(GOT) ALAT (GPT) 76T ALP Total Urea Creatinine Glucose Total
Dose (mg/kg) Bitirubin Nitrogen Cholesterol
U/L U/L U/L /L ng/dL mg/dL mg/dL ng/dL ng/dL
Day 43 Day 67 Day 43 Day 7 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57
CCH Mean 1424 126.0 53.8 22.0 1.0 2.2 356.0 144.0 0. 08 010 1818 14.18 0. 38 0.32 1358 1378 65. 2 82.8
0 5D 1.2 7.9 10.1 4.2 0.0 0.4 1780 48.8 0. 04 0. 00 2.42 2. 31 0. 05 0. 04 9.9 9.9 13.3 25.8
il 5 5 ] 5 ] 5 ) 5 5 5 5 5 5 5 5 5 5 5
CCH Hean 116.0 38.6 1.4 238.0 0.06 20. 42 0. 38 124.2 86. 8
10 S.D. 205 6.6 0.8 43.3 0. 05 5. 43 0.08 .1 16.8
n 5 5 5 5 5 5 5 5 5
CCH Mean 142. 8 46,0 0.6 239. 4 0. 06 18. 00 0.40 124.8 65.2
60 S.D. 23.0 5.6 0.5 60. 2 0.05 2.14 0.00 8.8 12.8
1 5 5 ] 5 5 5 5 5 ]
CCH Mean 139. 2 108. 8 50. 0 20.8 1.0 1.4 283.0 165. 4 0. 06 0. 10 22.16 15. 74 0.32 0.32 134.4 126. 4 7.2 83.2
300 S.D 26.2 21,5 9.3 2.6 Lo 0.5 1077 3.0 0. 05 0. 00 2.51 2.27 0.08 0. 04 10. 1 12.4 11.3 15.3
1 5 5 5 5 5 5 5 5 5 5 5 5 B 5 5 5 ] 5

Significantly different {rom control

+ %P0, 05; #% PO, 01
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Study No. B041794

Table 29 Blood Chemisiry - Summary Femaie
Test Substance Triglyceride Total Albumin A/G Ratio Calcium Inorganic Na K !
Dose (mg/kg) Protein Phosphorus

rg/dL g/dL g/dL ng/dL me/dL umol/L mmol/I. mmol/L

Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day &7 Day 43 Day 87 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57

CCH Mean B5. 2 17. 2 6. 78 1.24 3.02 3.50 0.818 0.932 11.38 10.32 10.38 .74 146.4  147.2 4, 84 464  102.0  106.0
0 8D 30. 5 6.2 0. 41 0. 56 0.18 0.3¢  0.048 0.055 0.51 0. 36 0. 89 0.62 0.9 1.3 0.39 0.21 1.6 2.4
I ] 5 b 5 5 § 5 5 5 5 5 5 5 5 5 5 ] 5
CCH Hean 57. 4 6. 28 2.94 0. 890 10. 94 10. 16 146. 4 4,52 105.4
10 §&D 2.0 0. 50 0.29 0. 086 0.51 0. 49 0.5 0. 16 2.6
1 ] 5 5 5 5 5 5 5 5
CCH Mean 30.4 6. 74 312 0. 862 1. 14 10. 20 146. 8 4,76 103. 4
60 S.D. 16. 9 0.17 0. 26 0. 086 0.40 1. 01 0.8 0.25 3.0
n 5 5 5 5 b 5 5 5 5
CCH Mean 59. 6 16.2 6. T4 7.16 3.16 342  0.880 0.932 10.82 10. 34 8.66¢+ 836 1470 1470 4. 48 478  105.4  105.8
300 S.D 49,5 50 2. 38 0. 22 0.27 0.29 0.074 0.0% 0.29 0.28 0. 85 0. 57 1.4 1.9 0. 25 0.4 L9 2.1
n 5 5 5 b ] 5 ] 5 5 5 H 5 5 5 b 5 H] 5
Significantly different from conirol 1 % P<0.05; % P<0. 0L
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Study No. BO41794
Table 30 Urinalysis ~ Summaty Male
Test Substance pH Profein Glucose Ketones Bilirubin Occult Blood
Dose (mg/kg)
5.0556.06570758085>9 76 S S S S YA © 2 T B 7t S A s S S - S VA B2 S
Day 38 Day 38 Day 38 Day 38 Day 38 Day 38
CCH
0
L 000 0 o6 0 12 2 ¢ 01 0 5 0 0 0 0 0 ¢ & 2 0 5 0 0 0 5 0 0 0 O
CCH
10
il o000 0 0 0 0 t 4 0 0 2 8580 5 ¢ 000 01 310 50600 5 0000
cCH
60
il oo 0o 0 00 0 1 4 0 00 5 06 ¢ 1 ¢ 00 0 ¢ 3 2 0 5 000 5 0000
CCH
300
n o ¢ 0 0 0 0 1 3% ¢t o0 COGC 4t OC¢C 5 0606060 ¢ 1 310 5 000 5 00 0 0

Significantly different {rom conirel

1 %, B<0. 05; #4%, 0. 01
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Study No. B041794

Table 30 Urinalysis - Summary Mate
Test Subsiance Urobilinogen
Dose (ng/kg)
EU/dl
0.1 .02040>8
Day 38
CCH
0
1 4§ 1 0 00
CCH
10
1 4 1 0 0 O
CCH
60
n 23 0 0 0
cCH
300
] 4§ 1 0 0 0

Significantly different from conirol

o % PK0. 05; #3%, PO O1.
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Study No. B041794
Table 31 Organ Weight - Summary Male
Test Subsiance Final Body Brain Thymus Heart Liver Spieen Kidneys Adrenals Testes
Dose (mg/kg) Teight
g g ng g g g g ng g
Day 43 Day 57 Day 43 Day 67 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57
CCH Mean 483.7 5000 2144 2,142 3366 360.8 L.56Z  1.696 12.074 12,786  0.804 0.834 3.004 3.334 60.56 5662  3.497  3.434
0 S.D 36.4 21,0 0.054 0.076 66, 2 8.9 0.123  0.109 1.622 0.747 0.09% 0. 139 0.214  0.199 9,72 516 0340 0141
1 7 5 5 5 ) 5 5 5 5 5 5 5 5 5 5 § 7 5
tCH Mean 489.9 7. 112 280. 0 1. 642 12. 992 0. 800 . 816 59, 88 3. 359
10 8.D. 34.5 0. 051 82.9 . 123 2. 161 0,137 L 128 8. 04 0. 332
n 12 5 5 5 ] ] 5 5 12
CCH Hean 479. 8 . 150 327.2 1. 490 12. 836 0. 876 3. 184 85. 40 3. 361
60 S.D. 439 0. 143 2.6 0.127 1.974 0. 149 0.273 6.18 0. 555
n 12 5 5 5 5 5 5 5 12
CCH Mean 436.6  499.6 2072 2102 300.6 3356 1.582  1.724 12.318 14326 0.806 0.806 3.326 3.756 56.46  §3.56  3.493 3. 246
300 S.D. 4.5 43.5 0.051  0.067 50. 8 67.7 0.165 0.18  1.288 L7983  0.098 0.075 0.273  (.535 3.85 700  0.221  0.745
n 7 5 5 5 5 5 5 5 § 5 5 5 5 5 5 5 7 5

Significanily different Irom conirol

%, P<0. 05; #% P<D. 0L

90



Study No. B041794

Table 31 Organ Weight ~ Summary Male
Test Substance Epididymides
Dose (mg/kg)
g
Day 43 Day 57
CCH Mean 1298 1350
0 S.D 0. 112 0. 081
1t 7 ]
CCH Mean 1. 258
10 S.D. 0. 146
n 12
CCH Mean 1. 201
60- S.D. 0. 176
n 12
CCH Mean 1. 299 1. 292
300 S.D. 0. 109 4
1 7 5

Significantly different from control

: %, P0.05; #% P<0. 01
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Study No. B041794

Brain Thynus eart iver Spleen Kidneys Adrepals
(g) (mgg] I%g) ]Zg) (2) (® %mggl

@

Organ Weight ~ Summary (FO Delivered-on Weaning)
. Female

Sex
Test Subst

nce
Dose(mg/kg9
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. % P<0. 05; %%, P<0. O1L.

Significantly different from control




£ =
Study No. B0417%4
Table 33 Organ Weighi - Summary Female #
Test Substance Final Body Brain Thymus Heart Liver Spleen Kidneys Adrenals
Dose (ng/kg) Veight
g g ng 4 g g g kg
Day 87 Day 57 Day 57 Day 57 Day 57 Day 57 Day 57 Day 57
CCE Mean 289.8 1. 952 273.2 0. 968 7.484 0. 488 1.828 66. 86
0 8D 19.5 0. 030 38.6 0. 057 0. 565 0. 094 0. 206 127
1 5 5 5 5 5 5 5 5
CCH Mean 282. 2 1. 910 304. 6 0.924 7.812 0. 596+ 1. 886 69. 92
300 S.D. 1.8 0.029 36.7 0. 059 0.573 0.078 0.119 12.29
n 5 § b 5 5 5 5 5

Significantly diff
#:5atellite animal

erent from conirol

5, K0, 05; #+, P0. 0L
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Relative Organ Weight ~ Summary

Male

Study No. B041794

Final Body Brain Thymus

Veight

g % x10-2%

‘Day 43 Day 57 Day 43 Day 57 Day 43

Day 57 Day 43

Liver

b3
Day 43

Testes

%

Day 57 Day 43 Day 57

Table 34
Test Substance
Dose (mg/ke)
CCH Mean
0 8D
L
CCH Nean
10 SD
1
CCH Mean
60 S.D
1
CCH Mean
300 S.D.
]

483.7  500.0 0.448 0.428  69.92
0.022

3.4 2.0  0.088 0.02 9. 47
7 5 5 5 5
489.0 0. 448 5840
34.5 0.028 15. 54
12 5 5
479. 8 0. 460 0. 24
43.9 0. 016 9.06
12 5 5

436.6  499.6  0.474  0.424  68.36
24.5 43.5  0.034  0.030 8.76
7 5 5 5 5

0. 7624% (. 750%

.32 0.726  0.688
.83 0

5 1 5

Significantly different Irom control

1 #,P<0. 05; ##, P<O. 0L



Study No. B041794

Table 34 Relative Organ Weight - Summary ¥ale
Test Substance Epididymides
Dose (na/kg)
¥
Day 43 Day &7
¢cH Hean 0.270  0.270
0 SD 0.037 0.012
] 7 5
CCH Mean 0. 269
10 S.D. 0.039
n 12
CCH Mean 0.270
60 S.D. 0. 038
n 12
CCH Mean 0.297 0.258
300 S.D. 0.021  0.054
n 7 5

Significantly different from control

: %, P<0. 05; #% PC0. 0L
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Study No. B041794

Unit

Brain Thgmus Heart Liver
(x10-2)

@

: Female
Test Substance

Dose (mg/kg)

CCH

Relative Organ Weight - Summary (FO Delivered-on Weaning)

Sex
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Study No. B041794

Table 36 Relative Organ Weight - Summary Female #
Test Substance Final Body Brain Thymus Heart Liver Spleen Kidneys Adrerals
Dose (ng/kg) Reight ,
£ % x102% % % % % x10%%
Day &7 Day 57 Day 57 Day 87 Day 67 Day 57 Day 57 Day 57
L Mean 289.8 0.678 93. 34 0. 332 2. 584 0,160 0. 528 23.02
§ SD 19.5 0. 048 B. 69 0. 016 0. 096 0. 024 0. 041 3. 80
i 5 5 B 5 5 5 g B
ccH Mean 282.2 0.676 108. 20 0. 330 2. T66% 0.212# 0. 666 4. 714
300 S.D. 1.8 0.030 14. 83 0.010 0.120 0.026 0.019 3. 98
L 5 5 § 5 5 5 ) 5

Significantly different from comirol

#:Satellite animal

0 #, P<0. 05; 4 P<0. 01
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Study No. B041794

Table 37 Necropsy Findings - Summary Scheduled Sacrifice
Sex Male Female
Test Substance CCH CCH cel CCH CCH CCH CCH CCH
Dose 0 10 60 300 0 10 60 300
Organ Dose Unit mg/kg mg/kg mg/kg mg/kg nmg/kg neg/kg mg/kg ng/kg
Findings Number of Apimals 7 12 12 7 12 12 12 12
Number of Animals Examined <D <12 a» {1 A2 {11 <11 12>
Thymus
Small 0 0 0 0 0 0 1 0
Liver
Abnormal lobation 0 0 0 0 1 0 0 0
Nodule 2 0 0 0 0 0 0 0
Testis
Small 0 0 1 0
Soft 0 0 1 0
Epididymis
Small 0 0 1 0
Yellowish change 0 0 1 0
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Study No. B0O41794

Table 37 Necropsy Findings - Summary Not delivery and Total litter loss
Sex Male Female
Test Substance CCH CCl CCH CCH CCH CCH CCH CCH
Dose 0 .10 60 300 0 10 60 300
Organ Dose Unit mg/kg mg/kg mg/kg ng/kg ng/kg mg/ke ng/ke mg/kg
Findings Number of Animals 7 12 12 7 12 12 12 12
Number of Animals Examined 0> 0> 0> <0 0> {1 <1> <0
Thymus
Small 0 1
Spleen
Small 0 1
Ovary
Cystic dilatation 1 0
Uterus
Fetal rest 1 0
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P J
Study No. B041794

Table 37 Necropsy Findings - Summary Scheduled Sacrifice (Recovery)

Sex Male Female

Test Substance NI CCH CCH CCH

Dose 0 300 0 300
Organ Dose Unit ng/kg ng/ke mg/kg ng/kg
Findings Number of Animals 5 5 5 )

Number of Animals Examined &> B> &> &>
Testis
Small 1] i
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Study No. B041794

Table 38 Histological Findings ~ Summary Scheduled Sacrifice
Sex Male Female
Test Substance CCH CCH {CH CCH CCH CCH CCH CCH
Dose 0 10 60 300 0 10 60 300
Organ Dose Unit mg/kg mg/kg ng/kg ng/kg ng/kg ng/kg me/kg ne/kg
Findings Number of Animals 7 12 12 7 12 12 12 12
Grade
Heart < < <> &5 [ <0» 0> <&y
Cell infiliration, inflammatory 1 3 2 2 2
2 0 0 0 0
3 0 0 0 0
4 ¢ 0 0 0
Lymph node, mandibular Gy 0> 0> <5 <5y ()] 0> 5>
Lvmph node, mesenteric &> 0> 0> 5> &> 0> 0> <5
Thymus &), 0> <0 <5y Gy 0> <L G))
Atrophy 1 0 0 3 0 3
2 0 0 0 1 0
3 0 0 0 0 0
4 0 0 0 0 Q
Spleen ) 0> 0> G5 <5 0> <0 <h>
Extramedullary hematopoiesis, ervtlirocytic 1 0 0 3 4
2 0 0 0 0
3 0 0 0 ]
4 0 0 0 0
Bone marrow, femur <5 0> < 5> <» <02 <0 <5

<>, Number of animals examined

1, Minimal; 2, Mild; 3 . Moderate; 4, Severe
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Study No. B041794

Table 38 Histological Findings - Summary Scheduled Sacrifice
Sex Male Female
Test Substance CCH CCH CCH CCH CCH ¢CH CCH CCH
Dose 0 10 60 300 0 10 60 300
Organ Dose Unit ng/kg mg/kg mg/kg mng/kg ng/kg ug/kg ng/kg ng/ke
Findings Number of Animals 7 12 12 7 12 12 12 12
Grade
Trachea <5 3 0> <5y <GBy 0> <0 G
Dilatation, tracheal giand 1 0 0 0 1
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
Lung (and bronchus) <5 0> <0> <5y <5y <> 0> <5y
Accumulation, foam cell, alveolus i 1 2 2 2
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
Hemorrhage 1 1 0 1 i}
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
Metaplasia, osseous { 0 0 l 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
Mineralization, arteriai wall 1 0 0 0 1
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0

<>, Number of animals examined
1, Minimal; 2, Mild; 3, Moderate; 4 , Severe
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Study No. B041794

Table 38 Histological Findings - Summary Scheduled Sacrifice
Sex Male Female
Test Substance CCH CCH ¢cH cel ccH ¢en CCH CCH
Dose 0 10 60 300 0 10 60 300
Organ Dose Unit ng/kg ng/ke mg/kg ng/kg ng/kg ng/ke mg/kg mg/kg
Findings Number of Animals 7 12 12 7 12 12 12 12
Grade
Stomach Gy <0> 0> <5y ) 0> <0 <5
Ectopic pancreatic tissue 1 0 0 1 0
2 0 0 0 0
3 0 0 0 0
4 { 0 0 0
Small intestine, duodenum )] 0> 0> <5y <5y <0> 0> <5
Small intestine, jejunum <5 <> 0> B> <5 0> 0> <5
Small intestime, ileum 5 < () ) G 0> <0 <5
Large intestine, cecum <& < <0> <5y <Gy <> <0> ¢y
Large intestine, colon <5y ) 0> <5 By <> 0> 6N
lLarge intestine, rectum By ) <> <Gy G 0> 0> 5y
Liver ) ) 0> ) <6> 0> 0> &>
Cell infiltration, inflammatory, focal 1 2 2 2 1
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
Fatty change, hepatocyte, focal 1 2 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0

<>, Number of animals examined
1, Minimal; 2, Mild; 3, Moderate; 4, Severe
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Study No. B041794

Table 38 Histological Findings - Summary Scheduled Sacrifice
Sex Male Female
Test Substance CCH CCH CCH CCli CCl GCCH CCH CCH
Dose 0 10 60 300 0 10 60 300
Organ Dose Unit rg/kg ng/kg ng/kg ng/kg ng/kg mg/kg mg/kg mg/kg
Findings Number of Animals 7 12 12 7 12 12 12 12
Grade .
Liver ' By <> 0> <y <6> <0 <> <5y
Vacuolation, hepatocyte, perilobular 1 2 1 0 0
2 0 0 0 0
3 ] 0 0 {0
4 0 0 0 0
Kidney <5y <5 <Gy () Gy <> ) <y
Basophilic tubule, proximal tubule 1 4 1 2 1 3 1
2 0 0 0 0 0 0
3 0 0 0 0 0 0
4 0 0 0 0 0 0
Cast, hyaline, tubule ! 1 0 1 0 0 0
2 0 0 0 0 0 0
3 0 0 0 0 0 0
4 0 0 0 0 0 ]
Cell infiltration, Iymphocyic, interstitium 1 1 2 0 2 1 0
2 0 0 0 0 0 0
3 0 0 0 0 0 0
4 0 0 0 0 0 0
Hyaline droplet, proximal tubular epithelium 1 0 1 1 0 ¥% 0 0
2 0 0 0 5 0 0
3 0 0 0 0 0 0
4 0 0 0 0 0 0
<>, Number of animals examined
1, Minimal; 2, Mild; 3, Moderate; 4, Severe
Significantly different from control o 4% PO, 01
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Study No. B041794

Table 38 Histological Findings - Summary Scheduled Sacrifice
Sex Male Female
Test Substance CCH CCH CCH ¢cH CCH ccH CCH CCH
Dose 0 10 60 300 0 10 60 300
Organ Dose Unit ug/kg ng/kg mg/kg ng/keg mg/kg ng/kg ng/ kg mg/kg
Findings Number of Animals 7 12 12 7 12 12 12 12
(rade
Urinary bladder <5 G <G> < ) <5 <5 <Gy
Cell infiltration, Ivmphocvte, lamina propria 1 0 0 0 1 0 0 0 1
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
Hyperplasia, mucosal epithelium I 0 0 2 4 * 0 0 0 4 %
2 0 0 0 0 0 0 0 0
3 0 0 0 0 ] 0 0 0
4 0 0 0 0 0 6 0 0
Testis 5y 0> <1 <5
Atrophy, seminiferous tubular epithelium 1 1 0 0
2 0 1 0
3 0 0 0
4 0 0 0
Epididymis <G> 0> < )
Cell debris, duct 1 0 l 0
2 0 0 0
3 0 0 0
4 0 0 0
Cell infiltration, lymphocyte, focal 1 0 0 1
2 0 0 0
3 0 0 0
‘ 4 0 0 0
<>, Number of animals examined
1, Minimal; 2, Mild; 3, Moderate; 4, Severe
Signilicantly different from controil . %, P<0. 05.
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Study No. B0O4179%4

Table 38 Histological Findings - Summary Scheduled Sacrifice
Sex Male Female
Test Substance CCH CCH CCH CCH CCH CCH CCH CCH
Dose 0 10 60 300 0 10 60 300
Organ Dose Unit ng/kg ng/kg ng/kg mg/kg mg/ kg me/kg ng/kg mg/kg
Findings Number ol Animals 7 12 12 7 : 12 12 12 12
Grade
Epididymis 5> <0> < <5y
Decrcase, sperm, duct 1 0 0 0
2 0 1 0
3 0 0 0
4 0 0 0
Granulomatous inflammation, spermatic 1 0 l 0
2 0 0 0
3 0 0 0
4 0 0 0
Seminal vesicle By > 0> <5y
Prostate <5y <o 0> <5
Cell infiltration, Ivmphocyte. interstitium 1 2 3
2 0 0
3 0 0
4 0 0
Coagulating gland By <> 0> <5y
Ovary <G> <> () <5
Uterus <5 0> 0> <5
Vagina <5 <0> < <5y

<>, Number of animals examined

1, Minimal; 2, Mild; 3, Moderate; 4, Severe
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Study No. B0417%4

Table 38 Histological Findings - Summary Scheduled Sacrifice
Sex Male Female
Test Substance CCH CCH CCH CCH CCH uil CCH CCH
Dose 0 10 60 300 0 10 60 300
Organ Dose Unit ' ng/ke ng/kg ng/kg ng/kg mg/kg mg/kg mg/kg mg/kg
Findings Number of Animals 7 12 12 7 12 12 12 12
- Grade
Pituitary <> W 0> B> <By <> <0> <5y
Aberrant craniopharvyngeal tissuc, posterior lobe 1 0 0 0 1
2 0 0 0 i
3 0 0 0 ]
4 0 0 0 0
Thyroid 5y 0> 0> > <5y <> <0> By
Ectopic thymic tissue 1 i 0 2 0
2 0 0 0 ]
3 0 0 0 0
4 0 0 0 0
Ultimobrancheal remnant 1 2 2 1 2
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
Parathyroid 5 ) 0> <5 < ) <> 5>
Adrenal <5 <0 <0> 5> 5y <0> <0> )
Accessory adrenocortical tissue 1 1 0 0 1
2 0 0 0 ]
3 0 0 0 0
4 0 0 0 0

. Number of animals examined
1, Minimal; 2, Mild; 3, Moderate; 4, Severe
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Study No. BO41794
Table 38 Histological Findings -~ Summary Scheduled Sacrifice
Sex Male Female
Test Substance ccH ccH cel cel cen ceH Cel cel
Dose 0 10 60 300 0 10 60 300
Organ Dose Unit ng/kg ng/kg ne/kg ne/kg mg/kg ng/kg mg/ke mg/kg
Findings Number of Animals 7 12 12 1 12 12 12 12
Grade
Adrenal By <> <0 by B < D) <oy
Fatty change, fascicular zone, focal 1 1 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
Brain <5y 0> 0> <G> <5 < < <5
Spinal cord <Gy <0> 0> ) <5 0> 0> <5
Sciatic nerve B> <0 0> ) 5> <> <> <5

<>, Number of animals examined
1, Minimal; 2, Mild; 3, Moderate; 4, Severe
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Study No. B041794

Table 38 Histological Findings - Summary Not delivery and Total litter loss
Sex Male Female
Test Substance CCH CCH CCH CCH CCH CCH CCll ccH
Dose 0 10 60 300 0 10 60 300
Organ Dose Unit ng/kg ng/kg ng/kg ng/kg mg/ke mg/ke ng/kg mg/ke
Findings Number of Animals 7 12 12 7 12 12 12 12
Grade
Thymus <0> <> 0> <> <> 0> <1 <>
Atrophy 1 0
2 0
3 1
4 0
Ovary ) ) 0> 0> <> <D 0> 0>
Cell infiltration, inflammatory, bursa 1 1
2 0
3 0
4 0
Dilatation, bursa 1 1
2 0
3 0
4 0
Necrosis, luteal cell, unilateral 1 0
2 0
3 1
4 0

<>, Number of animals examined
1, Minimal; 2, Mild; 3, Moderate; 4, Severe
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Study No. BO41794

Table 38 Histological Findings - Summary Scheduled Sacrifice {Recovery)
Sex Male Female
Test Substance CCH CCH cel CCH
Dose 0 300 0 300
Organ Dose Unit mg/ke mg/ke mg/ ke mg/kg
Findings Number of Animals 5 5 ) 5
Grade
Testis 0> B
Atrophy, seminiferous tubular epithelium 1 0
2 1
3 0
4 0

<>, Number of animals examined
1, Minimal; 2, Mild; 3, Moderate; 4 , Severe
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Study No. B041794

Table 38 Histological Findings - Summary Scheduled Sacrifice (Recovery)
Sex Male Female
Test Substance CCH CCH CCH CCH
Dose 0 300 0 300
Organ Dose Unit ne/ke ng/kg ng/kg ng/kg
Findings Number of Animals 5 5 5 5
Grade
Kidney <5 ) <0> 0>
Basophilic tubule, proximal tubule l 2 2
2 0 0
3 0 0
4 0 0
Cell infiltration, inflammatory, pelvis 1 1 0
2 0 0
3 0 0
4 0 0
Hyaline droplet, proximal tubular epithelium l i 1
2 0 0
3 0 0
4 0 0
Urinary bladder & B <o <o
Cell infiltration, lymphocyte, laming propria [ 0 1 0 1
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
Hyperplasia, mucosal epithelium 1 0 0 0 3
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0

<, Number of anrimals examined

1, Minimal; 2, Mild; 3, Moderate; 4, Severe
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Table 39

Reproductive Performance
Mating Stage : 1st

(F0) - Summary

Study No. B041794

Incidence of

Mating Period

Test Subst ' Nupher ~ Jemn e reaul Number of Day of Copulation  Bertilit
est Substance 0 strus ¥i rregular gmber o ay 0 opulation ertili

Dose (ng/kg) Pairs Cyvcle Estrus Cycle Estrus Conce1v1ng npex &) Index (%
CCH Mean 4.13 0.0 3.0 . .

i 0 34} 0. 31 0.0 33 100.0 100.0

F 0 I 12 12 0/12 12 12 a) (12/12) by (12/12)
CCH Mean 4, 08 . 0.1 3.1 100. 0 100. 0

M 10 S.D. 0.29 0.3 4.2

F 14 n 12 12 0/12 12 12 (12/12) (12/12)
CCH Mean 4, 25 0.0 2.9 100. 0 100. 0

M 60 S.D. 0. 45 0.0 3.4

¥ 60 1 12 12 0/12 12 12 (12/12) (12/12)
CCH Mean 4.00 0.0 2.8 100. 0 100. 0

| 300 S.D. 0. 00 0.0 1.3

F 300 il 12 12 0/12 12 12 (12/12) (12/12)

ag Number of copulated females / Number of pairs
b): Number of pregnant f?ma es / Number of copula ted females
Significantly different from conirol P<0. 05; *%, PK0. 01.
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Table 40 Study No. B04179%4

Delivery Data (F0) - Summary

Test Substance Number of Number of Implantal1on Delivery Gestation
Dose Gest%tlon Length  Cprpora Implantation Total Number n e in d Inde
(ng/kg) Luiea Sites ‘ of Offspring § ( ) (% }
CCH Mean 22. 8 16.7 15. 4 14.1 92. 88 91. 40 100. ¢
0 S.D. 0.4 2.1 1.7 1.1 1. 07 5. 53 (12/12) a)
)} 12 12 12 12 12 12
¢cn Mean 22. 6 15.9 13. 9 12. 8 86. 63 88. 97 91,7
10 S.D. 0.5 2.1 3.3 48 12. 93 28. 21 (11/12)
n 11 12 12 12 12 12
CCR Mean 22.17 15. 5 14. 4 14. 0 92. 75 96..82 100.0
60 S.D. 0.5 2.8 2.9 3.0 7. b4 4.13 (12/1D)
n 12 12 12 12 12 12
CCH Hean 22. 6 15. 8 15. 2 14. 3 95, 88 94, 23 100. 0
300 S.D. 0.5 1.6 1.5 1. 2 4. 16 6. 02 (12/12)
n 12 12 12 12 12 12
a) :Number of pregnant animals delivered live offs ring / nu r of pregnant animals
Slgnlflcantlypdl%ferent from control B g 0. 01.
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Study No. B041794
Day

Da
43’

0

Total

Offspring
on Day b
F

Number of Live
F Total M

after Culling
Total M

F

M

Number of Live Offspring on Day 4

before Culling

Total

g
F

Number of Live
Total M

F

Litier Size and Viability Index (F1) - Summary

Test Substance

D
(1?1271&@)

Table 41
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: %, P<0. 05; #%, P<0. 01.

85/75

Significantly different from control




Table 42 : Study No. B041794

C11n1cal Sign (F1 before Veaning) - Summary
Stage : Before Culling

Eest(SuBst§nce Day 0 : g . .
ose (ng/kg
/Findings (M/F)
CCH Number of dams 12 12 12 12 12
0 Number of offsprin . 81/88/0 78/88 78/88 78/88 71/88
Nuuber of Jems with abnormel offspring 8/39 78/83 11/88 75/88
o Abnormali
beathimag 370/ 0/0 0/0 170 20
CCH Number of dams 1t 11 11 11 11
10 Number of offsprin ) 88/66/0 88/66 88/65 88/65 87/65
Nunper of dams with abnormal offspring .} 38/58 38/65 87/68 87/65
0 orma i
Death Q/E0) /070 i 0/0 /0 /6
cCH Number of dams 12 12 12 11 11
60  Number of offsprlng C15/93/0 72/90 70/87 66/84 66/84
Number of dams with abnormal offspring 1 1 0 0 0
il 7L L B
eath
Loss of sucillng 5/5 4/3
ccH Number of dams 12 12 12 12 12
300 Number of offsprin ) 96/75/0 95/75 95/175 95/75 95/75
Numper b dans with abnormal offspring . ] 95/15 95/75 95/18 95/74
o Abnormali
Doath /Ry Y 10/0 0/8 0/0 /8 0/1

M:Male, P:Female, U:Unable to be sexed on day 0
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Table 43 Study No. B041794
Body Wei%ht of Offspring (F1 before Weaning) - Summary
Sex : Male Unit : g
Eest Substance hefore Culling / after Culling
0se
(mg/kg) /Day 0 4
CCH Mean 1.3 11. 9
0 S.D. 0.6 .3
n 12 12
CCH Mean 1.1 11.7
10 S.D. 0.8 )
n 11 1
CCH Mean 1.1 11. 8
60 S.D. 0.7 L8
n 12 1
CCH Mean 6. 6 10. 4
300 S.D. 0.6 1.3
n 12 12
Significanily different from control - %, P<0. 05; ##, P<0. 0L,
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Table 43 Study No. B041794

Body Weighi of Offspring (F1 before Weaning) - Summary

Sex : Female ‘ Unit : g
%est Substance before Culling / after Culling
0s€
{(mg/ke) /Day 0 4
CCH Mean .0 11. 4
0 S. D 0.5 .2
i} 12 17
CCH Mean 6. 6 11. 0
10 S D 0.8 .1
n 11 I
CCH Mean 6.7 11.3
60 S.D. 0.7 LT
n 12 1
CCH Mean 6.2 10.0
300 S.D. 0.7 1.2
n 12 12
Significantiy different from control %, PO, 05; #%, P<0. 01.
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Table 44 Study No. B041794

Body WEI%ht Galn of 0ffspring (Fi before Yeaning) - Summary
: Base : Day 4 after Birth Unit : g
Test Substance before Culling after Culling
Dose
(mg/kg) /Day 0- 4
CCH Mean 4.6
0 S.D. 0.8
n 12
CCH Mean 46
10 S.D. 0.9
i 11
CCH Mean 4, 6
60 S.D. 1.2
n 11
CCH Mean 3.9
300 S.D. 0.7
n 12
Significantly different from control : %, P<O0. 05; #%, P<0. 01,
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Table 44 : Study No. B041794
Body Weight Gain of Offspring (F1 before Weaning) - Summar
Sexy: Fe%ale Base : Day 4 after Birth & v Unit : g
%est Substance before Culling after Culling
ose
(mg/keg) /Day 0- 4
ccH Mean 44
0 S.D. 0.8
n 12
CCH Mean 4. 3
10 S.D. 1.0
n 11
CCH Mean 4,4
60 S. D l. 2
n 11
CCH Mean 3.8
300 S.D. 0.7
)| 12
Significanily different from control - % P<0. 05; *%, P<0.01.
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Table 45 Study No. B041794

External Bxamination of Offspring (F1) - Summary
Day : 0 (Birth Day)

Test S bstance CCH €Cq €CH CCH
Dose 0 10 60 300
Number 0 ams . 12 11 12 12
Number of Offspring 166 154 162 170
Number of Dams with Anomalous Offspring OE” 0.0%; 02 0.0%; 15 8.3%; Og 0.0%;
Number of Offspring with Any Anomalies 0¢ 0.0% 0C 0.0% 1{ 0.6% 0C 0.0%
Anal atresia a Q)] 1TQ)) @) 0¢ 0
Mean ﬁ 0.0 0.0 0.6 &8
.D. %0, 0.0 2.2 0.0
Anur 0 0C 0 1¢ 1) 0( 0
y Hean 0.0 0.9 0. 6 0.0
S.D. 0.0 0.0 2.2 0.0
g :Number of anomalous offspring }number of dams with anomalous off 8r y g . .
b) ;Number of anomalous offspring / number of f sBrxnﬁ examlne (%), on litter basis
Significantly different from control $% P<0. 01
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Table 46

Necropsy Findings (F1 Offspring)
Test Substance : CCH

Study No. B041794

Test Substance Scheduled Sacrifice Dead Dead Dead Dead Dead
Dose (mg/kg)  /Findings Day: 4 0 | 2 3 4
N F M M F
CCH Nember of offspring examined 15 88 3 1
0 No abnormality 5 88 3 1
CCH Number of offspring examined 87 65
10 No abnormality 87 65
CCH Number of offspring examined 66 84 3
60 No abnormality 66 84 3
CCH Number of of{spring exanined 95 74 I
300 No abnormality 95 74 i

M:Male, F:Female

121



	表紙
	目次
	要約
	緒言
	試験材料及び方法
	試験結果
	考察及び結論
	参考文献
	図
	表

		2024-03-08T10:01:29+0900
	National Institute of Health Sciences




