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EIEHIRE THRF (Table 10-2, Appendix 10-2)

BT, WTINOBREERICEBWCHSREE S 1,000 mgkg B & DRI Jﬁ 7RFEITER
D ohviehoT.

METHE, 1,000 mgkg B CPT NERICEM L.

MRELFRE
B HARIME TR (Table 11-1, Appendix 11-1)

HETIZ, 300 3 XT8 1,000 mgkg BECTREADOEE 2D, 1,000 mgkg BETH Y 7.4
DOEBERENMPRO BN F72, 100 mgkgBHETHII UL, B vAkctUzﬁﬂ%zs
FRIZEMUED, AEERFEORVEILTHY, #RMERGOREL TR L2
o,

HECHE, 1,000 mg/kg BECHMERFREEICER L.

EHEHARIHE TH; (Table 11-2, Appendix 11-2)
HERE & BIZWTIORERBIZBWTH R FREE L 1,000 mgkg BE & ORICEERZET
B y) Bﬂ’bfot?blo 7,:_

MmEEEEIIERE

REHIRIMTEF (Table 12-1, Appendix 12-1)
HETIE, 300 BX TN 1,000 mgkg BT o 77 UHERRB TOWENERIZIET
L7,
HETIL, 300mgkg BT o/ 07 ) UAEERBIOBREXNERICEMNLUEZD, AE
IRFFMED 72V VL Th O SR 5 DRE & (3BT L7 o Tz,

EHEEARI TR (Table 12-2, Appendix 12-2)
HETH, WINORERBICIWTHREE S 1,000 mgkg B & ORICHE/REER
B b
METIE, 1,000 mgkg B Tao 707 U UHERENSERICIEM U, BT
HY, BHEFHERITENCHBTL .

R

WS HARATRF (Table 13-1, Appendix 13-1)

HETIE, W OREE BRI TR L R E R 558 & ORICEIIFRD b
niph-oiz.

METIE, 100 mghkg FHETHRU DA, B ) v ARIUERRIEEEOEE D, 300
mgkg FTT U U ABERMEDR B/, 1,000 mgkg BT U U LRI UHERREE
HEDE BB il
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155.4.2. EIEEARIR T (Table 13-2, Appendix 13-2)
BT, 1,000 mghkg B TEEERABIET LY, FHOBEE TIBRWREDH
IS TEALTH Y, WRWERGOFEL ITHW Lol e, 7RI DA,
F VT ABIUEREENEERIIED LR, REEHEIEIIRRD bRn o &
HEROE R G DORE L ITHWT L 2h o T, ‘
HETHE, WINOREBEERIZBWCHXREE S 1,000 mgkg B & ORICEITRD b
ARy il

15.6. REERE
1561. 2REES

156.1.1. BH IR TE (Table 14-1, 15-1, Appendix 14-1, 15-1)
BETIE, WIhOBRIEREICIWTHXREE L R HBRE A5 & OMICEITRD
nighoiz,
METIE, 1,000 mgkg B CHTIROMERT E iR OA B /2N L O ER O IER 2353
Wb, Fi, 100 BET 300 mgkg B TRIROMNT R I UERERZOFBRIET 2,
100 mg/kg B COREDMER EROFEERE TR b8, AREEEOLRWELTH
D, HWHEIREORHL BT L) o T

156.1.2. EEARIHE TR (Table 14-2, 15-2, Appendix 14-2, 15-2)
HETIE, WTNORIEREICBOTHRRE & 1,000 mgkg 7 & ORICEITFRD bR
oz,
HETIE, 1,000 mgkg & LIS I OO EIROFEREEINFE0 =23, Al
HTOBRNREFEICRR UL E B 2 b, HRER S OB L 1Tl L2 h-o
Pl
1562. EIRETR
1562.1.  BEHRIETE (Table 16-1, Appendix 16)
W EREEAICRVT, MR L%Eé&zi)ﬂﬁ DN LT ISR b
DyoTo, WERIERSEECRO DN RIL, W HERED D\ ITERMEORAET

HY, T, Ty MCUTUITBRRET DR TH L Z LD, HRMERSIZLD
BLEiIEBZ bhiziroTz.

156.2.2. EIEHAR T (Table 16-2, Appendix 16)
XEFREEIS J U0 1,000 mgkg BECBESNIFTRIL, WTNbEBEORETHY, B
REEMDBALLEZ DI,

=20 -
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15.6.2.3.

15.6.3.

15.6.3.1.

15.6.3.2.

15.6.3.3.
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FET-E (Appendix 16)
EEEARIFPICSE U=t EREED 1 ] @& 5 1010) T, EEFOMAZE, =Gk X

- CEBBOWNEELR, BEMORERE, g0/ YL, BROZEN, #EOZERI U2y

DHIEN B i
AEART R
BEIRHE TR (Table 17-1, Appendix17)

WERE 5 DG NN B IR FR S bivTz.

gL, ANERLEITAIIEIEA (Photo. 1, 2) 2MMEHED 300 35 XU 1,000 mg/kg &
RO DI, MEREL $HIZ 1,000 mgkg BETREFDEREITEM L. FFHIRAEKIT, #
BB DIFEEEAL B fE> TV Ve, 7238, FRABBSEAREEIEDS, MO 1,000 mg/kg BEZ 1 4%
£ L7

F A, %&%’%E@&:%E@’E{mw}iﬁﬁ%ﬁbf:%ﬁb:ﬁﬁ%?éﬂ’w‘:bi, AR BRE L7
FEBDEBLRO NS, WThLERREFELB X b,

EEEARIIE TEF (Table 17-2, Appendix 17)
BREHRETERS, HERED 300 38 L T8 1,000 mg/kg BEZFRD AL FFHIRDIERIS &
CERRTIIEE SN2 Tz, :
FOH, BIENTIRE DL RS L 001,000 mgkg BCBE Shicss, £ 0fk
BB LIUOREED OV TN BERBERE LB DIV,

Sl (Appendix 17) _

EHEHARPICFET Lo REED 1 41 (@E5 1010) T, ZEER JOEBOMEE
VAR, $ERED S o, KIER JUBEMAMIGRINE, FROIEX, ERORE, 18, RIE
DEHE LR L THILA A2 oh, ELOEREEX DRI, £OM, BHED S ML T
HEEOEMKT, Mgk JOMRCRT 2EEOER, U HORMLKERERL LD

TFHEREBRIE, FOVEIRMIRERTE, ATIROITHIRGEIREESE, BIRORMEFHEE L, Bt

DL, RISCHRIS JUREEDZERE, SMOREI AR S, “ e —eRBORLL
SRAEENER SN, FERIBEHRHEDOBAZE TH D L ¥ L.

221-
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16. BEBIUWR

W e 5 B u‘:% bA3, EMEERBREEOFTIRICFRM bz, 1,000 mgkg BED
MTB?H@E;_@%DM%&)BM RETBETRE LT, REEBFAI/NER.OED
éz}@%&q‘ b tﬂﬁﬂiﬂ@@ﬂiﬂkip 300 mgkg LA EDEEDMERETRD bz, il
FWEOREIZLY, BER/IMNIEOEINRT h7 a— A P450 OIEEERZE7 1L,
r‘rﬁ%*#é’ﬂb:xj\%ﬂlﬂ»b%@ﬁ%@@ﬁ{ bEMS R DIERZRZ T2 B TNE 2
L DY, IR LSRRI, FHREORIE TR LIRSS E X bk,
FRRIRIIE A, SRR SR DI RN T LD = & 1vD, BRI 5IC RS L

EALTH B EEBZ bV, ATHRAOEREEFA, 1,000 mgkg BEORE 1 FlIZFRO b
7o, BAREESTIZ, FFEO—EBRTOHMIBR/ LR TH Y, FROFEFARHEEEF
AR BLREESET, HARAEREL LTSN SRS 2 L5 b, AFTRILERN
RETRT, #RYERS LIIBROBRVWELLTH B EE L L.

MEAACEEREICIVT, SHEREREED 300 36 X TN 1,000 mgkg BEDRETHRE B MK
T Lz, MiFEABRKEIRERRE T, RABEOHC o /27 ) UREOKTFRR
BRLTRY, BREADETE o 707 ) VAEOKTICER LTI ThEEELD
i, LaL, o 2707 ) U HEORTOBFIIRE Chor. iz, SHRBED
1,000 mgkg BEOMETHMEREIGM EA Uiz, SRR O ERIL, Mo X7 o—noZk
{bEHEDRWEMOZLTH Y, MOERAEHEORAFRD bNEILTHD. Lo
T, ZDDOELOEEFNERIITATH LY, HRWEOED - [FERIRICH
LEENRNRINTZ.

STEREEDHE 1| FISEMERAR FFICIET Uiz, Z 08, #4525 HUBKER LU0
BHEMNFA L, —i3REEIS L U FOB (238U3C, & REBOE/IZBIE LR B
SN, REMERFRE T, FREOBAZENRO LN, ZhBEREE X Ohk.
BBEAZEIE, T v MCBWTZEDRERB LUV, BEHCRELLZ L0, BRRAE
RETHDHEEZ DN,

—ROREE, HRERBIUEBEE Jf&%ﬁ%ﬁ&—?@ CENIERD DIVT, FEMAREIREIE,
FUSHERE, BB IV EREHEIC bHREEETRET HEMITFRD bhvizhor.

T DM, FHRBREIZBVT, ﬁm&#@ﬁf‘ , 1000 mgkg BEDIME 1 5] (EMpEE
2304) OBEMEBIEEER LIZ. Linl, Z0OBHE2ES)REORBEREFRET
FEMOIILIRD LI, BRWERS L IBEOR L W L. £, K
AV SR CIE, 1,000 mgkg BEOHETH U 7 AR LR L, RIBETIL 100, 300 £i2ik
1,000 mgkg BEOMETRTEMEMET L2, BUOBENARICE-TELT, B
%*’%Eﬁéiﬁ#ﬁﬁ@ﬁ%i@%®m®ﬁﬁﬁﬁﬁK%%ﬁm&<,ﬁﬁ#ﬁﬁ

BOTHLBOEREEIRD DNRWT Lh, HBRMERS L IIBREORWVELEE X
-22.
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bz, [EERBRENCBVT, 1,000 mgkg FEORECTHFERE B L, wmmygﬁ
DM TREFRMBERR S, PT RNEMHLE. ZhbDZ ki, BEHRKTEIZIREE
wanr%%f,wfﬂ%%ﬁ&%m%&étw,ﬁﬁ%mﬁiﬁﬁw&%zant.

Sk, MERBREHTICBNT, 22°33-7 7004407 I ) VT 2oV A X
v DRIEBFCRET A EELD, HEREE HiZ 300 mgkg/day A EDOBS TRO HIL
ez lah, EEMERT, i S BT 100 mgkgday LEMTS R, E =R

TROLNEL, W 14 B EORIEIC L D EHEMENFRD b .

17. BE308
1) FHEEZRE, SFEERESE, FIUERE 158 (1994)
2) BASMHRESSRE SEREERT, 713> 7 :182(2000).
3) Haschek MW, Rousseaux GC, Fundamentals of toxicologic pathology, Academic press: 139
(1998).

18. RBRBEHRREIORTE
LER D TEREENY, Z7F & v F —ERURTFIERIC TR IREEIERLE 10 MR
HFEND. ZOBRDRFICONTL, RREFEE LT —CH#o L, BIBE
DB, Fiz, FREARMEAEREGREENCOWTIE, RS HBREIZETIC T
10 FFRRFESND. ZOBRDRERFIOWTIE, HBBREEE LLGTE L F— DN
Natt MBRERERRT TSRO L, BRED .
o REGHEE (EX)
o HWHMHE (Hrovh, 29
o WHMHEIZEET2ER (EARIUFRREER, T ofth)
o Bk X UMERRIZBE T HRek
o AETF—X (—RCIRREMIEREER, FERIEIE, BAEERERE, BRRELE
BEEEECRE, WEFRERT R £ 0OH)
o BREEAME (Tuv JiER, REAMNEA, BigsE, MIREHKIER, Zof)
o REAARMMEAEREMREE (REMENMERHEEOS L, REEBIEAIERH
EEDEL, EAFREGEEEEDEL, TOM)
o HmREE (EX), FPEEEHMERLER (BL)

-23-
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Table 1. ¢linical observation Exp. No. 9934 (115-213)

Sex: Male

Group No. Day of experxment
Dose Finding L R Rem--m-- > E R > 4------- > Bar----- > 6-----== >
ng/kg Part 1’ 2 3 1 2 3 1 2 3 1- 2 3 1 2 3 1 2 3
01 normal ' - 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 1g
control Total 10 10 10 10 io0 i0 10 1o 10 10 10 10 10 10 10 10 10 10
a
Emaciation - 10 10 i¢ 10 10 10 10 io0 10 10 1¢ 10 10 10 10 10 10 10

+
Total 1i¢ 10 10 10 10 1¢ 110 10 10 10 10 1¢ 10 10 10 10 10 10

-~6T-

02 norwmal - S ] S S 5 S 5 5 5 5 5 5 5 S s 5 s 5
TCDAM Total 5 S 5 S 5 5 5 5 5 5 5 5 5 s 5 5 5 5
100 .
03 noxrmal - 5 5 5 5 5 S 5 5 5 5 5 5 5 5 5 5 5 5
TCDAM Total E] S S 5 5 5 5 S 5 5 5 S 5 5 5 5 5 5
300
04 normal - 10 10 10 10 10 10 10 10 10 1o 10 10 10 10 10 16 10 1o
TCDAM Total 10 10 10 10 10 10 10 10 10 10 10 10 10 10 1¢ 10 10 i0
1000
1: Before dosing 2: 30 to 60 minutes after dosing 3: 3 to 4 hours after dosing
TCDAM: 2,2’,3,3’'-Tetrachloro-4,4’-diamino diphenylmethane
Table 1. -continued Clinical observation Exp. No. 9934 (115-213
Sex: Male
Group No. Day of experiment
Dose Finding KRR > gommmmm- > 9-rmmmmm > 10------- > 1l------~- > 12----v-- >
mg/kg Part i 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
01 noxrmal - 10 10 10 i0 10 10 10 10 10 10 10 10 10 10 10 10 10 10
control Total 10 10 o a0 1o 10 10 10 10 10 10 10 10 10 10 10 10 10
]
Emaciation - 10 1o 10 10 1o 10 10 10 10 10 10 1o 10 10 10 10 10 10
0 0 0 ] [ [¢] 0 0 ] [} 0 o o 0 0 0 0 o

+
Total 10 10 10 10 10 0 10 10 10 10 10 0 10 10 10 10 10 10

02 normal - S 5 5 5 5 5 s 5 5 S S 5 5 5 5 5 S 5
TCDAM Total S 5 5 5 5 5 5 5 s 5 5 5 5 5 5 5 s 5
100
03 normal - 5 S 5 5 5 5 3 E 5 ] 5 5 5 s 5 E £ 5
TCDAM Total s 5 S 5 5 5 S S 5 5 E S 5 S s S S 5
300
04 normal - 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 i0 10 10
TCDAM Total 10 10 10 i0 10 10 10 io0 10 10 10 10 10 10 10 10 10 10
1000
1: Before dosing 2: 30 to 60 minutes after dosing 3: 3 to 4 hours after dosing

TCDAM: 2,2/,3,3’-Tetrachloxo-4,4’-diamino diphenylmethane
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Table 1. -continued Clinical observation Exp. No. 9934 (115-213)
Sex: Male
Group No. Day of experiment
Dose Finding 13---o--- > 1l4------- > 15------- > 16----v-- > 17------- > 18-=----- >
mg/kg Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
01 normal - 10 10 10 1o 10 10 10 10 10 10 10 10 10 10 io 10 10 10
cantrol Total 10 10 10 10 10 10 10 10 10 10 10 10 1Q 1¢ 1o 10 1o 14q
Emaciation - 10 10 10 10 10 10 10 10 1o 10 10 10 10 10 10 10 1o io0
e} 4] o, [} ] [} 0 o Q o 1] o o [+] o [+] 0 0
Total 10 10 1o 10 10 10 10 10 10 10 10 10 10 10 i0 1c¢ 10 10
02 normal - 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
TCDAM Total 5 S 5 s 5 5 5 5 5 5 5 5 5 5 s 5 s s
100
03 normal - 5 5 5 5 5 s 5 5 s 5 5 S LS 5 S L S 5
TCDAM Total 5 H 5 S 5 5 5 5 5 S 5 5 5 5 5 s 5 5
300 .
04 normal - 10 10 10 10 1o 10 10 10 10 10 10 10 10 10 10 10 10 1o
TCDAM Total 10 10 10 10 1¢ 10 10 1o 10 10 io0 10 10 10 10 16 10 10
1000
1: Before dosing 2: 30 to 60 minutes after dosing 3: 3 to 4 hours after dosing
TCDAM: 2,2',3,3’-Tetrachloro-4,4’-diamino diphenylmethane
Table 1. -continued Clinical observation Exp. No. 9934 (115-213)
Sex: Male
Group No. Day of experiment
Dose Finding 19------- > 20------- > 21l------- > 22--ne--- > 23~------ > 24------- >
mg/kg Part 1 2 3 1 2 3 1 2 3 1 2 3 i 2 3 1 2 3
01 normal - 10 10 10 10 lo 10 10 10 190 10 10 10 10 10 10 10 10 10
control Total 10 10 10 10 10 10 10 10 10 10 10 io 10 1o 10 10 10 10
Emaciation - 10 10 10 1o 10 10 10 10 10 10 10 1o 10 10 10 1o 10 10
-+ o Q 1] Q o] 0 o 0 0 Q 4] 0 0 [¢] 0 Ll 0 0
Total 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 1¢ 10
Q2 normal - 5 5 5 5 5 S 5 5 5 5 5 5 5 5 5 s 5 S
TCDAM Total 5 5 5 5 5 5 5 S 5 5 5 5 5 H 5 S 5 S
100
03 normal - 5 5 5 E) 5 5 5 5 H 5 5 5 5 s H 5 5 S
TCDAM Total 5 5 5 5 5 1 5 S S 5 5 5 5 5 5 s 5 5
300
04 normal - 10 10 10 10 10 10 10 10. 10 10 10 10 10 10 10 10 1o 10
TCDAM Total 10 io io 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
1000
1: Before dosing 2: 30 to 60 minutes after dosing 3: 3 to & hours after dosing

TCDAM: 2,2‘,3,37-Tetrachloro-4,4’'-diamino diphenylmethane
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Table 1. -continued Clinical observation Exp. No. 9934 (115-213)
Sex: Male
Group No. Day of experiment
Dose Finding 25------~ > 26------=~ > 27------- > 28-------~ > 29
mg/kg Part 1 2 3 1 2 3 1 2 3 1 2 3
G1 normal - 10 10 10 10 10 10 1i¢ 10 10 9 9 9 s
control Total 10 10 10 10 10 10 10 10 10 2 9 9 s
Emaciation - 10 10 10 10 1o 10 10 10 10 9 9 9 S
+ 0 0 0 0 0 0 0 0 0 1 1 1 0
Total 10 10 10 10 10 10 10 io0 10 10 10 10 5
02 normal - 5 5 5 S 5 5 5 5 5 5 5 5 5
TCDAM Total s s 5 3 5 5 s S s s 8 5 S
100
03 normal - 5 S 5 5 5 5 5 5 5 5 5 5 5
TCDAM Total S 5 5 5 5 5 5 5 5 5 5. 5 5
300
04 normal ke 10 10 10 10 0 10 10 10 10 10 10 10 5
TCDAM Total 10 10 10 10 10 10 1o 10 10 10 a0 10 E
1000
1: Before dosing 2: 30 to 60 minutes after dosing 3: 3 to 4 hours after dosing
TCDAM: 2,2',3,3‘-Tetrachloro-4,4'-diamino diphenylmethane
Table 1. -continued Clinical observation Exp. No. 9934 (115-213)
Sex: Female
Group No. Day of experiment
Dose Finding vmmmeme> 2- g-nm---- >
mg/kg Part 1 2 3 1 1 2 3
01 normal - 10 10 190 10 10 10 10 10 10 10 10 10 10 10 10 10 10 190
control Total 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
0
02 normal - 5 5 5 5 5 5 L s S 5 5 5 5 B 5 5 5 5
TCDAM Total H s 5 5 5 s 5 5 S 5 5 5 s S 5 5 5 5
100
03 normal - 5 5 5 5 5 5 5 5 5 S S 5 S 5 5 5 5 5
TCDAM Total 5 5 5 5 5 5 s s S 5 5 5 s 5 H 5 s 5
300
04 normal - i0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 1¢ 10 10
TCDAM Total 10 10 10 10 10 10 10 10 10 10 10 1o 10 10 ¢ 10 10 10
1000
1: Before dosing 2: 30 to 60 minutes after dosing 3: 3 to 4 hours after dosing

TCDAM: 2,2°

,3,3’ -Tetrachloxo-4,4’-diamino diphenylmethane
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Table 1. -continued Clinical observation Exp. No. 9834 (115-213)
Sex: Female

Group No. Day of experiment

Dose Finding Fe-——-== > B------- > R > 10-~----- > 1l--c-w-- > 12e--een- >
mg/kg Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3

01 normal - 10 ¢ 10 10 10 10 10 10 1o 10 10 10 10 10 10 10 10 10

control Total 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10

02 normal - 5 5 5 5 5 S 5 5 5 5 S 5 5 5 5 5 5 5

TCDAM Total S 5 5 S 5 5 s 5 S 5 5 5 5 5 5 5 5 S
100

03 normal - S 5 s 5 5 5 S 5 5 5 5 5 5 5 5 s 5 5

TCDAM Total 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
300

04 normal - 10 10 10 1o 10 10 10 10 io0 10 i0 10 10 10 10 10 10 10

TCDAM Total 10 10 16 10 216 10 10 10 10 10 10 10 10 10 10 10 1o 10
1000

1: Before dosing 30 to 60 minutes after dosing 3: 3 to 4 hours after dosing

TCDAM: 2,2’,3,3’-Tetrachloro-4,4’-diamino diphenylmethane

Table 1. -continued Clinical observation Exp. No. 9934 (115-213})
Sex: Female

Group No. Day of experiment

Dose Finding 14------~ > 15------- > 16------- > 17e--ennm- > 1B----v-- >
mg/kg Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3

g1 normal - 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10

control Total i0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10

02 normal - 5 s S S s S 5 L E) 5 5 S s 5 s 5 5 1

TCDAM Total 5 s s 5 5 5 5 5 S 5 5 s s 5 5 5 5 5
100

03 normal - 5 5 5 5 5 5 5 5 s 5 5 S 5 E 5 s S 5

TCDAM Total 5 5 5 5 5 5 5 5 5 5 5 5 s 5 5 5 5 5
300

04 normal - 10 10 10 i0 io 10 10 10 10 10 10 10 10 ic 10 10 10 10

TCDAM Total 10 10 10 i0 10 10 10 10 10 10 10 10 10 10 10 10 10 10
1000

1: Before dosing 30 to 60 minutes after dosing 3: 3 to 4 hours after dosing

TCDAM: 2,2,3,3’-Tetrachlorc-4,4’'~diamino diphenylmethane
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Table 1. -continued Clinical observation Exp. No. 9934 (115-213)
Sex: Female
Group No. Day of experlment
Dose finding 18------- 20--~-~-~-~ > 21------- > 22------- > 23------- > 24------- >
mg/kg Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
o1 normal b 10 10 10 10 ic 19 10 10 10 10 10 10 10 10 10 i0 10 10
control Total 10 10 10 10 1o 10 10 10 it 10 10 10 10 10 10 10 10 10
02 normal - L S 5 s 5 s 5 S 5 s 5 S 5 5 5 5 5 S
TCDAM Total 5 s 5 S 5 S 5 5 5 S 5 S 5 s 5 5 5 5
100
03 normal - 5 5 5 5 E 5 s s 5 5 5 5 S 5 5 5 s
TCDAM Total s 5 5 5 5 5 5 5 5 5 s S 5 5 5 5 5 5
300
04 normal - 10 10 10 i¢ 10 10 10 10 10 10 10 10 10 10 10 10 10 10
TCDAM Total 10 1o 10 10 i0 1¢ 1¢ 10 10 10 10 10 10 10 10 10 10 10
1000 .
1: Before dosing : 30 to 60 minutes after dosing 3: 3 to 4 hours after dosing
TCDAM: 2,2’,3,3'-Tetrachloxo-4,4’-diamino diphenylmethane
Table 1. -continued Clinical cobservation Exp. No. 9934 (115-213)
Sex: Female
Group No. Day of experiment
Dose Finding -- -> 26me----n> 28--c---- > 29
mg/kg Part 1 2 3 1 2 3 1 2 3
01 normal - 10 10 10 io0 10 10 10 10 10 10 10 10 S
control Total 10 10 10 ic 1o 10 10 10 10 i0 10 190 S
0
02 normal - 5 5 5 5 5 5 5 s ] s 5 5 5
TCDAM Total 5 s s 5 5 S 5 5 s s 5 s S
100
03 normal - 5 5 5 5 5 S 5 5 s 5 5 5 5
TCDAM Total 5 S S 5 5 s 5 S 5 s 5 5 5
300
04 normal - 10 19 i¢ 16 10 10 10 10 10 10 10 10 5
TCDAM Total 10 10 10 10 10 10 10 10 10 i0 10 10 5
1000

1: Before dosing B
,3,3’-Tetrachloro-4,4’-diamino diphenylmethane

TCPAM: 2,2’

30 to 60 minutes after dosing 3: 3 to 4 hours

-36-
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Table 1. -continued Clinical observation Exp. No. 9934 (115-213)
Sex: Male
Group No. - Day of experiment
Dose Finding 2% 30 31 32 33 34 35 36 37 38 33 40 41 42 43
wg/kg - Part
a1l normal - 4 4 4 4 4 4 4 4 4 4 4 4 4 4 24
control Total 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
Emaciation - 4 4 4 4 e 4 [ 4- 4 4 4 4 4 4 4
+ 1 1 1 1 1 1 1 1 1 1 1 1 o 0 0
Total Y S 5 5 s 5 5 5 5 5 5 s 4 4 4
Abdominal distention - 5 5 5 5 5 5 5 4 4 4 4 4 4 4 4
+ o [} 0 [} 0 0 0 1 1 1 1 1 0 0 Q
Total 1 S s 5 5 5 5 5 s s 5 5 4 4 4
1 04 normal - 5 -1 5 S S 5 5 5 5 5 5 5 5 5 5
L) TCDAM Total S 5 5 S 5 5 H 5 5 5 5 5 5 5 5
A 1000
'
TCDAM: 2,2’,3,3’-Tetrachloro-4,4’-diamino diphenylmethane
Table 1. -continued Clinical observation Exp. No. 9934 {115-213)
Sex: Female
Group No. Day of experiment
Dose Finding 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
mg/kg Part
01 normal - S 5 s 5 S E 5 5 5 s 5 5 ] 5
control Total 5 5 5 5 S 5 s 5 s 5 s 5 5 s s
04 normal - s 5 5 5 s 5 5 § 5 5 5 5 5 5 §
TCDAM Total s 5 5 s S s 5 5 5 5 S 5 5 5 S
1000
TCDAM: 2,2’,3,3’-Tetrachloro-4,4’~-diamino diphenylmethane

-0b-
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Table 2. Body weight Exp. No. 9934 (115-213
Sex: Male
Group No. Day of experiment Unit:g
Dose Gain
ng/kg 1 4 8 11 15 18 22 25 28 1-28
01 N 10 10 10 10 10 10 1c 9 9 9
. control Mean 151 173 200 220 243 263 285 304 319 168
D 6 10 14 18 23 26 30 31 33 29
02 N 5 5 5 s 5 5 S 5 5 5
TCDAM Mean 150 172 199 219 246 264 283 300 31s 168
io00 $.D. [} 10 13 15 21 24 29 33 42 40
03 N 5 S 5 5 5 5 5 S S 5
TCDAM Mean 149 171 1398 223 248 272 296 313 333 183
300 D 6 8 14 16 17 18 20 22 22 18
04 N 10 10 10 io0 10 10 10 10 10 10
TCDAM Mean 151 172 197 219 240 257 277 292 3os 158
1000 s.D 6 9 13 17 20 22 24 24 27 23
TCDAM: 2,2’,3,3’-Tetrachloro-4,4’-diaminc diphenylmethane
Table 2. -continued Body weight ExXp. No. 9834 {(115-213
Sex: Female
Group No. Day of experiment Unit:g
Dose Gain
mg/kg 1 4 8 11 15 18 22 25 28 1-28
01 N 10 10 10 10 10 10 10 10 10 10
control Mean 117 131 146 160 169 179 191 187 207 90
5.D. 5 3 6 9 10 9 11 10 10 10
02 N S 5 S 5 5 s 5 5 5 S
TCDAM Mean 117 132 lad 157 164 172 181 187 198 82
100 D 5 7 9 11 12 12 12 15 15 11
03 N 5 S s s 5 1 s s 5 s
TCDAM Mean 117 123 141 154 162 169 178 187 194 77
300 8.D. 5 7 10 13 16 21 23 25 26 24
04 io0 10 io 10 10 10 i0 10 10 10
TCDAM Mean 117 131 143 155 163 173 185 130 196 80
1000 5 - 6 7 7 9 9 8 il 1c

- -

TCDAM: 2,2°

,3,3" -Tetrachloro-4,4'-diamino diphenylmethane
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Table 2. -continued Body weight Exp. No. 8934 {115-213)

Sex: Male

Group No. Day of experiment Unit:g
Dose Gain
mg/kg 29 32 36 39 42 29-42
o1 N 4 4 4 4 4 4
control Mean 339 355 375 390 404 65
0 §.D. 25 24 27 27 29 5
04 N 5 5 5 s 5 5
TCDAM Mean 318 332 | 346 363 372 54
1000 S.D. 25 26 23 20 19 10

TCDAM: 2,2',3,3’-Tetrachloro-4,4’-diamino diphenylmethane

Table 2. -continued Body weight Exp. No. 9934 ({115-213}
Sex: Female

Gioup No. Day of experiment Unit:g
Dose - Gain
mg/kg 29 32 36 39 42 29-42
01 N 3 5 5 5 5 5
control Mean 210 219 227 234 240 30
0 S.D. 9 12 12 il 9 o4
04 N 5 5 5 s 5 5
TCDAM Mean 196 202 209 218 222% 26
1000 S.D. 13 16 ) 19 16 15 5

Significantly different from 01 group * P = 0.05 (Dunnett)
TCDAM: 2,2’,3,3'-Tetrachloro-4,4’-diamino diphenylmethane

-y -
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Table 3. Food consumption Exp. No. 9934 (115-213)
Sex: Male
Group No. Day of experiment Unit:g/animal/day
Dose 1 8 15 22 25 36
mg/kg => 8 => 15 => 22 => 28 => 36 => 42
01 N 10 10 10 g 4 4
control Mean 23 24 25 25 28 29
§.D. 2 3 3 2 1 2
02 N 5 5 5 5
TCDAM Mean 23 25 25 25
100 .D. 2 3 4 s
03 N s S 5 5
TCDAM Mean 23 25 27 27
300 .D. 1 2 2 2
v 04 N la 10 10 i0 5 3
& TCDAM Mean 22 24 24 24 26 26
L 1000 .D. 2 3 3 3 2 2
'
TCDAM: 2,2',3,3'-Tetrachloro-4,4’-diamino diphenylmethane
-
Table 3. -continued Food consumption Exp. No. 9934 (115-213)
Sex: Female
Group No. Day of experiment Unit:g/animal/day
Dose 1 8 1s 22 29 36
mg/kg => 8 => 15 => 22 => 28 => 36 =5 42
01 N 10 10 10 10 5 s
control Mean 17 1ls 18 18 20 ig
§.D 1 1 1 1 2 1
02 N 5 S 5 5
TCDAM Mean 18 1ls 18 17
100 D 1 2 2 2
03 N 5 5 5 5
TCDAM Mean 17 18 18 18
300 .D. 1 2 3 3
i 04 N 10 10 io 10 5 3
4+ TCDAM Mean 17 18 19 is 20 19
) 10600 .D. 2 2 2 2 2 2
'
TCDAM: 2,2',3,3’-Tetrachloro-4,4’-diamino diphenylmethane
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Table 4. Detailed clinical observation and sensory reactivity to stimuli of different types Exp. No. 9934 (115-213)

Sex: Male

Signs Dose level Administration period (Week) Recovery period (Week)
(mg/ke) B.G.~ 1 2 3 ) 1 2

No. of ‘animals ] 10 10 10 10 10 5 4
100 5 5 5
300 5 5
1000 10 10

—_
oo
(SRR
S acian
t
1

REMOVAL FROM CAGE

Ease of removal Very easy 0
100
300
1000

Easy 0
100
300
! 1000

S

3} Vocalization None Q.
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300
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AU ——=wWwO @BND
!

1

CSUUC WO—O ~NOAO

B.G.: Before grouping

ical observation and sensory reactivity to stimuli of different types Exp. No. 9934 (115-213)

Table 4.  -continued Detailed c!

Sex: Male

Signs. Dose |evel Administration period (Week) - Recovery period (Week)
(mg/ke) B. G. 1 2 3 4 1 2

HANDLING OBSERVATIONS
Muscle tone - Normal 0
100

-~
s

—
NN QU COO— O
o o
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NMNO CUNO OO0 DoOITmme

OO OO0 OO0 CUTo
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1000
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B.G.: Before grouping
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Table 4. ~continued Detailed clinical observation and sensory reactivity to stimuli of different types Exp. No. 9934 (115-213)

Sex: Male
Signs Dose level Administration period (Week) Recovery period (Week)
(mg/ke) B.G. 1 4 1 2
Skin color Normal 0 10 10 10 10 10 5 4
100 5 5 5 5 5 - -
300 5 5 5 5 5 - -
1000 10 10 10 10 10 5 5
Lacrimation Absent 0 10 10 10 10 10 5 4
100 5 5 5 5 5 - -
300 5 5 5 5 5 - -
1000 10 10 10 10 10 5 5
Exophthalmos Absent 0 10 10 10 10 10 5 4
100 5 5 5 5 5 - -
300 5 5 5 5 5 - -
1000 10 10 10 10 10 5 5
Pupillary size Normal 0 10 10 10 10 10 5 4
100 5 5 5 5 5 - -
300 5 5 5 5 5 - -
1000 10 10 10 10 10 5 5
Salivation Absent 0 10 10 10 10 10 5 4
100 5 5 5 5 5 - -
300 5 5 5 5 5 - -
i 1000 10 10 10 10 10 5 5
B.G.: Before grouping
*
Table 4. ~continued Detailed clinical observation and sensory reactivity to stimuli of different types Exp. No. 9934 (115-213)
Sex: Male
Signs Dose level " Administration period (Week) Recovery peribd (Week)
(mg/ke) B.G. 1 3 1 2
OBSERVATIONS IN ARENA
Posture Normal 0 10 10 10 10 10 5 4
100 5 5 5 5 5 - -
300 5 5 5 5 5 - -
1000 10 10 10 10 10 5 5
Motor activity Normal 0 10 10 10 10 10 5 4
100 5 5 5 5 5 - -
300 5 5 5 5 5 - -
1000 10 10 10 10 10 5 5
Respiration Norma | 0 10 10 10 10 10 5 4
100 5 5 5 5 5 - -
300 5 5 5 5 5 - -
1000 10 10 10 10 10 5 5
Lid closure Wide open 0 10 10 10 10 10 5 4
100 5 5 5 5 5 - -
300 5 5 5 5 5 - -
1000 10 10 10 10 10 5 5
Gait Normal 0 10 10 10 10 10 5 4
. 100 5 5 5 5 5 - -
300 5 5 5 5 5 - -
1000 10 10 10 10 10 5 5
Tremor None 0 10 10 10 10 10 5 4
: 100 5 5 5 5 5 - -
300 5 5 5 5 5 - -
1000 10 10 10 10 10 5 5

B.G.: Before grouping
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Table 4.  ~continued Detailed clinical observation and sensory reactivity to stimuli of different types Exp. No. 9934 (115-213)

Sex: Male
Signs Dose leve!l Administration period (Week) Recovery period (Week)
(mg/ke) B.G. 1 2 3 4 1 2
Twitch None 0 10 10 10 10 10 5 4
100 5 5 5 5 5 - -
300 5 5 5 5 5 - -
1000 10 10 10 10 10 5 5
Convulsion . None 0 10 10 10 10 10 5 4
100 5 5 5 5 5 - -
300 5 5 5 5 5 - -
1000 10 10 10 10 10 5 5
Stereotypic behavior None 0 10 10 10 10 10 5 4
100 5 5 5 5 5 - -
300 5 5 5 5 5 - -
, 1000 10 10 10 10 10 5 5
= Abnormal behavior None 0 10 10 10 10 10 5 4
! ’ 100 5 5 5 5 5 - -
300 5 5 5 5 5 - -
1000 10 10 10 10 10 5 5
B.G. . Before grouping
Table 4. —continued Detailed ¢ cal observation and sensory reactivity to stimuli of different types Exp. No. 9934 (115-213)
Sex: Male
Signs Dose level Administration period (Week) Recovery period (Week)
(mg/kg) a1 2 3 i 1 2
SENSORIMOTOR FUNCTION
Approach contact Normal a) 0 9 4
100 5 -
300 5 -
1000 10 5
Freezing 0 1 0
100 0 -
300 0 -
1000 0 0
Touch response Moderate reaction 0 .9 4
100 4 -
300 5 -
' 1000 10 5
w
v Vocalization, 0 0 0
energetically reaction 100 1 -
300 0 -
1000 0 0
Freezing 0 1 0
100 0 -
300 0 -
) : 1000 0 0
Pinna response - Normal 0 10 4
’ 100 5 -
300 5 -
1000 10 5

B. G.: Before grouping
a) Rat slowly approaches and sniffs at object or turns away

|Awr
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Table 4. -continued Detailed clinical observation and sensory reactivity to stimufi of different types Exp. No. 9934 (115-213)

Sex: Male

Signs Dose Ievel. Administration period (Week) Recovery period (Week)
(mg/ke) B.G. 2 3 1 2

Pain response (Tail pinch) Slowly turns 0
100
300
1000

Walk away from stimulus 0
100
300
1000

Freezing 0
100
300
1000

Normal 0
100
300
1000

Pupillary reflex Normal 0
100
300
1000

Air righting reflex Normal [4]
100
300
1000
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B. G. : Before grouping

Table 4. -continued Detailed clinical observation and sensory reactivity to stimuli of different types : Exp. No. 9934 (115-213)

Sex: Female

Signs Dose |evel Administration period (Week) Recovery period (Week)
(mg/kg) B. G. 1 2

No. of animals 0 10 10 10 10 10
100 5 5 5 5 . §
300 5 5 5 5 5
1000 10 10 10 10 10

ol oen
[ BT

REMOVAL FROM CAGE

Ease of removal Very easy 0
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300
1000
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Table 4. -continued Detailed clinical observation and sensory reactivity to stimuli of different types Exp. No. 9934 (115-213)

Sex: Female
Signs - Dose level Administration period (Week) Recovery period (Week)
. (mg/ke) B.G.~ 1 2 3 1 T 7
HANDLING OBSERVATIONS
Muscie tone Norma! 0 10 10 10 10 10 5 5
100 5 5 5 5 5 - -
300 5 5 5 5 5 - -
1000 10 10 10 10 10 5 5
Subnormal temperature Absent 0 10 10 10 10 10 5 5
100 5 5 5 5 5 - -
300 5 5 5 5 5 - -
1000 10 10 10 10 10 5 5
Piloerection Absent 0 10 10 10 10 10 5 5
100 5 5 5 5 5 - -
300 5 5 5 5 5 - -
o 1600 10 10 10 10 10 5 5
Y Staining hair Absent 0 10 10 t0 10 10 5 5
100 5 5 5 5 5 - -
300 5 5 5 5 5 - -
1000 10 10 10 10 10 5 5
Unkempt hair Absent : 0 010 10 10 10 5 5
100 5 5 5 5 5 - -
300 5 5 5 5 5 - -
1000 10 10 10 10 10 5 5
Skin color Normal 0 10 10 10 10 10 5 5
100 5 5 5 5 5 - -
300 5 5 5 5 5 - -
1000 10 10 10 10 10 5 5
B.G.: Before grouping
Table 4. -continued Detailed clinical observation and sensory reactivity to stimuli of different types Exp. No. 9934 (115-213)
Sex: Female
Signs Dose level Administration period (Week) Recovery period (Week)
(mg/kg) B.G. 1 2 3 1 1 2
Lacrimation . Absent 0 10 10 10 10 10 5 5
100 5 5 5 5 5 - -
300 5 5 5 5 5 - -
1000 10 10 10 10 10 5 5
Exophtha lmos Absent 0 10 10 10 10 10 5 5
100 5 5 5 5 5 - -
300 5 5 5 5 5 - -
1000 10 10 10 10 . 10 5 5
Pupillary size Normal 0 10 10 10 10 10 5 5
: 100 5 5 5 5 5 - -
300 5 5 5 5 5 - -
. .1000 10 10 10 10 10 5 5
& Salivation Absent 0 0 10 10 10 10 5 5
' 100 5 g 5 5 5 - -
. 300 5 5 5 5 5 - -
1000 10 10 10 10 10 5 5

B.G. . Before grouping
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Table 4. -continued Detailed clinical observation and sensory reactivity to stimuli of different types Exp. No. 9934 (115-213)

Sex: Female
Signs Dose level Administration period (Week) Recovery period (Week)
(mg/kg) B.G. 1 2 3 4 2
OBSERVATIONS [N ARENA
Posture Normal 0 10 10 10 10 10 5 5
100 5 5 5 5 5 - -
300 5 5 5 5 5 - -
1000 10 10 10 10 10 5 5
Motor activity Normat 0 10 10 10 10 10 5 5
100 5 5 5 5 5 - -
300 v 5 5 5 5 5 - -
1000 10 10 10 10 10 5 5
Respiration Normal 0 10 10 10 10 10 5 5
100 5 5 5 5 5 - -
300 5 5 5 5 5 - -
n 1000 10 10 10 10 10 5 5
T Lid closure Wide open 0 10 10 10 10 10 5 5
100 5 5 5 5 5 - -
300 5 5 5 5 5 - -
1000 10 10 10 10 10 5 5
Gait Normal 0 10 10 10 10 10 5 5
: 100 5 5 5 5 5 - -
300 5 5 5 5 5 - -
1000 10 10 10 10° 10 5 5
Tremor ~ None 0 10 10 10 10 10 5 5
100 5 5 5 5 5 - -
300 5 5 5 5 5 ~ -
1000 10 10 10 10 10 5 5
B.G. : Before grouping
Table 4. = ~continued Detailed clinical observation and sensory reactivity to stimuli of different types Exp. No. 9934 (115-213)
Sex: Female
Signs Dose level Administration period (Week) Recovery period- (Week)
(mg/ke) B.G. 3 4 2
Twitch None 0 10 10 10 10 10 5 5
100 5 5 5 5 5 - -
300 5 5 5 5 5 - -
1000 10 10 10 10 10 5 5
Convulsion None 0 10 10 10 10 10 5 5
100 5 5 5 5 5 - -
300 5 5 5 5 5 - -
1000 10 10 10 10 10 5 5
Stereotypic behavior None 0 10 10 10 10 10 5 5
100 5 5 5 5 5 - -
300 5 5 5 5 5 - -
1000 10 10 10 10 10 5 5
¢ Abnormal behavior None 0 10 0 . 10 10 10 5 5
@ . : 100 5 5 5 5 5 - -
300 5 5 5 5 5 - -
1000 10 10 10 10 10 5 5
B.G.: Before grouping
»
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Table 4.  -continued Detailed clinical observation and sensory reactivity to stimuli of different types Exp. No. 9934 (115-213)

Sex: Female
Signs . Dose level Administration period (Week) Recovery umloa (Week)
(mg/kg) B.G. 1 2 3 4 1 2
SENSORIMOTOR FUNCTION
Approach contact Normal a) 0 10 5
100 5 : -
300 5 -
, 1000 10 5
Touch response Moderate reaction -0 10 5
100 5 -
300 5 -
1000 10 5
Pinna response Normal 0 10 5
100 5 -
300 5 -
o 1000 10 5
> Pain response(Tail pinch) Normal 0 10 5 .
100 5 -
300 5 -
1000 10 5
Pupitlary reflex Normat 0 10 5
100 5 -
300 5 -
1000 10 5
Air righting reflex Normal . 0 10 5
100 - 5 -
300 5 _
1000 10 5
B.G. ' Before grouping
a) Rat slowly approaches and sniffs at object or turns away
Table 5. Summary of number of defecation : Exp. No. 9934(115-213)
Dose level No. of Administration period (week) Recovery period (week)
Sex (mg/kg) animals B.G. i 2 3 4 1 2
0 10 0.0+0.0 a) 0.3+0.9 0.0x+0.0 0.2+0.6 0.3%1.0 @ 0.0x0.0 4 0000 (4
Male 100 5 0.4 £0.9 1.0x1.4 0.0+0.0 0.0+0.0 0.0+0.0
300 5 0.4x0.9 0.4+0.9 0.0+0.0 0.2+0.4 0.6+1.3
1,000 10 0.6 1.1 0.8+1.1 0.2+0.6 0.3+0.9 0.1£0.3 0.4+0.9 (5 0.0=x0.0 (5
> 0 10 0.2+0.6 0.0+0.0 0.0+0.0 0.0+0.0 0.0+0.0 0.0+0.0 (5 0.0x0.0 (5
=1
Female 100 5 0.0x0.0 0.0+0.0 0.0x0.0 0.0x0.0 0.0+0.0
300 5 0.0x+0.0 0.0x£0.0 0.0%0.0 0.0x0.0 0.0+0.0
1,000 10 0.1+£0.3 0.0£0.0 0.0%0.0 0.0x0.0 0.0£0.0 0.0+00 (5 0.0x0.0 (5

B.G. : Before grouping
a) Mean = S.D.
Values in parentheses are expressed no. of animals examined

Ih.NI
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Table 6. Summary of number of pools of urine

Exp. No. 9934(115-213)

Dose Tevel No. of Administration period (week) Recovery period (week)
Sex (mg/ke) animals B.G. i 2 1 2
0 10 0.6+0.8 a) 0.3x0.5 0.2+0.6 0.4+0.8 0:2+0.4 (9 0.0+0.0 (4 0.5x0.6 4
Male 100 5 0.6+0.9 0.2+0.4 0.0+0.0 0.2+0.4 0.0%0.0
300 5 0.2x+0.4 0.8+1.3 0.4+0.5 0.2+0.4 0.0+0.0
1,000 10 1.0x1.1 0.7+0.8 0.2+0.4 0.8+0.9 0.3+0.5 0.2+0.4 (6) 0.2x0.4 (5)
0 10 0.3+0.7 0.2+0.4 0.1+0.3 0.1£0.3 0.2+0.4 0.0£0.0 (8 0.0+0.0 (5
Female 100 5 0.2+£0.4 0.0+0.0 0.2+0.4 0.0+0.0 0.4%0.5
300 5 0.4+0.9 0.0x0.0 0.0+0.0 0.0+0.0° 0.0+0.0
1,000 10 0.2%0.6 0.6+1.0 0.1+0.3 0.0%+0.0 0.2+0.4 0.0+0.0 (5 0.0x0.0 (5
B.G. -: Before grouping
a) Mean = S.D.
Values in parentheses are expressed no. of animals examined
Table 7. Summary of grip strength Exp. No. 9934(115-213)
4 week of administration Unit : g
Dose level No. of ’ c
Sex (e/ke) animals quellmb Hind!imb
0 9 1338 = 147 a) 703 = 139
Male 100 5 1457 = 206 822 =+ 228
300 5 1370 = 21t 721 £ 129
1,000 10 1281 = 170 739 * 205
0 10 620 = 171 21 = 77
Female © 100 5 741 = 99 289 = -42
300 5 551 = 99 307 £ 34
1,000 10 605 = 126 301 = 74

a) Mean = S.D.
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Exp. No. 9934(115-213)

Table 7. —continued Summary of grip strength
2 week of recovery Unit : g
Sex aoﬂm \__m\vm_ M. of Forelinb Hind! imb
0 1381 & 408 a) 707 H‘Nma
Male
1,000 1604 = 241 1027 = 155
0 5 1080 = 291 574 + 190
Female
1,000 889 = 249 510 = 269
a) Mean = S.D. ‘

Table 8.

4 week of administration

Summary of motor activity

Exp. No. 9934 (115-213)

Dose level No. of Motor activity (counts)
Sex (mg/ke) animals 0-10 2) 10-20 20-30 30-40 40-50 50-60  Total (0~60)
0 9 194 + 27 b) 169 = 25 151 = 40 129 + 33 102 = 40 102 = 59 847 + 139
100 5 195 = 35 178 = 15 147 £ 30 127 = 29 11 = 67 132 = 21 890 + 132
Mate
300 m. 216 = 22 159 =+ 27 145 = 25 1 = 30 96 ,H 58 102 = 52 829 + 153
1,000 10 204 = 17 169 = 26 157 = 25 130 = 35 105 = 64 74 £ 57 838 = 146
0 10 127 = 28 68 = 28 72 £ 2 77 + 33 44 + 25 58 = 20 445 += 114
100 5 133 + 22 113 = 31+ 91 x= 35 69 = 37 87 + 27% 62 x 32 554 + 117
Female
300 5 105 = 23 102 £ 21 69 = 41 74 = 25 5t = 15 53 £ 30 455 + 125
1,000 10 126 £ 30 101 = 17% 72 =23 . 74 = 33 59 + 32 46 = 22 478 £ 103
a) interval time (minutes)
b) Mean = S.D.
Significantly different from control group *p =< 0.05 #xp = 0.01 (Dunnett)
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Table 8. -continued Summary of motor activity Exp. No. 9934 (115-213)

2 week of recovery

Dose level No. of Motor activity (counts)
Sex (mg/ke) animals 0-10 a) 10-20 20-30 30-40 40-50 50-60 Total (0-60)
0 4 181 = 38 b) 150 = 34 128 = 7 52 + 45 24 + 29 11 = 18 546 = 89
Male
1,000 5 183 =32 132 = 68 110 = 57 115 = 62 68 = 49 46 + 52 653 + 262
0 5 137 = 11 126 += 35 94 + 27 105 = 58 108 = 113 65 * 68 636 = 247
" Female
1,000 5 161 = 58 128 = 55 106 % 65 99 £ 70 104 = 72 55 = 57 652 + 355
a) interval time (minutes)
b) Mean = S.D.
Table 9-1. Hematology Exp. No. 9934 (115-213)
---Administration period---
Sex Dose level No. of HCT HGB RBC MCcV MCH MCHC
(mg/kg) animals (%) (g/an) (x10°/m’) () (pg) %)
Male 0 5 41.8 * 1.3 15.5 % 0.4 7.72 + 0.13 54.2% 1.0 20.1 % 0.2 37.1% 0.6
100 5 42.0 % 1.5 15.5 % 0.6 7.71 + 0.27 54.5% 1.2 20.1 % 0.5 3.9+ 0.2
300 5 40.5 + 1.6 14.9 + 0.5 7.31+ 0.32 5.4+ 2.4 20.4 + 0.7 36.7+ 0.4
1,000 5 41.3 % 2.0 15.2 + 0.8 7.52 + 0.29 54.9+ 0.9 20.3 % 0.4 36.9% 0.2
Female 0 5 39.5 % 1.2 14.8 & 0.4 7.22 + 0.24 54.8% 0.4 20.5 + 0.4 37.4% 0.5
100 5 40.7 £ 1.8 15.3 + 0.7 7.66 £ 0.38 53.2 + O0.6# 20.0 % 0.2 37.6 0.4
300 5 39.5+ 1.4 14.9 % 0.3 7.38 + 0.38 53.6 + 1.6 20.3 % 0.8 37.7% 0.6
1,000 5 39.4 % 1.3 14.5 % 0.5 7.24 + 0.28 54.4% 1.9 20.0 + 0.6 36.8+ 0.3
Mean * S.D

Significém':ly different from control group; #: P<0.05 (Steel)
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Table 9-1. -continued Hematology Exp. No. 5934 (115-213)
~--Administration period--- .

Sex Dose level No. of WBC Differential leukocyte counts (%)
mg/kg) animals (x10°/m} I MONO EOSN BASO LUC
Male o 5 9.26 £ 2.80 15.3+ 1.8 81.5+ 1.6 1.8 0.5 0.7% 0.3 0.1+ 0.1 0.6 0.1
100 5 8.46 £ 2.65 14.4 = 3.4 82.4+ 3.8 1.5%f 0.4 0.8+ 0.4 0.1t 0.0 0.7 % 0.3
300 5 8.11*+ 1.02 18.3+ 2.5 79.0% 2.9 1.5+ 0.3 0.7 % 0.3 0.1 0.0 0.6+ 0.3
1,000 5 9.62 2.25 8.2+ 3.5 78.5% 3.5 1.7+ 0.2 0.7+ 0.3 0.1 & 0.0 0.8+ 0.4
Female o] 5 5.21% 2.63 2.0 4.2 83.1t 4.5 1.1+ 0.3 0.9+ 0.4 0.2 0.2 0.7+ 0.2
100 5 5.12 = 0.82 4.3+ 2.9 82.6 + 3.4 1.2+ 0.3 1.2+ 0.6 0.1 0.0 0.6 + 0.1
300 5 4.94 ¢ 1.19 6.9+ 8.1 80.3+f 7.8 1.3+ 0.4 0.8+ 0.3 0.1+ 0.0 0.6 0.3
1,000 5 8171 % 2.92% 14.4 & 4.3 82,1+ 4.9 1.3 0.7 1.1+ 0.4 0.1+ 0.1 1.0+ 0.4
NEUT: Neutrophil  LYMPH: Lymphocyte MONO: Monocyte  EOSN: Eosinophil  BASO: Basophil LUC: Large unstained cells
Mean & S.D. <
significantly different from control group; *: P<0.05 (Dummett)
Table 9-1. -continued Hematology Exp. No. 9934 (115-213)
---Administration period---
Sex Dose level No. of NEUT LYMPH MONO EQSN Baso Loc
(mg/kg} animals (x10°/mat’) (x10*/mu’) (x20° /mo) : (x10*/m) (x10*/mnt) (x10*/m?)
Male 0 5 1.41 % 0.40 7.56 & 2.14 0.17+ 0.09 0.06 £ 0.03 0.01+ 0.01 0.06 & 0.02
100 5 1.21 %  0.41 6.98+ 2.25 0.13 £ 0.03 0.07 %+ 0.05 0.01 %+ 0.01 0.06 £ 0.03
300 5 1.48 £ 0.28 6.40 £ 0.82 0.12 * 0.03 0.05 + 0.03 0.01.% 0.01 0.05 & 0.02
1,000 5 1.75 £ 0.57 7.855 % 1.79 0.16 £ 0.04 0.07 £ 0.04 0.01 % 0.01 0.08 + 0.05
Female 0 5 0.68 + 0.20 4.38 % 2.41 0.06 + 0.02 0.04 + 0.01 0.01 £ 0.01 0.04 % 0.03
100 5 0.72 £ 0.12 4.24 + 0.80 0.06 £ 0.02 0.06 £ 0.03 0.00+ 0.00 0.03 & 0.00
300 5 0.82 % 0.38 3.98 % 1.18 0.06 = 0.01 0.04 + 0.01 0.00 + 0.01 0.03 % 0.01
1,000 5 1.29 0.70 7.10 £ 2.11 0.13 % 0.12 0.09 t 0.04 0.01 £ 0.01 0.03 + 0.07

NEUT: Neutrophil LYMPH: Lymphocyte MONO: Monocyte  BOSN: Eosinophil — BASO: Basophil LUC: Large unstained cells
Mean * S.D.
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Table 9-1. -continued Hematology Exp. No. 9934 (115-213)
---Administration periocd---

Sex Dose level No. of PLT Reticulocyte
(mg/kg) animals (x10°/mm?) (%)
Male [+] 5 1153 + 164 2.7+ 0.5
100 5 1135 £ 178 2.7+ 0.5
300 5 1218 + 58 3.0% 0.1
‘1,000 5 1169 + 178 3.0+ 0.4
Female 0 5 1382 &+ 185 2.6 0.8
100 5 1284 + 136 2.2t 0.3
300 5 1226 £ 152 2.4+ 0.3
1,000 5 1264 £ 190 3.2+ 0.7
Mean * S.D.
Table 9-2. Hematology Exp. No. 9934 (115-213)
) ---Recovery period---
Sex Dose level No. of HCT HGB RBC Mcv MCH MCHC
{mg/kg) animals (%) (g/dL) {x10°/ma?) {(um) (pg) (%)
Male 0 4 42.7+ 2.0 15.6 + 0.6 8.06 £ 0.19 52.9 & 1.5 19.4 £ 0.4 36.5+ 0.3
1,000 5 42.2% 1.6 15.3 £ 0.7 8.03 £ 0.54 52.6 =+ 2.2 19.1 % 0.7 36.3 £ 0.5
Female 0 5 41.3+ 2.6 15.7 = 1.0 7.91 % 0.42 53.0% 1.4 19.9 % 0.3 37.5% 0.8
1,000 5 40.3 + 2.4 15.0 + 0.8 7.62 + 0.58 52.9 & 1.7 19.7 £ 0.7 37.3+ 0.4

-92-



- 1L

~TL-

Table 9-2. -continued Hematology Exp. No. 9934 (115-213)
---Recovery period---

Sex Dose level No. of WBC Differential leukocyte counts (%)
(mg/kg) animals (x10*/mod} LYMPH MONO EOSN BASO nuc
Male [ 4 10.00 = 2.46 16.7 £ 3.6 79.8 & 3.7 1.8+ 0.2 l.0+ 0.5 0.2 0.0 0.6+ 0.1
1,000 5 10.20+ 2.74 11.9+ 4.7 84.4+ 5.2 1.9 0.6 1.0+ 0.4 0.2+ 0.1 0.6 0.1
Female 0 5 6.69 £ 2.02 19.4+ 7.4 77.4+ 6.9 1.7+ 0.4 1.0+ 0.3 0.1 0.0 0.6 0.2
1,000 5 5.81 %+ 2.87 16.3+ 5.8 79.7+ 6.2 1.8 0.4 1.6 0.7 c.0+ 0.1 0.6+ 0.2

NEUT: Neutrophil LYMPH: Lymphocyte  MONO: Monocyte  EOSN: Eosinophil BASO: Basophil LUC: Large unstained cells
Mean *+ S.D.

Table 9-2. -continued Hematology . Exp
~--Recovery period---

No. 9934 (115-213)

Sex Dose level No. of NEUT LYMPH MONO EOSN BASO Luc
ng/kg) animals (x10*/me’) (xa0*/na?) (x10°/ue) (x1.0°/mne’) (x10*/mrf) {x36*/ma’}
Male 1] 4 1.62 £ 0.28 8.03 * 2.17 0.18 + 0.06 0.10 % 0.06 0.01+ 0.00 0.06 2 0.02
1,000 5 1.15 £ 0.25* 8.69* 2.66 0.18 £ 0.03 0.10 £ 0.06 0.02 £ 0.01 0.06 * 0.02
Female 0 5 1.33 % 0.83 5.14 1+ 1.38 0.11 % 0.04 0.06 + 0.03 0.00 % 0.01 0.04+ 0.02
-1,000 5 0.92 & 0.45 4.66 &+ 2.53 0.10 + 0.03 0.08 + 0.03 0.00% 0.00 0.04* 0.04

NEUT: Neutrophil LYMPH: Lymphocyte MONO: Monocyte  EOSN: Eosinophil  BASO: Bascphil LUC: Large unstained cells
Mean + 8.D.
Significantly different fram control group; *: P£0.05 (Dunnett)
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Bxp. No. 9934 (115-213)

Table 10-2. Coagulation
---Recovery period---
Sex Dose level No. of PT
(mg/kg) animals (sec.) (sec.)
Male 0 4 19.4 + 1.5 24.1 % 1.7
1,000 5 21.5+ 1.4 25.1 % 2.4
Female 0 S 17.9 * 0.5 17.9 % 1.0
1,000 5 16.9  0.4+% i8.6 £ 0.7
Mean + S.D.
Significantly different from control group; *%: P<0.01 (Dunnett)
Table 11-1. Blood chemistry Exp. No. 9934 (115-213)
-~~Administration period---
Sex Dose level No. of T.protein Glucose Triglyceride T.cholesterol
{mg/kg) animals (g/aL) (mg/dL) (mg/dr) (mg/dL)
Male 0 5 5.77 + 0.16 145 = 16 28.5 + 16.7 61+ 10
100 5 5.62 + 0.13 163 + 19 51.0 + 29.9 61 & 12
300 5 5.46 + 0.15% 148 £+ 24 43.5 + 13.6 57 + [
1,000 5 5.50 & 0.21% 161 £+ 26 51.4 + 20.7 59 + 8
Female 0 5 5.93 + 0.31 115 £ 21 8.5+ 5.1 63 + 14
100 5 5.84 * 0.20 125 + 19 17.2+ 5.5 75 + 7
300 5 5.96 = 0.13 118 + 13. 13.0+ 6.5 66 & 1
1,000 5 5.89 *+ 0.26 141 £ 25 20,1+ 7.3% 71 % 11
Mean + S.D

Significam-:ly different fram control group;

*: PL0.05 (Dunnett)
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Table 11-1. -continued Blood chemistry Exp. No. 9934 (115-213)
---Administration period---

Sex Dose level No. of BUN Creatinine T.bilirubin Total bile acid
(mg/kg) animals {mg/dt;) (mgg/dL) (mg/dan) (1 mol/L)
Male 0 5 12.5%+ 0.7 0.21 = 0.02 0.04 + 0.01 42.3+ 23.9
100 5 12.1 % 1.2 0;22 + 0.03 0.03 + 0.01 13.4 £ 5.0
300 5 1.6 £ 1.2 0.22 + 0.00 0.03 £ 0.01 0.8 % 4.6
1,000 5 13.2+ 2.4 0.21 + 0.02 0.03 £ 0.01 19.4 £ 15.8
Female 0 5 5.5+ 1.7 0.27 = 0.03 0.03 £+ 0.01 16.8 4.1
100 5 3.3+ 1.1 0.23 + 0.03 0.03 + 0.01 li.8 7.8
300 5 15.7+ 2.0 0.25 + 0.01 0.04 % 0.01 3.2+ 5.8
1,000 5 14.5% 1.6 0.24 £ 0.02 0.04 + 0.01 8.8 = 1.6
Mean * S.D.
Table 11-1. -continued Blood chemistry Exp. No. 9934 (115-213)
---Administration period---
Sex Dose level No. of AST ALT ALP Gamma-GTP
animals (U/L) (U/L) (u/L) (U/L)
Male 0 5 82 % 3 29 % 6 860 £ 126 0.4+ 0.1
100 5 83 & 7 31 ¢ 5 8ls + 84 0.3+ 0.1
300 5 78 + 9 29 = 3 762 + 131 0.3 0.1
1,000 5 85 & 10 31 % 5 804 £ 172 0.4+t 0.1
Female 0 S 84 £ i3 24 t 7 409 + 75 0.7% 0.1
100 5 95 15 22 ¢ 3 384+ 40 0.8+ 0.4
300 S 88 + 12 23 % 6 397 + 50 0.8+ 0.1
1,000 5 71t 10 21t 3 427 + 108 0.8+ 0.2
Mean *+ S.D.
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Table 11-1. ~continued Blood chemistry
---Administration period---

Exp. No. 9934 (115-213)

Sex Dose level No. of Calcium I.phosphorus Sodium Potassium Chloride
/kg) animals {mg/arn) {mg/dL) {mmol /L) (mmol/L) (mmol /L)
Male 0 5 9.84 * 0.14 8.27 + 0.60 143.4 = 0.5 4.48 = 0.17 106.6 * 0.7
100 s 9.92 + 0.21 8.75 + 0.38 144.2 £ 0.3# 4.89  0.17* 108.5 + o0.2#
300 5 .78 = 0.40 8.69 £ 0.43 143.9 % 1.5 4.46 £ 0.17 107.2 + 1.3
1,000 5 9.65 * 0.33 9.03 + 0.68 142.5 + 0.8 5.04 + 0.28** 107.2 £ 1.4
Female ] 5 9.78 £ 0.36 7.84 £ 0.64 i44.0 %+ 1.3 4.46 + 0.12 109.3 + 1.3
200 5 9.66 * 0.20 7.86 £ 0.48 142.7 = 1.0 4.36 + 0.27 108.4 + 1.8
300 5 9.75 + 0.34 7.95 % 0.61 143.6 0.3 4.26 + 0.22 i08.9+ 1.8
1,000 5 9.95 £ 0.12 8.34 + 0.87 143.7 £ 1.1 4.28 + 0.29 107.9 = 1.5
Mean + S.D.
Significantly different fram control group; +*: P<L0.05 *%: P<£0.01 (Dunnett)
Significantly different from control group; #: P<0.05 (Steel)
Table 11-2. Blood chemistry Exp. No. 9934 (115-213)
---Recovery peried---
Sex Dose level No. of T.protein Glucose Triglyceride T.cholesterol
(mg/kg) animals (g/dw) (mg/dL) (mgy/dL) AL,
Male 0 4 5.55 + 0.28 149 = 19 3.3+ 7.6 55+ 16
1,000 5 5.53 + 0.11 156 + 18 50.3 £ 21.8 58 ¢ 11
Female 0 5 5.85 + 0.15 115 £ 10 1.4+ 3.0 61 14
1,000 5 5.95 + 0.26 129 + 22 12.4 £ 4.7 65 & 9
Mean + S.D.
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Table 11-2. -continued Blood chemistry Exp. No. 9934 (115-213)
--~-Recovery period---

Sex Dose level No. of BUN Creatinine T.bilirubin Total bile acid
(mg/kg) animals (mg/dL) (mg/dL) (mg/dL) (1 mol/L)
Male 0 4 11.5% 1.1 0.27 £ 0.02 0.04 £ 0.02 23.2% 21.4
1,000 5 1.6+ 1.4 0.26 + 0.04 0.03 + 0.01 20.9 & 14.3
Female 0 5 15.6 £ 1.2 0.30 £ 0.03 0.05 + 0.01 18.7 £ 20.2
1,000 5 15.6 £ 2.6 0.27 £ 0.04 0.05 £ 0.01 16.4 * 6.3
Mean * S.D.

Table 11-2. -continued Blood chemistry ' Exp. No. 9934 (115-213)
~-~-Recovery period--- .

Sex Dose level No. of T ALT ALP Gamma-GTP
(mg/kg) animals (U/L) (u/L) (U/L) (U/1)
Male 0 4 96 £ 15 31+ 3 486 * 70 0.4 0.1
1,000 5 84 * & 30 & 4 565+ 76 0.4+ 0.1
Female V] 5 86 + 20 25 % 3 358 £ 79 0.9+ 0.4
1,000 5 78+ 10 25 % 2 375 £ 31 0.9+ 0.2
Mean * S.D.
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Table 11-2. -continued Blood chemistry Exp. No. 9934 (115-213)
---Recovery period---
Sex Dose level No. of Calcium I.phosphorus Sodium Potassium Chloride
(mg/kg) animals {mg/dL) {mg/4L) (mmol /L) (mmol/L) (rmol/L)
Male 0 4 9.67 £ 0.32 7.58 £ 0.26 142.6 £ 1.3 4.73 + 0.22 106.2't 1.0
1,000 5 9.86 £ 0.25 7.71 % 0.45 143.3 % 0.6 4.60 £ 0.52 106.1 *+ 0.9
Female 0 5 9.74 + 0.24 7.52 £ 1.02 142.1+ 1.2 4.55 * 0.30 107.4 = 1.6
1,000 5 8.80 % 0.30 6.84  0.78 142.8 £ 1.9 4.33 + 0.25 107.8 x 1.5
Mean * S.D.
© Table 12-1. Electrophoresis Exp. No. 9934 (115-213)
---Administration period---
Sex Dose level No. of Albumin Alpha-1 Alpha-2 Beta Gamma a/e
{mg/kg) animals %) (%) (%) {%) {%)
Male 0 5 50.6 + 1.7 22.7 % 1.4 7.9% 0.6 1l4.8 £ 0.7 4.1+ 0.5 1.02 + 0.07
100 5 51.4 £ 3.2 21.0% 0.8 8.4+ 0.9 15.5+ 1.4 3.7+ 0.7 1.07 £ 0.15
300 5 52.6 + 2.3 19.4 & 2.5* 7.9+ 0.6 15.5 + 0.5 4.6 £ 0.2 1.12 £ 0.10
1,000 5 52.9+ 1.4 18.4 & 2.0%+ 8.4% 0.6 15.5+ 1.6 4.8 £ 0.7 1.12 + 0.07
Female 0 5 52.7 £ 1.6 15.6 £ 2.2 7.5+ 0.7 15.1 £ 0.5 5.2+ 1.0 1.12 + 0.07
100 5 54.7 + 3.4 18.4 £ 1.5 7.9+ 0.3 14.9 + 1.3 4.0+ 1.1 1.22 + o0.18
300 5 54.1 £ 0.8 17.0 0.8 8.8+ 0.7** 5.3t 1.1 4.8+ 0.9 1.18 + 0.04
1,000 5 55.0 + 2.3 17.3 % 1.5 g.1x 0.6 15.1+ 1.3 4.5% 1.4 1.23 £ 0.12
Mean *+ S.D.
Significantly different fram control group; *: P<0.05 **: P<0.01 (Dunnett)
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Table 12-2. -continued Electrophoresis N Exp. No. 9934 (115-213)
---Recovery period---

Sex Dose level  No. of Albumin Alpha-1 Alpha-2 Beta Camma
(mg/kg} animals (g/dL} ) (g/dn) (g/aL) {g/dL) (g/aL)
Male o 4 2.70+ 0.14 1.27 + 0.24 0.45 £ 0.03 0.81 + 0.04 0.24 + 0.05
1,000 5 2.75 % 0.12 1.21 £ 0.12 0.46 £ 0.06 0.88 £ 0.07 0.23 + 0.08
Female 0 5 3.00+ 0.06 1.16 + 0.09 0.45 + 0.02 0.88 + 0.04 0.37 £ 0.07
1,000 5 3.05 *+ 0.18 1.13 £ 0.13 0.49 £ 0.02%* 0.95 & 0.06 0.33 £ 0.08
Mean *+ S.D.
Significantly different fram control group; *%: PZ0.01 (Dunnett)
Table 13-1. Urinalysis Exp. No. 9934 (115-213)
---Administration period---
Sex Dose level No. of Volume Osmotic pressure Sodium Potassium Chloride
(mg/kg) animals (L) (mO=m/kg) (mmol /L) (ol /L) (mmol /LY
Male 0 10 12.12 4.1 1550 £ 532 122 + 49 254.8 £ 94.5 170.0 £ 88.7
100 5 16.8 + 13.1 1469 = 477 120 + 40 233.2 % 75.5 161.5 %+ 57.2
300 5 7.1+ 7.5 1321 + 425 116 £+ 40 216.1 % 70.1 142.1+ 50.8
1,000 1o 1.1+ 2.1 1571 = 355 128 £ 26 252.2 £+ 58.0 170.6 & 41.4
Female 0 w0 5.8+ 7.1 1205 + 385 99 + 33 187.5+ 61.5 127.7% 43.3
100 5 10.9+ 4.2 1378 + 515 109 = 47 214.2 1+ 78.4 145.0 + 59.3
300 ] 10.3+ 3.8 1692 + 516 119+ 41 251.8 £ 67.6 168.6 + 57.7
1,000 10 1i1.2+ 3.3 1388 + 347 115+ 26 212.3 & 59.0 145.6 + 35.8
Mean + 8.D.
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Table 13-1. ~continued Urinalysis Exp. No. 9934 (115-213)
---Administration period--- k
Sex Dose level No. of Sodium Potassium Chloride
(mg/kg) animals (nmol/day) (mmol/day) {mmol /day)
Male 0 10 1.34 + 0.37 2.76 £+ 0.40 1.84 + 0.35
100 5 1.61 % 0.42 3.16 £ 0.89 2.15  0.55
300 5 1.78 £ 0.33 3.31 % 0.39 2.18 + 0.41
1,000 10 1.39 + 0.12 2.72 £ 0.29% 1.83 + 0.13
Female ] 10 1.39 + 0.16 2.63 £ 0.34 1.79 = 0.23
100 5 1.04  0.14*% 2.09 + 0.26% 1.39 & 0.12%+
300 5 1.10 * 0.16** 2.38 £ 0.3% 1.56 & 0.21
1,000 10 1.23 % 0.16 2.24 £+ 0.35% 1.54 £ 0.20%
Mean £ S.D.

Significantly different fram control group; *: P£0.05

**: P<0.01 (Dunnett)

Table 13-1. -continued Urinalysis Exp. No. 9934 (115-213)
~---Administration period---
Sex Dose level No. of Color PH Occult blood
{mg/kg) animals 12 3 4 5 6 7 8 91011 55.566.577.588.5 29 - +/- 1+ 2+ 3+
Male 0 10 9 1 12 7 9 1
100 5 5 2 1 2 5
300 5 5 113 4 1
1,000 10 10 12 6 9 1
Female 0 10 10 2 15 1 S 2
100 5 5 12 2 4 1
300 5 4 1 11 3 3 2
1,000 10 10 1 3 86 10
Color : 1= Colorless, 2= Sl1ght yellow, 3= Yellow-brown, 4= Red, 5= Red-brown, 6= Dark red, 7= Dark brown,

8= Brown-black, 9=
Occult blood : -(negative), +/-(trace), l+(slight), 2+(moderate), 3+(marked)

Milky white,

10= Fluorescent green,

11= B!
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Table 13-1. -continued Urinalysis Exp. No. 9934 (115-213)
---Administration period---
Sex Dose level No. of Ketone bodies Glucose {g/dL) Protein (mg/dL)
{mg/kg) animals - #/- 1+ 2+ 3+ - 0.1 0.250.5 21.0 - +/- 30 100 =300
Male 0 10 7 2 1 ] 1 2 4 3 1
100 5 4 1 5 4 1
300 5 4 1 5 1 2 2
1,000 10 8 1 1 10 1 8 1
Female 0 io 10 io0 8 2
100 5 5 5 3 2
3c0 5 3 2 4 1 1 2 1 1
1,000 10 10 10 6 3 1

Ketone bodies : -(negative), +/-(5 mg/dL), 1+(15 mg/dL}), 2+(40 mg/dL), 3+(2 80 mg/dL)

Exp. No. 9934 (115-213)

Table 13-1. -continued Urinalysis
---Administration period---
Sex Dose level No. of Bilirubin Urcbilinogen(E.U./dL)
{mg/kg) animals - 13 2+ 3+ 0.1 1.0 2.0 4.0 8.0 212
Male 0 10 9 1 9 1
100 5 5 5
300 5 5 5
1,000 10 10 10
Female 0 10 10 10
100 5 5 5
300 5 4 1 4 1
1,000 10 10 10

Bilirubin : -(negative), l1+{slight), 2+(moderate), 3+ (marked)
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Exp. No. 9934 (115-213)

Table 13-1. -continued Urinalysis : Microscopic examination of sediment
--~-Administration period--- :
Sex Dose level No. of ocytes Leukocytes Epithelial cells Casts  Fat globules Mucous threads Crystals
(mg/kg) animals - 1+ 2+ 3+ - 1+ 2+ 3+ - 1+ 2+ 3+ - 4 -+ - + -+
Male 0 10 10 10 10 10 10 10 10
100 5 5 5 5 5 5 5 5
300 5 5 5 5 5 5 4 1 5
1,000 i0 10 10 io 10 10 10 4 6
Female 0 10 10 10 10 10 10 10 2 8
’ 100 5 5 5 41 5 5 5 5
300 5 5 5 5 5 5 5 5
1,000 10 10 10 10 " 10 10 10 10
Erythrocytes, Leukocytes and Epithelial cells (cells/p L) : ~(0-4), 1+(5-14), 2+(15-28), 3+(30 or more)
Casts, Fat globules, Mucous threads and Crystals : -(not cbserved), +(observed)
Table 13-2. Urinalysis Exp. No. 9934 (115-213)
-~--Recovery period---
Sex Dose level No. of Volume Osmotic pressure Sodium Potassium Chloride
(mg/kg) animals (mL) (mOsm/kg) {mmol/T) {rmmol /L) (mmol/L}
Male 0 4 0.1+ 1.7 2102 + 146 179 £ 5 316.1 £ 25.0 232.4t 17.4
1,000 5 13.3 £ 3.6 1611 + 374% 128 = 24# 243.1 % 48.9% 164.1 + 31.0%*
Female 0 5 13.8+ 5.0 1552 + 480 122+ 46 221.6 £ 66.1 151.4 * 52.2
1,000 5 14.2 £ 6.9 1536 = 611 119 + 51 223.6 + 88.5 155.6 + 66.3
. Mean t S.D.
Significantly different fram control group; *: P<0.05 **: P< (.01 (Dunnett)
Significantly different from control group; #: P<0.05 (Steel)
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Table 13-2. -continued Urinalysis
---Recovery period---

Exp. No. 9934 (115-213)

Sex Dose level No. of Sodium Potassium Chloride
(mg/kg) animals {mmol/day) (rumol/day) (rmmol/day)
Male [ 4 1.81 % 0.29 3.18 + 0.43 2.34 £ 0.29
1,000 5 1.63 £ 0.20 3.11 % 0.43 2.10 + 0.29
Female 0 5 1.51 % 0.05 2.81 % 0.25 1.89 * 0.13
1,000 5 1.43 + 0.18 2.73 £ 0.43 1.87 * 0.22
Mean * S.D.
Table 13-2. -continued Urinalysis Exp. No. 9934 (115-213)
---Recovery period---
Sex Dose level No. of Color pH Occult blood
{mg/kg) animals 12 3 4 5 6 7 8 91011 55.566.577.588.5 23 - #/- 1+ 2+ 3+
Male 0 4 4 1 3 4
1,000 5 5 5- 5
Female 0 5 5 2 5
1,000 5 £ 1 4 1

Color : 1= Colorless, 2= Slight yellow, 3= Yellow-brown, 4= Red, 5= Red-brown, 6= Dark red, 7= Dark brown,
8= Brown-black, 9= Milky white, 10= Fluorescent green, l1ll= Blue
Occult blood : - (negative), +/-(trace), 1+(slight), 2+{moderate), 3+ (marked)
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Exp. No. 9934 (115-213)

Table 13-2. -continued Urinalysis
---Recovery period---~
Sex Dose level No. of Ketone bodies Glucose (g/dL) Protein (mg/dL)
{mg/kg) animals - #/- 1+ 2+ 3+ - 0.1 0.25 0.5 21.0 - +/- 30 100 2300
Male 0 4 1 3 3 1 1 1 2
1,000 5 1 2 2 5 1 2 2
Female [} 5 1 4 4 1 1 2 2
1,000 5 1 4 5 1 2 2

Ketone bodies :

-{negative), +/-(5 mg/dL), 1+(15 mg/dL}, 2+(40 mg/dL), 3+(2 80 mg/dL)

Exp. No. 9934 (115-213)

Table 13-2. -continued Urinalysis
-~--Recovery period---
Sex Dose level No. of Bilirubin Urobilinogen(E.U./dL,
{mg/kg) animals - 1+ 2+ 3+ 0.1 1.0 2.0 4.0 8.0 2»12

Male 0 4 4 3 1

1,000 5 4 1 3
Female [4] 5 5 2 3

1,000 5 5 1 4

Bilirubin : -(negative), 1l+{slight), 2+(moderate), 3+ (marked)
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Table 13-2. -continued Urinalysis : Microscopic examination of sediment . Exp. No, 9934 (115-213)
. ---Recovery period---

Sex Dose level No. of Erythrocytes Leukocytes Epithelial cells Casts Fat glcbules Mucous threads Crystals
(mg/kg) animals 2T 1e 24 34 - 1+ 2+ 3+ - 1+ 2+ 34 - 4+ - - + -+
Male [ 4 4 4 4 4 4 4 4
1,000 5 5 5 5 S 5 5 5
Female 0 5 5 5 5 5 5 5 5
1,000 5 5 5 B 5 5 5 5 5

rocytes, Leukocytes and Epithelial cells (cells/pL) : -(0-4), 1+(5-14), 2+(15-29), 3+(30 or more)
Casts, Fat globules, Mucous threads and Crystals : - (not cbserved), +{(cbserved)

Table 14-1. Organ weight Exp. No. 9934 (115-213)

---Administration periocd---

Sex Dose level No. of Body weight Brain Heart Liver Kidneys
(mg/kg) animals (@) @ (@) @) (g)
Male 0 5 283 % 30 2.12+ 0.03 1.03 £ 0.10 8.56 £ 1.05 2.34+ 0.15
100 5 293 + 35 2.08+ 0.08 1.07 % 0.11 9.48 + 1.97 2.40+ 0.23
300 5 306 £ 23 2.12+ 0.08 1.10+ 0.07 9.76 ¥ 0.80 2.59t 0.11
1,000 5 272 ¥ 22 2.00+ o0.09 1.00% 0.11 8.64 + 1.30 2.35 + 0.32
Female [ 5 189+ 8 1.96+ 0.06 0.72 + 0.04 5.85+ 0.29 1.62+ 0.15
100 5 182 + 14 1.88t 0.08 0.69 £ 0.06 5.63 + 0.64 1.46 + 0.17
300 5 181 + 24 1.80t 0.05 0.70 £ 0.07 5.75 = 0.52 1.58 £ 0.16
i,000 5 86+ 6 1.88+ 0.10 0.73 + 0.07 6.42 + 0.63 1.57+ 0.06

Mean *+ S.D.
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Table 14-1. -continued Organ weight
---Administration period---

Exp. No. 9934 (115-213)

Sex Dose level No. of Spleen Adrenals Testes Ovaries Thyroid
(mg/kg) animals (g) (mg) (@) (mgy) (mg)
Male 0 5 0.53t 0.09 47 £ 6 2,79+ 0.26 20 + 3
100 5 0.55+ 0.10 45+ 6 3.03+ 0.19 7t 2
300 5 0.60 0.12 5¢ % 7 2,98+ 0.15 22 £ 5
1,000 5 0.53 % 0.09 48 5 2.82* 0.20 20 £ 6
Female 0 5 0.46 £ 0.07 60+ 8 80t 4 15+ 4
100 S 0.35+ 0.04% 62+ 8 64 & 10** 15+ 2
300 5 0.36 £ 0.05% 64+ 7 79+ 5 14+ 2
1,000 5 0.43% 0.06 64 + 10 73+ 7 15t 4
Mean + S.D.
Significantly different fram control group; *: PL0.0S *%; P<0.01 (Dunmett)

Table 14-1. -continued Organ weight ~
---Administration periocd---

Exp. No. 9934 (115-213)

Sex  Dose level TNo. of pituitary s Epididymides Mandibular gland
(mg/kg) animals (mg) (mg) (mg) (g}
Male 0 5 8% 2 513 + 101 625 + 80 516 + 68
100 5 8t 1 484 * 69 658 £ 39 832+ 107
300 5 10 & 1 540 £ 81 654 + 35 525 + 34
1,000 5 8 £ 3 483 + 122 603 + 62 500 & 29
Female 0 5 12 2 452 + 85 369 + 27
100 5 10 1 ‘463 + 35 353 + 39
300 5 9% 2 432 + 101 370+ 18
1,000 5 10 4 406 + 63 377 £ 43
Mean + S.D.
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Exp. No. 9934 (115-213)

Table 14-2. Organ weight
---Recovery period---
Sex Dose level No. of Body weight Brain Heart . Liver Kidneys
(mg/kg) animals - ) {g) (@ (g) {g)
Male 0 4 379 + 30 2.16+ 0.09 1.28% 0.07 11.08 + 0.86 ©2.79+ 0.15
1,000 5 346 + 20 2.11+ o0.08 1.21+ 0.11 10.02 £ 0.97 2.64% 0.18
Female 0 5 225+ 3 1.99 + 0.08 0.81 % 0.04 §.31+ 0.47 1.71+ 0.04
1,000 5 206 + 14%* 1.97 £ 0.10 0.81+ 0.07 6.26 &+ 0.96 1.70 =+ 0.27
Mean + s.D.
Significantly different from control group; *: P<0.05 (Dunnett)
Table 14-2. -continued Organ weight’ Exp. No. 9934 (115-213)
---Recovery period---
Sex Dose level No. of Spleen Adrenals Testes Ovaries Thyroid
(mg/kg) animals (@) (mg) {g) (mg) X {mg)
Male 0 4 0.66 + 0.11 56+ 2 . 3.37 £ 0.42 9 4
1,000 5 0.65 % 0.15 51+ 8 3.17 £ 0.11 20+ 4
Female 0 5 0.50 £ 0.07 . 65 ¢ 4 75+ 12 14 i
1,000 5 0.47 £ 0.14 66 t 9 86 * 13 14 1
Mean *+ S.D.
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Table 14-2. -continued Organ weight Exp. No. 9934 (115-213)
---Recovery period---

Sex Dose level No. of Pituitary 'l'hymus' Epididymides Mandibular gland
(mg/kg) animals (mg) (mg) (mg) (mg)
-Male [} 4 1t 2 397+ 11 964 + 54 619 + 38
1,000 5 gt 2 484 + 134 944 £ 35 589 + 37
Female [} 5 13 % 2 436 £ 66 448 £ 50
1,000 5 13 + 4 447 £ 90 409 + 46

Mean + S.D.

Table 15-1. Organ weight per body weight Exp. No. 9934 (115-213)
---Administration period--- '
Sex  Dose level No. of Body weight Brain Heart " Liver Kidneys
{mg/kg) animals (g) (%) (%) %) (%)
Male .0 S 283 + 30 0.754 £ 0.073 0.366 + 0.010 3.025 + 0.108 . 0.831 & 0.048
100 5 293 t 35 0.721 % 0.112 0.366 £ 0.025 3.215 + 0.323 0.824 + 0.071
300 5 306 + 23 0.695 & 0.053 0.360 + 0.011 3.186 + 0.079 0.849 t 0.03%
1,000 5 272 £ 22 0.737 + 0.040 0.365 £ 0.017 3.161 + 0.244 0.861 £ 0.073
Female 0 5 189+ 8 1.037 £ 0.059 0.381 + 0.018 3.097 + 0.093 0.855 + 0.058
100 5 182 + 14 1.037 £ 0.087 0.378 + 0.011 3.081 + 0.139 0.798 + 0.054
300 5 181 + 24 1.061 + 0.149 0.389 £ 0.023 3.194 + 0.265 0.878 + 0.102
1,000 5 186+ 6 1.010 £ 0.064 0.395 + 0.032 3.446 + 0.252* 0.843 + 0.022
Mean.* S.D.

Significantly different from control group; *: P£0.05 (Dunnett)
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Table 15-1. -continued Organ weight per body weight Exp. No. 9934 (115-213)
---Administration period---

Sex Dose level No. of Spleen Adrenals Testes Ovaries Thyroid
(mg/kg} animals (%) ' %) (%) (%) (%)
Male [} 5 0.188 * 0.024 0.017 + 0.001 0.998 + 0.155 0.007 + 0.001
100 5 0.187 + 0.015 0.016 + D.002 1.046 £ 0.118 0.006 + 0.000
300 5 0.195 + 0.029 0.018 + 0.001 0.977 + 0.065 0.007 £ 0.002
1,000 5 '0.194 + 0.027 0.018 + 0.002 1.038 + 0.073 0.007 + 0.002
Female 0 5 0.240 + 0.029 0.032 £ 0.004 ' 0.042 * 0.002 0.008 + 0.002
100 5 0.192 + 0.007+* 0.034 £ 0.004 0.035 £ 0.007 0.008 £ 0.001
300 5 0.202 * 0.024* 0.036 £ 0.006 0.044 £ 0.009 0.008 + 0.002
1,000 5 0.229 + 0.023 0.034 £ 0.005 0.03% = 0.003 0.008 + 0.002
Mean *+ 8.D,

Significantly differemnt f£rom control group; *: P<0.05 *%; P<0.01 (Dumnett)

Table 15-1. -continued Organ weight per body weight Exp. No. 9934 (115-213)
---Administration period---
Sex Dose level No. of Pituit.ary Thymus Epididymides Mandibular gland
(mg/kg) animals (%) (%) (%) (%)
Male 0 5 0.003 * 0.001 0.180 £ 0.021 0.224 £ 0.040 0.182 £ 0.011
100 5 0.003 £ 0.000 0.165 + 0.014 0.227 + 0.024 0.181 + 0.020
300 5 0.003 + 0.000 0.177 £ 0.026 0.214 + 0.014 0.172 £ 0.009
1,000 5 0.003 + 0.001 0.177 + 0.038 0.222 * 0.021 0.184 = 0.014
Female 0 S 0.006 + 0.001 0.23% % 0.041 0.1985 + 0.011
100 5 0.006 + 0.001 0.255 £ 0.030 0.193 & 0.009
300 5 0.005 * 0.001 0.237 £ 0.038 0.206 £ 0.023
1,000 5 0.006 + 0.002 0.219 * D.03% 0.202 + 0.019
Mean £ S.D.
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Table 15-2. Organ weight per body weight Exp. No. 9934 (115-213)

---Recovexy period---

Sex Dose level No. of Body weight Brain Heart . Liver Kidneys
(mg/kg) animals (g) (%) (%) (%) (%)
Male 4 4 379 £ 30 0.571 + 0.035 0.338 £ 0.013 2.930 £ 0.111 0.739 £ 0.052
1,000 S 346 + 20 0.611 £ 0.029 0.352 & 0.041 2.898  0.193 0.766 + 0.073
Female 0 5 225+ 9 0.889 *+ 0.074 0.359 + 0.018 2.809 £ 0.167 0.761 + 0.045
1,000 5 206 *+ 14% 0.958 £ 0.057 0.393 £ 0.024* 3.018 + 0.280 0.823 = 0.101
Mean + 8.D

Significam.:ly different fram control group; *; P<0.05 (Dunnett)

Table 15-2. -contimued Organ weight per body weight Exp. No. 9934 (115-213)

---Recovery period---

Sex Dose level No. of Spleen Adrenals Testes Ovaries Thyroid
{mg/kg) animals (%) (%) %) (%) (%)
Male 0 4 0.174 £ 0.026 0.015 £ 0.001 0.888 * 0.063 0.005 + 0.001
1,000 5 0.189 *+ 0.038 0.015 = 0.002 0.921 + 0.078 ' 0.006 + 0.001
Female 0 5 0.225 *k 0.036 0.02% & 0.001 0.034 * D.0D4 0.006 + 0.000
1,000 5 0.225 + 0.054 0.032 = 0.004 0.042 £ 0.005* 0.007 = 0.000
Msan + $.D.

Significantly different fram control group; #: P<0.05 {(Dunnett)

-12-



- TIT-

ST -

Table 15-2. -contimued Organ weight per body weight , BExp. No. 9934 (115-213)
--~Recovery period---

Sex Dose level No. of Pituitary Thymus Epididymides Mandibular gland
(mg/kg) animals (%) (%) (%) (%)
Male 0 4 0.003 = 0.001 0.105 = 0.008 0.255 = 0.012 0.164 * 0.009
1,000 5 0.003 £ 0.000 0.140 + 0.041 0.274 = 0.024 0.171 + 0.015
Female 0 5 0.006 * 0.001 0.194 £ 0.030 0.200 * 0.023
1,000 5 0.006 = 0.002 0.215 + 0.031 0.198 £ 0.014
Mean *+ S.D.
Table 16-1. Summary of gross findings with statistical analysis Exp. No. 9934 (115-213)

( sacrificed, administration period )

Male animals Female animals
Dose level ( mg/kg ) 0 100 300 1,000 0 100 300 1,000
No. of animals necropsied 5 5 S 5 5 5 -3 5
an, Findings
RESPIRATORY SYSTEM
Iung brown patch/zone 1 0 0 0 0 0 0 0
DIGESTIVE SYSTEM
stamach white patch/zone 0 1 0 0 0 0 0 0
liver hepatodiaphragmatic nodule 0 0 [} 0 [} 0 1 0
white patch/zone 0 0 4] 1 0 0 0 0
URINARY SYSTEM
kidney cyst 0 0 1 0 [ 1 0 0
scarred 1 1 0 0 1 2 1 1
REPRODUCTIVE SYSTEM
uterus cyst : - - - - [} 1 0 0
dilated lumen - - - - 2 2 0 2
ENDOCRINE SYSTEM
thyroid gland nodule 1] 0 0 0 0 1 0 0
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Table 16-2. S

of gross findings with statistical analysis
( sacrificed, recovery period )

Exp. No. 9934 (115-213)

Male animals Female animals

Dose level ( mg/kg ) 0 1,000 0 1,000
No. of animals necropsied 4 5 5 5
Organ Findings
DIGESTIVE SYSTEM

liver adhesion with kidney 0 0 1 ]
URINARY SYSTEM

kidney cyst 0 1 0 1

scarred 1 0 0 [

REPRODUCTIVE SYSTEM

uterus ‘dilated lumen - - 0 1
Table 17-1. Summary of histological findings with statistical analysis Exp. No. 9934 (115-213)

{ sacrificed, ‘administration period )

Male animals Female animals
Dose level { mg/kg ) ] 100 300 1,000 0 100 300 1,000
No. of animals. necropsied 5 5 5 5 5 5 5
Organ Findings
RESPIRATORY SYSTEM
lung
accumulation of foamy cells 3 - - 2 3 - - 2
bronchopneumonia 1 - - 0 0 - - o
osseous metaplasia 1 - - 0 0 - - 1]
trachea
dilatation, gland 1 - - 0 0 - - 1
DIGESTIVE SYSTEM
glandular stamach
dilatation, gland 0 0 - 0 1 - - 0
epidermal cyst 0 1 - 0 0 - - 0
exoecrine pancreas
degeneration, acinar cell 1 - - 0 0 - - 0
liver .
fatty change, hepatocyte 1 1 [ 0 3 2 2 2
necrosis, hepatocyte, focal 0 [ 0 1 0 0 0 0
microgranuloma 5 4 5 4 S 4 4 4
hepatodiaphragmatic nodule 0 0 0 0 0 0 1 0
hypertrophy, hepatocyte, centrilobular 0 0 3 5% 0 0 1 Bk
DURINARY SYSTEM
kidney
basophilic tubule 3 1 0 1 1 0 0 1
ayst 0 0 0 1 1 1 0 1
hyaline droplet 1 0 [¢] 1 0 0 0 0
mineralization 1 o 1) 1 1 0 [ 2
fibrosis, focal 1 1 1 0 0 4] 0 0
REPRODUCTIVE SYSTEM
epididymis .
cellular infiltration,lymphocyte 1 - - - - - -
prostate
cell debris, lumen 1 - - 0 - - - -
cellular infiltration,lymphocyte 5 - - 2 - - - -
uterus
- - - - 0 1 - 0

cyst

Significantly different fram control group; *%* : P £ 0.01 (Fisher)
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Table 17-1. -continued Summary of histological findings with statistical analysis Exp. No. 9934 (115-213)
{ sacrificed, administration period }

Male animals Female animals
Dose level { mg/kg ) 4 100 300 1,000 0 100 300 1,000
No. of animals necropsied 5 5 5 5 5 5 5 5
Organ Findings
REPRODUCTIVE SYSTEM
uterus
dilatation, lumen - - - - 2 1 - 2
vagina
epidermal cyst - - - - 1 - - 0
ENDOCRINE SYSTEM
thyroid gland
ectopic thymus i - - 0 0 0 - 0
ultimobranchial remmant -2 - - 0 1 0 - 3
Table 17-2. Summary of histological findings with statistical analysis - Exp. No. 9934 (115-213)
( sacrificed, recovery perioed } ’
Male animals Female animals
Dose level { mg/kg ) 0 1,000 [ 1,000
No. of animals necropsied 4 5 5 5
Organ Findings
RESPIRATORY SYSTEM
lung
accumulation of foamy cells 3 2 1 2
trachea .
dilatation, gland 1 1 0 0
DIGESTIVE SYSTEM
exocrine pancreas
degeneration, acinar cell 0 1 1 0
cellular infiltration, mononuclear 0 0 1 0
focus, hypertrophic, basophiliec 0 a 1 0
cecum
cellular infiltration, mononuclear 1 0 0 0
liver
adhesion with kidney [4 0 1 0
fatty change, hepatocyte 1 0 3 2
microgranulcma 4 4 5 5
URINARY SYSTEM
kidney
basophilic tubule 2 2 1 0
st 0 1 1 1
hyaline droplet 1 1 0 0
mineralization 3 1 2 0
fibrosis, focal 1 2 1 0
hyperplasia, renal tubule 0 ] 1 0
urinary bladder
cellular infiltration,lymphocyte 0 0 1 ]
REPRODUCTIVE SYSTEM
prostate

cellular infiltration,lymphocyte 3 2 ) - -
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Table 17-2. -continued Summary of histological findings with statistical analysis
{ sacrificed, recovery period

]

Exp. No. 9934 (115-213)

Male animals

Female animals

Dose level ( mg/kg ) 0 1,000 0 1,000
No. of animals necropsied 4 5 5 5
Organ Findings
REPRODUCTIVE SYSTEM
uterus
dilatation, lumen - - 0 1
ENDOCRINE SYSTEM
pituitary gland
st 0 1 [} 0
thyroid gland
ultimobranchial remnant 1 4 3 2
adrenal gland
mineralization ] 0 1 0
SPECIAL SENSE SYSTEM
eye
. dysplasia, retina 0 0 1 [}
INTEGUMENTARY SYSTEM
skin
cellular infiltration, mononuclear 1 0 1 0
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