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R, FEEAR, Maod, RBRE, BRE O, KERED, MR, K, M (KEES
Lo ZAEAB L OREEE), O, R, B, &, fOE, H, 46,
Ehm, [ERG, B, A6 RS, IO RN MRbE, EE, BUE, BEbe KEEE AL,
WL REBLROR, URBY, 9P, TR, B HRBR, HUARRR, —F R, WM, TEE, F
i CEBE, MoRf, TERD, BREAE OB, AEabiRd LOKENRE 10 vol%eH Mg
R~ U AR, RNV~ ) - BEEE (FA ) CRIEE L7, 10 vol% Pk
A< U AR E L.
TR B ERE A

14.6.1. CHEIE LB - M A Mokt MUBREARZIM SN L, FAICHESTRT
T4 AL, MR, ~v R U Y R R LT, TR
A, RIS X ORI REE O RIS KON &E, RO NI DREE
L7=2eE - ik, K KO =0 R EFEEAIC VW CER L7z, £/, SA&R
THIR B 5O BN TR, (KB L O HERH SO T bR S
BEN L. BT, WEOREE, REIC OV LT-. AR AR O
I%, Reference data4 (257

MEHRAT

R, fREMIng, {Bi&, FOB stET—% (R, AZREER), MmikEmAE,
MR RERR AR, i B b A, MmiFEnBERkDnal, RadE (RE R
IRBEFS L OVREAED , 2T HER JUMREEIZ OV TE, Bl Bartlett %43l
WoEZEM L, S9o%E1E, Dunnett (O HHHE TRHBRE & SR ESHHOEE
= L7z, Bartlett OS50 BE TRESHIOEG AL, Steel ORRE THIFREEL #8%
GEMOREELRE L.

FOB 17 —%7 (s, HERED 2oV TiE, Kruskal-Wallis OMIEE SR L, #
EEDNRO LN HAIL, Steel ORIE THERE L S ESHOGEELRE L.

HRRAT FLIS 1 OYABALERT O F4E 313,  Fisher OIEHEFEBIRETE TxERE & 535
HoOFEEERE L.

—JEARTEDFT RISV VT ORI T e o 7.

HEIKUEE, Bartlett DS HUSEIZ VT 5%, TOMOBENL 5%8 LT 1%
Tl C 2N L 7=

ks, BWES 1010 1%, $eb 25 AUARRMAEF JONBEE RS L, — kR ClilE
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B LOWEERIE 2 L ClRIEHIR 13 RIS L2d, ZOBWnSdREOEm TH 0,
W e - 2 X BRAN o MIBZEIYZ B LT S, L7addo T, ZodE ok
25 HEARRDT—2 ity — 2 L U TEYI TRV HlT L, St 50t
ORI R BRI LT,

15. RAERAER

15.1.

15.2.

15.3.

154.

154.1.

15.4.2.

FELCH L —fERAE (Table1, Appendix 1)

HEOFHHRRET Day 41 (BIHEIIRD 13 A 8) 121 6] (@& 1010) OELCBED B
fo. FEL L7-8MICIE, Day 28 /0 GHIE, Day 36 76 IEEEAMN L A STz,
DOfthoEMWTIE, Feb5B T OREER %2 #E U TECE LUO-REEOZE IZERD H i
Doz,

{KE (Figure 1~2, Table2, Appendix 2)

HECIRE 53 X ORI 408 U C, e & i B G4 - O oREICH R
ZIFRD HRpa k.

HEC 1,000 mgkg BETHRL- 42 HIZEEOAERIE IR0 Hzis, L%
B30 5T, T L ARSI O BEEOMHED - KiIIEo/o 2 &I L2 6D
LEZ Bz,

5fHE (Figure 3~4, Table3, Appendix3)
HERE & 618 G- KOTRREENM 208 U T, #HITE & e B G481 & DR OJE R &
l‘\—;ﬁﬂﬁtﬂimu BN T,

HREERA A (FOB)

SERIZRIEINEES (Tabled, 5, 6, Appendix4, 5, 6)

Pe5 s K OEHEEIRE B oBglc s, MEEE HICHE RS iR A 4
it biviediofe. £z, PEEB LUYEREIC G, SHIREE L s e G5
DEIZABETGED oo To. ks, [EEMFRIPIZFET L7 IO 1 FlzimEioR
OIS T84 4 B L O 1B B, sEEREI2EE 1B snr.

BCPERRAS (Table4, Appendix 4)

5 4 38 B 35 LOVENE 2 38 B ICHEME U= BOSMEREIZ VT, ML & ICHERm B %
H\CERT A BERISHGRS b,

Py 4 38 B OBOSERTE T, MEAOSHRTE T TGV D, TEFEIZEUE] 25 100 mgkg
BEOMET 1 B, FRSOSRAT MHRE ST L 5 LRiHIZH2< ) 53300 mg/kg BED
HET LHISRD LN, Zabid, ABETLALATWARIETHY, [FHROME
RO BTV WIRTH D Z b, HERAME & IXREM O /v vBgsr 2 Bk &

i



15.4.3.

15.4.4.

15.5.

1:5:5:1:

15.5.1.1.

15.5.1.2.

15:5.2.

15.5.2.1;
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Zx bhis.

[E1i§ 2 3 A OFOSHERE TS, WERSHRET [H2E<T 5] 231,000 mgkg FED
HET 1 HZRED oNTER, 54 BB CRSETREO 6 TE LT, FAROMEIZIT
BOLNRWRIETH D Z M5, HBRWE & ITEEM DRV MERN R ELEE X B
",

7 (AiteiR) (Table7, Appendix 7)

MEREE &, BS540 B LOEE 2 3 B OWTHOMEIZEBO TG, SHIREE L W53y

B 55T & O Criilias X UMEIEOIE ICZ 35380 b v 1.

H#E ) (Table 8, Appendix 8)

MR, %54l BE IOV 28 B oW oIz T, SRR S YR E
B SR L ORBICEERD bz~ Tz,

METIE, 54 B OKAIZRBVT, 100, 300 35 KT 1,000 mgkg B THIERMATE 10
~20 @ FIFEEE TS, 100 mg/kg # TIEE SIZHIERLAE 40~50 7@ [ EE) S
TNENGEREMEEZR LD, Wb —@rEoZ{ T 0, | R ORESIRIZIE,
BEIZ J B850 Bivideote. (B 258 F ORE T, XIBEES 1,000 mgkg BEL @
M TERITRD LT,

BRPRIREE
MR

e b & THE (Table 9-1, Appendix 9-1)

HETIE, WTAOMBEEE 2B\ TG AHHREE L BB R SR L OICH B AT
W bRl

HETIE, 1,000 mgkg #CHMERMAEECHM LA, 1 6] (EMrES 2304) A5
HEMEZR L LIc LB Th-7-. £72, 100 mgkg BET MCV A FICE T L
=83, HECIIRD 6T, HEEEEDLRWE(ETH Y, R E R G ORE & Tk
LindnoTc,

I IR THS (Table 9-2, Appendix 9-2)

HETIE, 1,000 mgkg B CAFHEREOFERME T A0 bz,

HMECIL, 1,000 mg/kg B CHERMERAR DA ALBEINATED S
iR e A

RS TRF (Table 10-1, Appendix 10-1)

HERE & B IV T OBRER H BT A PREE & BRI 558 & OflIc A B
ZIFBD bRz,
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15.5.2.2.

15.52.3.

155.24.

15.5.2.5.

15.5.3.

15.5.3.1.

15.5.3.2.

15.54.

15.5.4.1.
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[ElfE RIS THE (Table 10-2, Appendix 10-2)

HETEE, WP ORRAE R 230 T B AR & 1,000 me/kg B L ORICAHE R AR
DR T.

METIE, 1,000 mg/kg #E T PT 23T BRI TG L 7=,

A LR

e iR TR (Table 11-1, Appendix 11-1)

HETIE, 300 45 KT8 1,000 me/ke B TR A OATE A, 1,000 mgkg FETAH U &7 A
DHEZBINED LN, 72, 100 mgkg HECTT MU U A, HUTLAELUEEN
AEICHIILTZA, AEEETOZRVWELTSH Y, RMERSORE L | THW LA
iRt

METIE, 1,000 mgkg BE TN EIZ EF- L7-.

[EI{EBIRIAE THF (Table 11-2, Appendix 11-2)

HERE & & (ST o EE B IZBWT H xS 1,000 mgkg B & ORIZH]

Lo,

T

RSN

[

L7 4 R R A

2GR TRE (Table 12-1, Appendix 12-1)

HETIE, 300 BETR1,000 mgkg BET o 727 Y WSS LURENSEEICETF
L&,

HETIE, 300 mgkg BEC ap 7' 7'V WAL L ONEEE S BRI LAY, M
HAPIED IR VAL T ) YR E R 5 OB L IR LA - 7.

[AI{E IS TEE (Table 12-2, Appendix 12-2)
HETE, WTHOMBEE IZBOTOHRBEE 1,000 mgke 3 & OMICEEARZETR
DL T
HMETIE, 1,000 mghkg HET o 70 7 Y A BIRESA RIS LICA, BHRZERT
B0, MR IREAR Y &y L7,

DR

P 5% TR (Table 13-1, Appendix 13-1)

FETIE, WA B 236\ T b xR & R B 5& 1 - ORI Z2EED 5
gz,

METIE, 100megkg BECTH b U w4, A0 0 AR LUK RBIEIFEOS B2, 300
mg/kg BETH b U 7 LRI EOAE e, 1,000 mghke HETH YU 7 Lk LUMEFERRHE
RO Z /2 2580 il
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15542,  [EIfEHAE#KE TRE (Table 13-2, Appendix 13-2)
HETIE, 1,000 mgkg BECEEENSAEITRT LA, FREOFE TIEeWIREOR
IMZffoto4MbTH Y, HRWER GO L 1M Lish T, E£e, TRU DA,
#1U  AEB L UMRRBESTEICHD L), ez iE@Ro benZ L,
PR S G- DB L 1IN L Ao T
HETIE, WIPhOBERR IZBWTHAREEL 1,000 mgkg B & ORICEITRED Hiv
fetnoiz,

15.6. PPty g
156.1. S5 EE

15.6.1.1. e RS TE (Table 14-1, 15-1, Appendix 14-1, 15-1)
HETIE, WINoOMEREICBWT AR S i ER &L ORI 5
gt

HMETIE, 1,000 mg/kg B CATIROFER E&OF B2 inds & UNGRT E & o B AME R 358
HHhiE. E72, 100 B XU 300 meke BETHRIEOMEG S X OFHAEROAE MK T,
100 mg/kg B TIPER O TR OA BRI TR0 bihvzns, HEKEEORWELTH
0, WERER S OB E T Lo Tz,

15612,  [HEMHHEHE THF (Table 14-2, 15-2, Appendix 14-2, 15-2)
HECIE, WTFhoMHIERT IZBWT HHREE S 1,000 mgkg B & OICZAETRD b
s,
HMETIE, 1,000 mg/kg ¥ T.OMESS L OWRBR O EROAE /2N BT, [
FECOMBFAARAEI TN U729 b & & 2 O, R B 5O 8 L I Lz
7
15.62.  GRA

15.6.2.1. P b IR THE (Table 16-1, Appendix 16)
TR SREC I\, BRI e USSR 0 T L - Fr AU a8 H 7z
Daolz. WEMITE SR TR HAEATRIE, Wb EBEED A WITHEREEORAT
HY, £, Ty MELIEUIEARRET IR THDL Z Lnb, #BMEREICLD
Bl iZEZ b oTz.

156.22. WIS IR (Table 16-2, Appendix 16)
RS X O 1,000 mgkg BECEIZ SH-ETREE, Wh b BEEEORETHY, A
BEEMOELLEZ B,
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15623.

15.6.3.

15.63.1.

15.6.3.2.

15.6.33.
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JETEW) (Appendix 16)

[EHEHIEFIZFEL Lo felee | @ (EAES 1010) TiE, EEOMZE, 25k X
ONEIRBOWNENLE, BEbEDRtast, Wlso/ilk, FRROZE, REOZENL Loy
DHPEHFED BTz,

HELARPIT B

e iR TR (Table 17-1, Appendix 17)

W E R 5O BB B b iR SRR Bz,

ATIECIE, /RO ATARAR A (Photo. 1, 2) ASMERE 300 35 L 08 1,000 mg/kg
(ZRED b, MEMEL B1Z 1,000 meke #ECRARBDHETIZEMN Lz, FREILRIE,
T O b A>T, 7ads, ATHIRRERIREESES, HEe> 1,000 mgke FELZ 1 (i3
o Dy

FOM, BIEATBRE D ZL X R 2 OISR HI Bl S e, ARICRE L7
FAROHERMLED LT, WIhb ARRERE L ZE2 bhi.

B HARIRE THE (Table 17-2, Appendix 17)
P IR TR, HEREC 300 38 1 U8 1,000 mg/kg BEIZRERD Bz FHEfaoIE K X
LR B S h iz o Tz,
FOft, BEITEEOEA LA A HBRER LUV 1,000 mgkg BECBIE S8, TO
Bl LU Wb ARRAERE L B2 b,

SETCER (Appendix 17)

[EHEIIRTICSEL L=t BBt 1 B @S 1010) T, 26055 JOEGORIE
PR, B 5 -, JKNERS K OBHImRIE, fEoiik, EIGOEIZE, 185, 5
Dbl O A bi, DR EZ 2 bivz. Zoft, B0 5 -Ms L,
HAEEOEMR T, Wk LUMRCRT 2 BEEOZEE, U o SiORLKEREB LW
FIRRERAE, AlioDTaPIaSERE, NTIRONTHIEL SARESE, IR R E s b, e
DU, ANZIRES L ONEEOTE, EEOFENEZE Sh, ki RREo L &
FEEESHEZE ST, HRIIFHREOIBAZE TH S Ll Lz,

51 .
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16. BEB LU

PR BT F G- 2 B L7225, st O I ZREh BT, 1,000 mgkg #ED
HECHTIREROEINAGED b, SETDETR & LT, WIS/ e
AR b 2 £ o 7= FFRERL O IE RS 300 mg/kg BLEOREOMERECRESD Hivt. FapRefb
FWE ORI LY, WEDEEORIIRT 7 v—L4 P450 OFEELRZEZ L, #
RN NEP D ORI L E e S oo E R 2T 2 EAmbhTin s 2
EAe DD DT Y, RO TR L= TTREMED B 2 BT
AR IE, SRR SO CRHAERL LD Z b, R E RSB L
AL ThD LB Z b, ORI, 1,000 mekg #EOHE | FllEBB BN
7o BUREESEIE, MO @O AIZIRE LT TH Y, [AEOEBEFRRHENZ R
OB REEL, BARSEERE L L TEUTBEIND Z L0, AFTRIZEREN
RATHCC, HmE s & IZRRORWE L THD L EZ b

MiEAE LSRRI BT, FMEAERIED 300 45 L T8 1,000 mg/kg BEOHETHRE QMK
L7z, MiEEBERKEIMEG R TIE, RO o 727 YoEOKFIEE
HRTEY, READIKTFIE o 707V U oEOIK TSR LBk Thd :EZLD
niz. L»L, a 77l o SEOETOMFIAHThH-/-. £z, S
1,000 mg/kg FEOMECHPERRIGAS ES L=, SEIEITO ERIL, oL AT r—nn%
{LE /e WEIRO L TH Y, MOEHEROAIZED oNEEETHS. Lichio
T, ZheOEbOBRIEANESIIAATH LD, HRMEOERA - IRE @RI
% B RE S,

SHREEORE | BRI PICSEE Lz, oy, %45 25 ALIRRES L OE
BHEANM L, —ieREES KU FOB (28T, EEnREEO F (2 B L 7 Asik 7 el ge
Sz, IR CIE, FRRrEOBRE R b, ZHAEREEZ L.
IBFA%EIL, 7 v MZBWTEORETE LS, fHBRHCRA Lo Z Lk, HRRE
BETHHEEZ LN

—fRIRRE, (FER L ORI EICHERER G ORBIIRED GNT, FEEREE,
BOCHERRAE, 487746 K OH SRR & ket & e 2 2 kidEt o bivirino 7o,

ZOfh, BB ROT, Mg RA T, 1,000 mekg BEOME 1 5] (@SS
2304) DEMEESESEER L. UL, ZOEE 50 = RBEOFRIMEAME T
RIEMEOE(ITRED ST, SHRERG LISREOR WV L Sl L. Fi, Mk
AR TIL, 1,000 mgkg BEORETH U 7 208 ERH L, REETIZ 100, 300 £72i%
1,000 mg/kg BEOMECIRPEMEIMET Liznd, B oOBESHEIZME-TELT, &
HSRELZE T 2L FRET B B L O OO RRET B 1L BE IR, R
CBOTHLEORFIERD LN &b, #EmERY L 3B R V(L E 2
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iz, BRI IBUYT, 1,000 mgkg FEORETHHEREA A L, 1,000 mg/kg I
OMETHERIMERESHI L, PT BNEME L. b0 ki, #5HME TR
HHEITELT, WTNLEMARLLTEL0, EEFMERIIBEV LB 0T,

Pk, YERBRES TIRNT, 22337 77/ 8ud48-UT I ) P T oA

B G- B FE 2R kA3, MEREL &(Z 300 mgkg/day LA EOHE- TiED b

T=Z b, MEEMERE, MERE S B2 100 mgke/day &Il ST £z, TRERAERRE
TROBIZEE, WG 14 AROKRIKIZ L 0 BHEMEAGRD i/

17. 253
1) ez, sofratEmElss, HILEE © 158 (1994).
2) BAFVEREESR, mMRBIRRSE, TAXv 7 182(2000).
3) Haschek MW, Rousseaux GC, Fundamentals of toxicologic pathology, Academic press: 139
(1998).

18. RABRBICRERIOIRAF

YREARIRO FRCEEHT, Lt o & — B RMRAF IR TR E 1R 10 MR

fFa8ND. TOBRORIFIZHOWTIE, REeE LGkt 2 —Ciigo b, BligE
W5, Eio, PSR AEEERE RN T, Mol MR SARITZeRT I C
10 FERIRIE SN D, FOBRDRIFEC DV, ARG L 5T 7 — b NSk

et MR SR o L, BETH 5

o BRGHEIE (IEA)

o HWERE (Fmw b, 29

o HERMEICRET AEE (M JUSHRGEE, Fofh)

o Hds X ONERIZ BT S R0k

o BT (i@l s, (RENERE, TR CE R, 25
BEEERE, WESSRAERT GRS, T ofh)

o EAFRIEANH (7o VA, WELERWEA, Wi, LB, £ofh)

o SHEHHARETAFRBIRETEL O PRAREE A FRGTEEFEOT L, AR RLR
HEOBL, EAERIBREHEENEL, Fofth)

o S E (EAR), (LEWEHEEHGIER S (BL)
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Figure 1. Body weight change in male rats
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Table 1. Clinical observation Exp. No. 9934 (115-213)

Sex: Male

Group No. Day of eaxperiment
Dose Finding P > e > B > e > e > B st i >
mg/kg Part 1 2 3 1 7 3 1 2 3 1 2 3 1 2 3 1 2 3
a1 normal == 10 10 1:0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
control Total e 10 IPp 16 2 2@ 40 & 1 IO IO 16 ITE I8 1€ I8 10 IO

0

Emaciation = 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
. 0 0 0 0 0 0 o] o 0 0 0 0 0 0 o o] 0 0

Total 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10

o2 normal - = 5 5 5 5 5 5 5 5 5 5 5 5 5 = 5 5 5
TCDAM Total 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
100
03 normal == 5 5 5 5 5 5 5 5 5 5 =1 5 5 5 5 5 5 5
TCDAM Total 5 5 5 5 5 5 5 5 5 5 5 5 5 LS 5 i 5 5
300
04 normal = 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
TCDAM Total 1¢ 10 10 10 10 1¢ 10 10 10 10 10 10 10 10 10 10 10 10
1000
l1: Before dosing 2: 30 to €0 minutes after dosing 3: 3 to 4 hours after dosing

TCDAM: 2,2’,3,3’-Tetrachloro-4,4'-diamino diphenylmethane
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Table 1. -continued Clinical cobservation Exp. No. 9934 (115-213)

Sex: Male

Group No. Day of eaxperiment
Dose Finding T > Brommnn > L s T = = i [ [P >
mg/kg Part 1 2 3 1 7 3 1 2 3 1 2 3 1 2 3 1 2 3
a1 normal == 10 10 1:0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
control Total e 10 IPp 16 2 2@ 40 & 1 IO IO 16 ITE I8 1€ I8 10 IO

0

Emaciation = 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
. 0 0 0 0 0 0 o] o 0 0 0 0 0 0 o o] 0 0

Total 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10

o2 normal - = 5 5 5 5 5 5 5 5 5 5 5 5 5 = 5 5 5

TCDAM Total 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
100

03 normal == 5 5 5 5 5 5 5 5 5 5 =1 5 5 5 5 5 5 5

TCDAM Total 5 5 5 5 5 5 5 5 5 5 5 5 5 LS 5 i 5 5
300

04 normal = 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10

TCDAM Total 1¢ 10 10 10 10 1¢ 10 10 10 10 10 10 10 10 10 10 10 10
1000

l1: Before dosing 2: 30 to €0 minutes after dosing 3: 3 to 4 hours after dosing

TCDAM: 2,2’,3,3’-Tetrachloro-4,4'-diamino diphenylmethane
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Table 1. -continued Clinical cobservation Exp. No. 9934 (115-213)

Sex: Male

Group No. Day of eaxperiment
Dose Finding 13 e O m ) Bemreme T & = i e = >
mg/kg Part 1 2 3 1 7 3 1 2 3 1 2 3 1 2 3 1 2 3
a1 normal == 10 10 1:0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
control Total e 10 IPp 16 2 2@ 40 & 1 IO IO 16 ITE I8 1€ I8 10 IO

0

Emaciation = 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
. 0 0 0 0 0 0 o] o 0 0 0 0 0 0 o o] 0 0

Total 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10

o2 normal - = 5 5 5 5 5 5 5 5 5 5 5 5 5 = 5 5 5

TCDAM Total 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
100

03 normal == 5 5 5 5 5 5 5 5 5 5 =1 5 5 5 5 5 5 5

TCDAM Total 5 5 5 5 5 5 5 5 5 5 5 5 5 LS 5 i 5 5
300

04 normal = 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10

TCDAM Total 1¢ 10 10 10 10 1¢ 10 10 10 10 10 10 10 10 10 10 10 10
1000

l1: Before dosing 2: 30 to €0 minutes after dosing 3: 3 to 4 hours after dosing

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



Table 1. -continued Clinical cobservation Exp. No. 9934 (115-213)

Sex: Male

_Zs'_

Group No. Day of axperiment
Dose Finding L8 i O w  Fllsmremei . BB w B 2 e e >
mg/kg Part 1 2 3 1 7 3 1 2 3 1 2 3 1 2 3 i 2 3
a1 normal == 10 10 1:0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
control Total e 10 IPp 16 2 2@ 40 & 1 IO IO 16 ITE I8 1€ I8 10 IO

0

Emaciation = 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
. 0 0 0 0 0 0 o] o 0 0 0 0 0 0 o o] 0 0

Total 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10

o2 normal - = 5 5 5 5 5 5 5 5 5 5 5 5 5 = 5 5 5

TCDAM Total 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
100

03 normal == 5 5 5 5 5 5 5 5 5 5 =1 5 5 5 5 5 5 5

TCDAM Total 5 5 5 5 5 5 5 5 5 5 5 5 5 LS 5 i 5 5
300

04 normal = 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10

TCDAM Total 1¢ 10 10 10 10 1¢ 10 10 10 10 10 10 10 10 10 10 10 10
1000

l1: Before dosing 2: 30 to €0 minutes after dosing 3: 3 to 4 hours after dosing

TCDAM: 2,2’,3,3’-Tetrachloro-4,4'-diamino diphenylmethane
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Table 1.

-continued Clinical observation

Sex: Male

Exp.

No.

9934

(115-213)

Group No. Day of eaxperiment
Dose Finding BB e O w AP m BB » 29
mg/kg Part 1 2 3 1 7 3 1 2 3 1 2 3
01 normal = 10 10 10 10 10 10 10 10 10 2 9 g 5
control Total 10 10 10 10 10 1@ 10 10 10 9 9 9 5
0
Emaciaticn = 10 10 10 10 10 10 10 10 10 9 9 8 5
. o} 0 0 0 0 0 0 0 0 1 1 1 0
Total 10 10 10 1a 10 10 10 10 10 10 10 10 5
o2 normal - = 5 5 5 5 5 5 5 5 5 5 5 5
TCDAM Total 5 5 5 5 5 5 5 5 5 5 5 5 5
100
03 normal = 5 5 5 5 5 5 5 5 5 5 5 5 5
TCDAM Total 5 5 5 5 5 5 5 5 5 5 5 5 5
300
04 normal = 10 10 10 10 10 10 10 10 10 10 10 10 5
TCDAM Teral € L@ IP 16 W e a9 W T IO I LB 5
1000
l1: Before dosing 2: 30 to €0 minutes after dosing F: T O hours after dosing

TCDAM: 2,2’,3,3’-Tetrachloro-4,4'-diamino diphenylmethane
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Table 1. -continued Clinical cobservation Exp. No. 9934 (115-213)

Sex: Female

Group No. Day of eaxperiment
Dose Finding P > e > B > e > e > B st i >
mg/kg Part 1 2 3 1 7 3 1 2 3 1 2 3 1 2 3 1 2 3
01 normal = i¢ 10 10 10 10 1¢ 10 10 10 10 10 16 10 10 10 1€ 10 10
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 5 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 5 5 5 5 5
100
03 normal == 5 g 5 5 5 5 5 5 5 5 5 5 5 5 5 5 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 = ¢ 1@ 16 T4 18 18 100 1@ 16 116 1§ 1 IO 18 1o 1¢ 1o 1@
TCDAM Tokad 1@ 10 186 14 2D T 40 2@ A9 1o A8 48 4B 18 L® e 18 10
1000
1: Before dosing 2: 30 to 60 minutes after dosing 3: 3 to 4 hours after dosing

TCDAM: 2,2',32,3'’-TeLrachloro-4,4'-diamino diphenylmelhane
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Table 1. -continued Clinical cobservation Exp. No. 9934 (115-213)

Sex: Female

Group No. Day of eaxperiment
Dose Finding T > Brommnn > L s T = = i [ - i >
mg/kg Part 1 2 3 1 7 3 1 2 3 1 2 3 1 2 3 1 2 3
01 normal = i¢ 10 10 10 10 1¢ 10 10 10 10 10 16 10 10 10 1€ 10 10
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 5 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 5 5 5 5 5
100
03 normal == 5 g 5 5 5 5 5 5 5 5 5 5 5 5 5 5 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 = ¢ 1@ 16 T4 18 18 100 1@ 16 116 1§ 1 IO 18 1o 1¢ 1o 1@
TCDAM Tokad 1@ 10 186 14 2D T 40 2@ A9 1o A8 48 4B 18 L® e 18 10
1000
1: Before dosing 2: 30 to 60 minutes after dosing 3: 3 to 4 hours after dosing

TCDAM: 2,2',32,3'’-TeLrachloro-4,4'-diamino diphenylmelhane
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Table 1. -continued Clinical cobservation Exp. No. 9934 (115-213)

Sex: Female

Group No. Day of eaxperiment
Dose Finding 13 e O m ) Bemreme T & = i e = - >
mg/kg Part 1 2 3 1 7 3 1 2 3 1 2 3 1 2 3 1 2 3
01 normal = i¢ 10 10 10 10 1¢ 10 10 10 10 10 16 10 10 10 1€ 10 10
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 5 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 5 5 5 5 5
100
03 normal == 5 g 5 5 5 5 5 5 5 5 5 5 5 5 5 5 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 = ¢ 1@ 16 T4 18 18 100 1@ 16 116 1§ 1 IO 18 1o 1¢ 1o 1@
TCDAM Tokad 1@ 10 186 14 2D T 40 2@ A9 1o A8 48 4B 18 L® e 18 10
1000
1: Before dosing 2: 30 to 60 minutes after dosing 3: 3 to 4 hours after dosing

TCDAM: 2,2',32,3'’-TeLrachloro-4,4'-diamino diphenylmelhane



_LS_

Table 1. -continued Clinical cobservation Exp. No. 9934 (115-213)

Sex: Female

Group No. Day of axperiment
Dose Finding L8 i O w  Fllsmremei . BB w B 2 iRl e >
mg/kg Part 1 2 3 1 7 3 1 2 3 1 2 3 1 2 3 i 2 3
01 normal = i¢ 10 10 10 10 1¢ 10 10 10 10 10 16 10 10 10 1€ 10 10
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 5 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 5 5 5 5 5
100
03 normal == 5 g 5 5 5 5 5 5 5 5 5 5 5 5 5 5 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 = ¢ 1@ 16 T4 18 18 100 1@ 16 116 1§ 1 IO 18 1o 1¢ 1o 1@
TCDAM Tokad 1@ 10 186 14 2D T 40 2@ A9 1o A8 48 4B 18 L® e 18 10
1000
1: Before dosing 2: 30 to 60 minutes after dosing 3: 3 to 4 hours after dosing

TCDAM: 2,2',32,3'’-TeLrachloro-4,4'-diamino diphenylmelhane



_8£'_

Table 1. -continued Clinical cobservation Exp. No. 9934 (115-213)
Sex: Female
Group No. Day of eaxperiment
Dose Finding BB e O w AP m BB » 29
mg/kg Part 1 2 3 1 7 3 1 2 3 1 2 3
01 normal = 10 10 10 10 10 10 10 10 10 10 10 10 5
control Total 10 10 10 10 10 10 10 10 10 10 10 10 5
0
02 normal = 5 5 5 5 5 B 5 5 5 5 5 5 5
TCDAM Total 5 5 5 5 5 5 5 5 5 5 5 5 5
100
03 normal == 5 5 5 5 5 5 5 5 5 5 5 5 5
TCDAM Total 5 5 5 L1 L) 5 5 5 5 5 5 5 5
300
04 normal — 10 10 149 10 10 10 10 10 10 10 10 10 5
TCDAM Total B 10 10 10 10 10 10 10 10 10 10 10 5
1000
1: Before dosing 2: 30 to €60 minutes after dosing 3: 3 to 4 hours after dosing
TCDAM: 2,2',32,3'’-TeLrachloro-4,4'-diamino diphenylmelhane



Table 1. -continued Clinical cobservation Exp. No. 9934 (115-213)
Sex: Male
Group No. Day of eaxperiment
Dose Finding 29 30 31 & 33 34 35 36 37 38 38 40 41 42 43
mg/kg Part

a1 normal == 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4

control Total 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
0

Emaciation = 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4

=+ i o2 % I 1 1 ik 1 1 1 1 1 0 0 0

Total 5 5 5 5 5 5 5 5 5 5 5 5 4 4 4

Abdominal distention == 5 5 5 5 5 5 5 4 4 4 4 4 4 4 4

s 0 0 0 0 0 0 0 Al ik 1 1 B 0 0 0

Total 5 5 5 5 5 5 5 5 5 5 5 5 4 4 4

v 04 normal == 5 5 5 5 5 L] 5 5 5 5 5 5 5 5 5

w TCDAM Total B 5 5 5 5 5 5 5 5 5 B 5i 5 = 5
o 1000

TCDAM: 2,2

3,3’ -Tetrachloro-4,4'-diamino diphenylmethane
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Table 1. -continued Clinical cobservation Exp. No. 9934 (115-213)
Sex: Female

Group No. Day of eaxperiment

Dose Finding 29 30 31 & 33 34 35 36 37 38 38 40 41 42 43
mg/kg Part

a1 normal == 5 5 5 5 5 B 5 5 5 B 5 5 5 5 5

control Total -3 5 5 5 5 5 5 5 5 5 5 5 5 5 5

0

04 normal = 5 5 5 5 5 B 5 5 5 5 5 5 5 5 5

TCDAM Total 5 5 5 5 5 5 5 5 L 5 5 5 5 B 5
1000

TCDAM: 2,2',3,3'-Tetrachloro-4,4'-diamino diphenylmethane
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Table 2.

Body weight

Sex: Male

Exp. No. 9934 (115-213)

Group No. Day of experiment Unit:g
Dose Gain
mg/kg 1 4 8 11 15 18 22 25 28 1-28
a1 N 10 10 10 10 10 10 10 9 ) g
control Mean 151 73 200 220 243 263 285 304 39 168
0 S.D. 6 10 14 18 23 26 30 el X3 29
02 N 5 5 5 5 5 5 5 5 5 5
TCDAM Mean 150 172 19¢ 215 246 264 283 300 318 168
100 S.D. 6 10 L3 15 Z1 24 29 33 42 40
03 N 5 5 5 g 5 5 5 5 5 5
TCDAM Mean 149 ki Sl 198 223 248 272 286 13 333 183
300 BBl 6 8 14 le L7 18 20 232 22 18
04 N 10 10 10 10 10 10 10 10 lg 10
TCDAM Mean L5 L2 197 218 240 2577 28T 282 308 i)
1000 s.8. 6 9 13 17 20 22 Z4 24 27 23

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



Table: 2. -continued Body weight Exp. No. 9934 (115-213)

Sex: Female

-ZV—

Group No. Day of experiment Unit:g
Dose Gain
mg/kg 1 4 8 11 15 18 22 25 28 1-28
a1 N 10 10 10 10 10 10 10 10 10 10
control Mean s B B 131 l46 160 169 T 194 $9T 207 90
0 S.D. 5 6 6 9 10 %) A% 10 10 10
02 N 5 5 5 5 5 5 5 5 5 5
TCDAM Mean 127 132 144 B 164 172 181 187 198 82
100 S.D. g L 2) | 12 12 12 IE L5 4
03 N 5 5 5 5 5 5 5 5 5 5
TCDAM Mean L1 129 141 154 162 168 178 187 194 Tl
300 BBl 5 7 10 I3 16 21 23 25 26 24
04 N 10 10 10 10 10 10 10 10 lg 10
TCDAM Mean 117 I 143 LI5S 163 E73 185 180 196 80
1000 s.8. 5 6 i g 7 9 9 8 11 10

TCDAM: 2,2’,3,3"-Tetrachloro-4,4’'-diamino diphenylmethane
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Table: 2. -continued Body weight Exp. No. 9934 (115-213)
Sex: Male

Group No. Day of experiment Unit:g
Dose Gain
mg/kg 29 32 36 39 42 29-42
a1 N 4 4 4 4 4 4
control Mean 339 355 3TE 390 404 65
0 S.D. 28 24 27 27 28 5
04 N 5 5 5 5 5 B
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'-diaminoc diphenylmethane



-vv-

Table: 2. -continued Body weight Exp. No. 9934 (115-213)
Sex: Female
Group No. Day of experiment Unit:g
Dose Gain
mg/kg 29 32 36 39 42 29-42
a1 N 5 B 5 5 5 5
control Mean 210 218 227 234 240 30
0 S.D. 9 12 12 g il 9 4
04 N 5 5 5 5 5 5
TCDAM Mean 196 202 208 218 222% 26
1000 S.D. 13 16 Le 16 15 5
Significantly different from group * P = 0.05 (Dunnett)

TCDAM: 2,2',3,3'-Tetrachloro-4,4'-diamino diphenylmethane
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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 zQ 36
mg/kg == 8 =% 15 => 22 == 28 => 36 => 42
a1 N 10 10 10 9 4 4
control Mean 23 24 25 25 28 29
0 S.D. 2 3 3 2 1 2
02 N 5 5 5 5
TCDAM Mean 23 25 25 25
100 D 2 3 4 5
03 N 5 5 5 5
TCDAM Mean 23 25 2T i
300 wBha i 2 2 2
04 N 10 10 10 10 5 S
TCDAM Mean 22 24 24 24 26 26
1000 B 2 3 3 3 2 2

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

diphenylmethane
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Table: 3. -continued Food consumption Exp. No. 9934 (115-213)
Sex: Female
Group No. Day of experiment Unit:g/animal/day
Dose 1 8 15 22 zQ 36
mg/kg == 8 =% 15 => 22 == 28 => 36 => 42
a1 N 10 10 10 10 5 5
control Mean 17 18 18 18 20 1s
0 S.D. i 1 1 il 2 1
02 N 5 5 5 5
TCDAM Mean 18 18 18 17
100 D i 2 2 2
03 N 5 5 5 g
TCDAM Mean 1L 18 18 18
300 wBha i 2 3 3
04 N 10 10 10 10 5 S
TCDAM Mean 17 18 1.9 18 20 1€
1000 B 2 2 2 2 2 2

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

diphenylmethane



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/kg) B. G. 1 2 3 4 1 2
No. of animals 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
REMOVAL FROM CAGE
Ease of removal Very easy 0 10 10 10 10 10 5 4
100 5 4 5 5 2 = =
300 5 5 5 5 4 & i
1000 10 1 10 9 9 5 5
Easy 0 0 0 0 0 0 0 0
100 0 1 0 0 3 = -
300 0 0 0 0 1 &= -
L 1000 0 3 0 1 1 0 0
T Vocalization 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 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/kg) B.G. 1 2 3 4 1 2
HANDL ING OBSERVAT [ONS
Muscle tone Normal 0 10 10 10 10 9 4 4
100 5 5 5 5 5 - -
300 5 5 5 5 5 - -
1000 10 10 10 10 10 5 5
Decrease or |imp 0 0 0 0 0 1 1 0
100 0 0 0 0 0 i =
300 0 0 0 0 0 & s
1000 0 0 0 0 0 0 0
Subnormal temperature Absent 0 10 10 10 10 10 5 4
100 5 5 5 5 5 = -
300 5 5 5 5 5 & i
L 1000 10 10 10 10 10 5 .
* Piloerection 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
Staining hair 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
Unkempt hair Absent 0 10 10 10 10 10 4 4
100 5 5 5 5 5 = -
300 5 5 5 5 5 = =
1000 10 10 10 10 10 5 ]
Rough fur 0 0 0 0 0 0 1 0
100 0 0 0 0 0 = -
300 0 0 0 0 0 - -
1000 0 0 0 0 0 0 0

B. G. : Before grouping



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

—6?—

Sex: Male
Signs Dose level Administration period (Week) Recovery period (Week)
(mg/kg) B. G. 1 2 3 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 g =
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 e =
1000 10 10 10 10 10 5 5
Pupillary size Normal 0 10 10 10 10 10 ) 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 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)

—Ogm

Sex: Male
Signs Dose level Administration period (Week) Recovery period (Week)
(mg/kg) B.G. 1 2 3 4 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 & s
1000 10 10 10 10 10 5 5

Respiration 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

Lid closure Wide open 0 10 10 10 10 10 5 4
100 5 5 5 5 5 - -
300 5 5 5 5 5 = 2
1000 10 10 10 10 10 5 5

Gait Normal 0 10 10 10 10 10 5 4
100 5 5 5 5 5 = s
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 ]

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 period (Week)

(mg/kg) 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

2 Abnormal behavior None 0 10 10 10 10 10 5 4

! 100 5 5 5 5 5 - -

300 b 5 5 5 b = =

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 period (Week)
(mg/kg) B. G. 1 2 3 4 1 2

SENSOR IMOTOR FUNCTION
Approach contact Normal a) 0

B

—
o
(=]
(=]
I & onl

Freezing 0

Touch response Moderate reaction 0

I = © |

: Vocal ization, 0
energetical ly reaction 100

I © o |

Freezing 0

o o |

o
(=
(=]
SO0 COCOO0O— OO0O—0O0 OUlw OO0OO— OUIUw

Pinna response Normal 0

I &~ ol

k.
[
o
L=}
o

B.G. : Before grouping
a) Rat slowly approaches and sniffs at object or turns away
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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/kg) B. G. 1 2 3 4 1 2

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

1

o o |l

| © o |

[

i
OO OOl OO0 O—OMN OO0 —

I~

I oon |

oo o
ol

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 4 1 2
No. of animals 0 10 10 10 10 10 5 5
100 5 5 5 5 5 - -
300 5 5 5 5 - -
1000 10 10 10 10 10 5 5
REMOVAL FROM CAGE
Ease of removal Very easy 0 6 f 9 9 7 5 ¥
100 3 5 5 5 3 = =
300 3 5 5 5 5 & =
1000 6 10 10 10 9 5 4
Easy 0 4 3 1 1 3 0 0
100 2 0 0 0 2 = =
300 2 0 0 0 0 - E=
L 1000 4 0 0 0 1 0 1
™ Vocal ization 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
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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 1 2

HANDL ING OBSERVAT | ONS

Muscle tone Normal 0 10 10 10 10 10 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 = =
300 5 5 5 5 5 - E=
1000 10 10 10 10 10 5 5

Staining hair 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

Unkempt hair Absent 0 10 10 10 10 10 5 5
100 5 5 ) 5 5 = .
300 5 b 5 5 5 - -
1000 10 10 10 10 10 5 5

Skin color Normal 0 10 10 10 10 10 ] 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 4 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

Exophthalmos 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 10 10 10 10 10 5 ]

! 100 5 5 5 5 5 - -

300 ) 5 5 5 5 e =

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)

—Lgm

Sex: Female
Signs Dose level Administration period (Week) Recovery period (Week)
(mg/kg) B. G. 1 2 3 4 1 2

OBSERVATIONS IN ARENA

Posture Normal 0 10 10 10 10 10 5 ]
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 5
100 b 5 5 5 5 2 =
300 5 5 5 5 5 5 s
1000 10 10 10 10 10 5 5

Respiration Normal 0 10 10 10 10 10 5 5
100 b 5 ) 5 5 = =
300 5 5 5 5 5 3 =
1000 10 10 10 10 10 5 5

Lid closure Wide open 0 10 10 10 10 10 5 5
100 5 5 5 5 5 - -
300 5 5 5 5 5 B =
1000 10 10 10 10 10 5 5

Gait Normal 0 10 10 10 10 10 5 5
100 5 5 ) 5 5 & -
300 5 5 5 b 5 - -
1000 10 10 10 10 10 5 5

Tremor None 0 10 10 10 10 10 ] 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 4 1 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 ]

100 5 5 5 5 5 - -

300 ) 5 5 5 5 - -

1000 10 10 10 10 10 5 5

ég Abnormal behavior None 0 10 10 10 10 10 ) 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 period (Week)
(mg/kg) B.G. 1 2 3 4 1 2

SENSOR IMOTOR FUNCT ION

Approach contact Normal a) 0 10 5
100 5 -
300 5 -
1000 10 5

Touch response Moderate reaction 0 10 9
100 5 =
300 5 -
1000 10 5

Pinna response Normal 0 10 5
100 5 -
300 5 e
1000 10 5

Pain response(Tail pinch) Normal 0 10 5
100 5 -
300 5 =
1000 10 5

Pupillary reflex Normal 0 10 5
100 5 -
300 5 -
1000 10 5

Air righting reflex Normal 0 10 5
100 5 =
300 5 -
1000 10 b

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)

w09m

Dose level No. of Administration period (week) Recovery period (week)
Sex (mg/kg) animals B. G. 1 2 3 4 1 2

0 10 0.0+0.0 a) 0.3+0.9 0.0+0.0 0.2+0.6 0.3x1.0 (@ 0.0x0.0 (4 0.0£0.0 (4
Male 100 5 0.4+0.9 1.0x£1.4 0.0x0.0 0.0x0.0 0.0%+0.0
300 5 0.4+0.9 0.4+0.9 0.0+0.0 0.2+£0.4 0.6+1.3

1,000 10 0.6x1.1 0.8+1.1 0.2+0.6 0.3x0.9 0.1+0.3 0.4+0.9 (5) 0.0%+0.0 (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) 0.0%+0.0 (5)
Female 100 b 0.0%0.0 0.0+0.0 0.0+0.0 0.0+0.0 0.0+0.0
300 5 0.0%+0.0 0.0x0.0 0.0x0.0 0.0x0.0 0.0%+0.0

1,000 10 Q.1+0.3 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

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



Table 6. Summary of number of pools of urine Exp. No. 9934(115-213)

w[9m

Dose level No. of Administration period (week) Recovery period (week)
Sex (mg/kg) animals B. G. 1 2 3 4 1 2

0 10 0.6+0.8 a) 0.3+0.5 0.2+0.6 0.4=+0.8 0.2+0.4 (9 0.0x0.0 (4 0.5x0.6 (4
Male 100 5 0.6+0.9 0.2+0.4 0.0x0.0 0.2+0.4 0.0%+0.0
300 5 0.2+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 0.3x+0.5 0.2+0.4 (5) 0.2+0.4 (5)

0 10 0.3x0.7 0.2+0.4 0.1+0.3 0.1%x0.3 0.2+0.4 0.0+0.0 (5) 0.0%+0.0 (5)
Female 100 b 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 0.0x0.0 0.0x0.0 0.0%+0.0

1,000 10 0.2+0.6 0.5+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
Sex Dose level No. of Forelimb Hind! imb
(mg/ke) animals
0 9 1338 = 147 a) 703 + 139
Male 100 5 1457 &+ 206 822 + 228
300 5 1370 = 211 721 =+ 129
1,000 10 1281 = 170 739 =+ 205
0 10 620 = 1M 321 = 71
Female 100 5 41 = 99 289 + 42
300 5 851 =+ 99 307 = 34
1,000 10 605 += 126 301 = 74

a) Mean = S.D.



wEgm

9934 (116-213)

Table 7. —-continued Summary of grip strength Exp. No.
2 week of recovery Unit : g
Sex Dose level NO.‘ of Forel imb Hindl imb
(mg/kg) animals
0 4 1381 = 408 a) 707 =+ 284
Male
1, 000 5 1604 = 241 1027 =+ 155
0 5 1080 = 291 574 =+ 190
Female
1,000 5 889 =+ 249 510 + 269

a) Mean = S.D.



wvgm

Table 8.

4 week of administration

Summary of motor activity

Exp. No. 9934 (1156-213)

Dose level No. of Motor activity (cm_mt_s)
sex  (ma/ke) animals — 0-10a)  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 += 29 111 += 57 132 = 21 890 + 132
Male
300 5 216 = 22 159 = 27 145 = 25 111 = 30 96 + 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 = 20 11 =+ 33 44 + 25 58 + 20 445 + 114
100 5 133 = 22 113 = 31#+x 091 + 35 69 + 37 87 = 27% 62 + 32 554 + 117
Female
300 5 105 + 23 102 = 21x 69 =+ 41 74 + 25 51 + 15 53 + 30 455 + 125
1,000 10 126 = 30 101 = 17« 72 = 23 74 + 33 59 + 37 46 += 22 478 + 103
a) interval time (minutes)
b) Mean = S.D.
Significantly different from control group *p = 0.05 #xp = 0.01 (Dunnett)



wggm

Exp. No. 9934 (1156-213)

—continued Summary of motor activity

Table 8.
2 week of recovery
Dose level No. of Motor activity (counts)
Sex  (ma/ke) animals 0102  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 + 52 68 =+ 49 46 += 52 653 + 262
0 5 137 = 11 126 + 35 94 + 27 1056 = 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---

w99m

Sex Dose level No. of HCT HGB RBC MCV MCH MCHC
(mg/kg) animals (%) (g/dL) (x10°/mut) (pm?) (pg) (%)
Male 0 5 41.8 £ 1.3 15.5 £ 0.4 7.72 £ 0.13 54.2 + 1.0 20.1 = 0.2 37.1t 0.6
100 5 42,0 + 1.5 15.5 = 0.6 T.71 & 0.27 54,5 + 1.2 20.1 = 0.5 36.9 £+ 0.2
300 5 40.5 £ 1.6 14.9 + 0.5 7.31 £ 0.32 55.4 £ 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 + 0.6% 20.0 £ 0.2 37.6 £ 0.4
300 5 39.5 + 1.4 14.9 £ 0.3 7.38 £ 0.38 B3.6 £ 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.

Significantly different from control group; #: P<0.05 (Steel)



Table 9-1. -continued Hematology Exp. No. 9934 (115-213)
---Administration period---

Sex Dose level No. of WBC Differential leukocyte counts (%)
(mg/kg) animals (310°/mar’) NEUT LYMPH MONO EOSN BASO Luc
Male 0 5 9.26 =+ 2.60 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+ 0.4 0.8+ 0.4 0.1+ 0.0 0.7+ 0.3
300 5 8.11 £ 1.02 18.3 & 2.5 79.0+ 2.9 1.5+t 0.3 0.7 £ 0.3 0.1+ 0.0 0.6 = 0.3
1,000 5 9.62 £ 2.25 18.2 & 3.5 78.5 & 3.5 1.7+ 0.2 0.7 £ 0.3 0.1+ 0.0 0.8+ 0.4
Female 0 5 5.21 £ 2.63 14.0 + 4.2 83.1 =+ 4.5 1.1+ 0.3 0.9+ 0.4 0.2+ 0.2 0.7 0.2
100 5 5.12 + 0.82 14.3 + 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 16.9+ 8.1 80.3 £ 7.9 1.3+ 0.4 0.8+ 0.3 0.1+ 0.0 0.6 £ 0.3
1,000 5 8.71 + 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

ngm

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 (Dunnett)



Table 9-1. -continued Hematology Exp. No. 9934 (115-213)
---Administration period---

Sex Dose level No. of NEUT LYMPH MONO EOSN BASO Luc
(mg/kg) animals (310 /mav’) (x10° /mm’) (x10°/mm’) (10 /mm’) (x10°/mnt*) (x10° /ma’)
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 .12 £ 0.03 0.05 + 0.03 0.01+ 0.01 0.05 = 0.02
1,000 5 1.75 £ 0.57 T8 H 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 + 0.28 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 * 10.70 7.10 * 2.11 0.13 * 0.12 0.09 + 0.04 0.01+ 0.01 0.09 = 0.07

w89m

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



w69m

Table 9-1. -continued Hematology Exp. No. 9934 (115-213)
---Administration period---
Sex Dose level No. of PLT Reticulocyte
(mg/kg) animals (x10*/mm’) (%)
Male 0 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 2:2% 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---

nOLm

Sex Dose level No. of HCT HGB RBC MCV MCH MCHC
(mg/kg) animals (%) (g/dL) (x10°/mut) (pm?) (pg) (%)
Male 0 4 42.7 £ 2.0 15.6 £ 0.6 8.06 = 0.195 52.9 £+ 1.5 19.4 +£ 0.4 36.5t 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 41.9 £ 2.6 15.7 £ 1.0 7.91 £ 0.42 53.0 £ 1.4 19.9 £ 0.3 37.5+t 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
Mean = S.D.



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

Sex Dose level No. of WBC Differential leukocyte counts (%)
(mg/kqg) animals (x10°/mm’) NEUT LYMPH MONO EOSN BASO Luc
Male 0 4 10.00 = 2.46 16.7+ 3.6 79.8 £ 3.7 1.8+ 0.2 1.0+ 0.5 0.1+ 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 0.0+ 0.1 0.6 £ 0.2

n[Lm

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



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

Sex Dose level No. of NEUT LYMPH MONO EOSN BASO Luc
(mg/kg) animals (310* /mm’) (x10° /mm’) (x2.0°/m’) (x10° /mm’) (z10° /mn’) (210’ /mot’)
Male 0 4 1.62 + 0.28 8.03 & 2.17 0.18 = 0.06 0.10 = 0.06 0.01 £ 0.00 0.06 = 0.02
1,000 5 145 & 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 + 1.38 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

nZLm

NEUT: Neutrophil LYMPH: Lymphocyte  MONO: Monocyte  EOSN: Eosinophil BASO: Basophil LUC: Large unstained cells
Mean = S.D.
Significantly different from control group; *: PL0.05 (Dunnett)



nELm

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

Exp. No. 9934 (115-213)

Sex Dose level No. of PLT Reticulocyte
(mg/kg) animals (x10*/mm’) (%)
Male 0 4 1169 + 192 2.4+ 0.2
1,000 5 1047 + 74 2.6+ 0.5
Female 0 5 1276 + 142 2.0+ 0.5
1,000 5 1173 + 112 2.9+ 0.5*
Mean = S.D.
Significantly different from control group; *: PL0.05 (Dunnett)



n-bLm

Table 10-1. Coagulation Exp. No. 9934 (115-213)
---Administration period---
Sex Dose level No. of PT APTT
(mg/kg) animals (sec.) (sec.)
Male 0 5 19.1 + 0.6 23.9 & 1.7
100 5 20,7 £ 4.5 24.9+ 2,0
300 5 19.9 + 1.5 24.0 £ 2.1
1,000 5 20.4 £ 1.0 25.2 & 3.7
Female 0 5 17.3 + 0.9 17.8 + 2.6
100 5 17.3 £ 0.8 18.4 = 0.6
300 5 17.6 £ 0.9 18.1 + 1.8
1,000 5 16.6 = 0.4 18,7 + 1.3




nng

Table 10-2. Coagulation
---Recovery period---

Exp. No. 9934 (115-213)

Sex Dose level No. of PT APTT
(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 5 17.9 £ 0.5 17.9 + 1.0
1,000 5 16.9 + 0.4** 18.6 + 0.7

Mean = S.D.
Significantly different from control group;

*k .
H

P<0.01 (Dunnett)



n9Lm

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/dv) (mg/dL) (mg/dL) (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 & 6
1,000 5 5.50 £ 0.21* 161 + 26 51.4 £ 20.7 59 & 8
Female 0 5 5.93 + 0.31 115 + 21 g.5% 5.1 63 t 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 + 6
1,000 5 5.89 £ 0.26 141 + 25 20.1 + 7.3% iz e . 1
Mean £ S.D.
Significantly different from control group; *: P<0.05 (Dunnett)



nLLm

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/dL) (mg/dL) (mg/dL) ( U mol/L)
Male 0 5 12.5 + 0.7 0.21 + 0.02 0.04 £ 0.01 42.3 £+ 23.9
100 5 121 £ 1.2 0.22 + 0.03 0.03 + 0.01 13.4 + 50
300 5 11.6 + 1.2 0.22 + 0.00 0.03 + 0.01 10.8+ 4.6
1,000 5 13.2 &+ 2.4 0.21 £ 0.02 0.03 £ 0.01 19.4 £+ 15.8
Female 0 5 15.5 F 1.7 0.27 + 0.03 0.03 £ 0.01 16.8 + 4.1
100 5 13:3 + 151 0.23 £ 0.03 0.03 £ 0.01 11.8 + 7.8
300 5 15.7 £ 2.0 0.25 + 0.01 0.04 = 0.01 13.2 + 5.8
1,000 5 14.5 + 1.6 0.24 + 0.02 0.04 + 0.01 8.8 + 1.6
Mean = S.D.



nSLm

Table 11-1. -continued Blood chemistry Exp. No. 9934 (115-213)
---Administration period---
Sex Dose level No. of AST ALT ALP Gamma -GTP
(mg/kg) 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 o I 5 818 + 84 0.3+ 0.1
300 5 78 + L} 29 + 3 762 £ 131 0.3+ 0.1
1,000 5 85 & 10 31 & 5 804 = 172 0.4+ 0.1
Female 0 5 84 13 24 + 7 409 + 175 0.7+ 0.1
100 5 95 + 15 22 + 3 384 + 40 0.8+ 0.4
300 5 88 + 12 23 + 6 397 + 50 0.8+ 0.1
1,000 5 71 10 21 3 427 + 108 0.8+ 0.2
Mean = S.D.



Table 11-1. -continued Blood chemistry Exp. No. 9934 (115-213)
---Administration period---

n6Lm

Sex Dose level No. of Calcium I.phosphorus Sodium Potassium Chloride
(mg/kg) animals (mg/dL) (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 5 9.92 + 0.21 8.75 + 0.38 144.2 + 0.3# 4.89 + 0.17* 108.5 £ 0.2#
300 5 9.78 £ 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 0 5 9.78 £ 0.36 7.84 + 0.64 144.0 + 1.3 4.46 £ 0.12 109.3 £ 1.3
100 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 7.85 = 0.61 143.6 + 0.3 4.26 + 0.22 108.9 + 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 from control group; *: P<0.05 *%: P<(0.01 (Dunnett)
Significantly different from control group; #: P<0.05 (Steel)



wam

Table 11-2. Blood chemistry Exp. No. 9934 (115-213)
---Recovery period---
Sex Dose level No. of T.protein Glucose Triglyceride T.cholesterol
(mg/kg) animals (g/dv) (mg/dL) (mg/dL) (mg/dL)
Male 0 4 5.55 + 0.28 149 + 19 39.3 & 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 11.4 £ 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) ( U mol/L)
Male 0 4 11.5+ 1.1 0.27 + 0.02 0.04 £ 0.02 23.2+ 21.4
1,000 5 116 £ 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 AST ALT ALP Garmma - GTP
(mg/kg) animals (u/L) (U/L) (U/L) (U/L)
Male 0 4 96 15 31 & 3 486 + 70 0.4t 0.1
1,000 5 84 + 6 30 % 4 565 + 76 0.4+ 0.1
Female 0 5 86 £ 20 25 % 3 358 £ 79 0.9t 0.4
1,000 5 78 + 10 25 + 2 375 31 0.9+ 0.2




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

wEgm

Sex Dose level No. of Calcium I.phosphorus Sodium Potassium Chloride
(mg/kg) animals (mg/dL) (mg/dL) (mmol /L) (mmol /L) (mmol /L)
Male 0 4 9.67 £ 0.32 7.58 £ 0.26 142.6 £ 1.3 4.73 + 0.22 106.2 = 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 9.80 £ 0.30 6.84 £ 0.78 142.8 £ 1.9 4.33 £ 0.25 107.8 + 1.5
Mean + S.D



wvgm

Table 12-1. Electrophoresis Exp. No. 9934 (115-213)
---Administration period---
Sex Dose level No. of Albumin Alpha-1 Alpha-2 Beta Gamma b-Vie}
(mg/kg) animals (%) (%) (%) (%) (%)
Male 0 5 50.6 £ 1.7 22.7 + 1.4 T8 & 0.6 14.8 + 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 & 1.5 4.8 £ 0.7 1.12 + 0.07
Female 0 5 52.7 £ 1.6 18.6 £ 2.2 7.8 £ 0.7 15.1 + 0.5 R & 1.0 1.12 £ 0.07
100 5 54.7 + 3.4 18.4 + 1.5 78 £ 3 14.9 + 1.3 4.0 £ 1.1 1.22 + 0.18
300 5 54.1 + 0.8 17.0 + 0.8 8.8 £ 0,.7%* 1553 & L1 4.8+ 0.9 1.18 + 0.04
1,000 5 55.0 £ 2.3 17.3 = 1.6 8.1+ 0.6 15,1 = 1.3 4.5 1.4 1.23 % 0.12
Mean + S.D.
Significantly different from control group; *: P<0.05 : P<0.01 (Dunnett)
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Table 12-1. -continued Electrophoresis Exp. No. 9934 (115-213)
---Administration period---
Sex Dose level No. of Albumin Alpha-1 Alpha-2 Beta Gamma
(mg/kg) animals (g/dL) (g/daL) (g/dn) (g/dL) (g/dL)
Male 0 5 2.92 + 0.17 1.31 + 0.06 0.46 + 0.04 0.85 + 0.04 0.23 + 0.03
100 5 2.89 + 0.18 1.18 + 0.06 0.47 £ 0,05 0.87 £ 0.08 0.21 + 0.03
300 5 2.87 £ 0.08 1.06 £ 0.16* 0.43 + 0.03 0.84 + 0.03 0.25 = 0.02
1,000 5 2.91 £ 0.08 1.02 £+ 0.15%* 0.46 = 0.04 0.85 + 0.06 0.26 £ 0.04
Female 0 5 3.12 £ 0.12 1.17 £ 0.20 0.44 + 0.04 0.89 £ 0.02 0.30 £ 0.06
100 5 3.20 + 0.26 1.07 + 0.09 0.46 + 0.01 0.87 + 0.07 0.23 + 0.07
300 5 3.22 £ 0.10 1.01 + 0.03 0.52 £ 0.03%* 0.91 + 0.08 0.29 + 0.06
1,000 5 3.24 £ 0.23 1.02 = 0.13 0.48 + 0.04 0.89 + 0.05 0.26 £ 0.07
Mean + S.D.
Significantly different from control group; *: P<0.05 *%: P<(0.01 (Dunnett)



Table 12-2. Electrophoresis Exp. No. 9934 (115-213)
---Recovery period---

w98m

Sex Dose level No. of Albumin Alpha-1 Alpha-2 Beta Gamma b-Vie}
(mg/kg) animals (%) (%) (%) (%) (%)
Male 0 4 48.7 + 2.9 22.7 + 3.6 8.0+ 0.9 16.3 £ 0.9 4.3+ 0.7 0.5 +£ 0.11
1,000 5 49,7 £ 2.7 21.9 ¥ 2.1 8.4+ 1.0 15.8 t 0.9 4.2 + 1.3 0.99 + 0.11
Female 0 5 51.3 & 1.7 19.8 £ 1.0 7.6 £ 0.3 15.0 £ 0.6 6.3 £ 1.1 1.06 £ 0.07
1,000 5 51:3 + 2.4 19.0 + 1.4 83 £ 057 15.9 + 1.0 546 = 1:3 1.05 + 0.10
Mean + S5.D
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Table 12-2. -continued Electrophoresis
---Recovery period---

Exp. No. 9934 (115-213)

Sex Dose level No. of Albumin Alpha-1 Alpha-2 Beta Gamma
(mg/kg) animals (g/dL) (g/dL) (g/dL) (g/dL) (g/dL)
Male 0 4 2.70 £ 0.14 1.27 + 0.24 0.45 + 0.03 0.91 £ 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 £ 10.13 0.49 £ 0.02%* 0.95 + 0.06 0.33 £ 0.08
Mean + S5.D.

Significantly different from control group; *%; P<0.01 (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 (mL) (mOsm/kg) (mmol /L) (mmol /L) (rmmol /L)
Male 0 10 12.1+ 4.1 1550 + 532 122 + 49 254.8 £ 94.5 170.0 = 68.7
100 5 16.8 = 13.1 1469 + 477 120 + 40 233.2 £ 25.5 161.5 £ 57.2
300 5 1741+ 7.5 1321 + 425 116 =+ 40 216.1 £ 70.1 142.1 + 50.8
1,000 10 11.1 + 2.1 1571 + 355 128 =+ 26 252.2 £+ 58.0 170.6 = 41.4
Female 0 10 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 + 78.4 145.0 £ 59.3
300 5 10.3 * 3.8 1692 + 516 119 + 41 251.8 + 67.6 168.6 £+ 57.7
1,000 10 1.2+ 3.3 1388 £ 347 115 £ 26 212.3 £ 59.0 145.6 * 35.8

wggm
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Table 13-1.

-continued Urinalysis

---Administration period---

Exp. No. 9934 (115-213)

Sex Dose level No. of Sodium Potassium Chloride
(mg/kg) animals (mmol/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 £ 0.15
Female 0 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 + 0.39 1.56 £ 0.21
1,000 10 1.23 + 0.16 2.24 + 0.35* 1.54 £ 0.20%*
Mean = S.D.
Significantly different from 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 1 2 3 4 5 6 7 8 951011 55.566.577.588.5 29 - +/- 1+ 2+ 3+
Male 0 10 9 1 1 2 7 g i
100 5 5 2 1 2 5
300 5 5 1L 1 3 4 1
1,000 10 10 11 2 ¢ 8 i
Female 0 10 10 12 1 5 1 8 2
100 5 5 1 2 2 4 1
300 5 4 1 . I 3 3 2
1,000 10 10 1 3 6 10

w06m

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, 1ll= Blue
Occult blood : -(negative), +/-(trace), 1l+(slight), 2+ (moderate), 3+ (marked)
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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 - 4/- 1+ 2+ 3+ - 0.1 0.25 0.5 21.0 - +/- 30 100 =300
Male 0 10 7 2 1 9 1 2 4 3 1
100 5 4 1 5 4 1
300 5 4 1 5 1L 2 2
1,000 10 g8 1 1 10 1 8 1
Female 0 10 10 10 8 2
100 5 5 5 3 2
300 5 3 2 4 1 i1 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)



Table 13-1. -continued Urinalysis
---Administration period---

Exp. No. 9934 (115-213)

Sex Dose level No. of Bilirubin Urobilinogen (E.U./dL)
(mg/kg) animals - 1+ 2+ 34 0.1 1.0 2.0 4.0 8.0 212
Male 0 10 S 1 s 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),

1+ (slight), 24+ (moderate), 3+ (marked)
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Table 13-1. -continued Urinalysis : Microscopic examination of sediment Exp. No. 9934 (115-213)
---Administration period---

Sex Dose level No. of Erythrocytes Leukocytes Epithelial cells Casts Fat globules Mucous threads Crystals
(mg/kg) animals - 1+ 2+ 3+ - 1+ 2+ 3+ - 1+ 2+ 3+ -+ - + - + -+
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 10 10 10 10 10 10 10 4 6
Female 0 10 10 10 10 10 10 10 2 8
100 5 5 5 4 1 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/uL) : -(0-4), 1+(5-14), 2+(15-29), 3+(30 or more)

Casts, Fat globules, Mucous threads and Crystals : - (not observed), +(cbserved)
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Table 13-2. Urinalysis
---Recovery period---

Exp. No. 9934 (115-213)

Sex Dose level No. of Volume Osmotic pressure Sodium Potassium Chloride
(mg/kg) animals (mL) (mOsm/kg) (mmol /L) (mmol /L) (rmmol /L)
Male 0 4 10.1 + 1.7 2102 + 146 179+ 5 316.1 £ 25.0 232.4 t 17.4
1,000 5 13.3 + 3.6 1611 + 374%* 128 + 244 243.1 + 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 = S.D.
Significantly different from control group; *; PL0.05 **; P<0.01 (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 {(rmol/day) (mmol/day) (mmol/day)
Male 0 4 1.81 + 0.29 3.18 £ 0.43 2.34 + 0.25
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 + 0.19 2.73 £ 0.43 1.87 £ 0.22

Mean = S.D
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Table 13-2. -continued Urinalysis Exp. No. 9934 (115-213)

---Recovery period---

Sex Dose level No. of Color pH Occult blood
(mg/kg) animals 1 2 3 4 5 6 7 8 51011 5 5.5 6 6.5 7 7.5 8 8.5 =29 - +/- 1+ 2+ 3+
Male 0 4 4 1 3 4
1,000 5 5 5 5
Female 0 5 5 2 3 5
1,000 5 5 1 4 4 ik

Color : 1l= 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, ll= Blue
Occult blood : -(negative), +/-(trace), 1l+(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/kqg) animals - 4/- 1+ 2+ 3+ - 0.1 0.25 0.5 =21.0 - +/- 30 100 =300
Male 0 4 1 3 3 1 1 1 2
1,000 5 1 2 2 1 2 2
Female 0 5 1 4 1 i 2 2
1,000 5 1 4 2 2
Ketone bodies : -(negative), +/-(5 mg/dL}, 1+(15 mg/dL), 2+(40 mg/dL), 3+(2 80 mg/dL)
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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 =12
Male 0 4 4 3 1
1,000 5 E 1 3 2
Female 0 5 5 2 3
1,000 5 5 1 4
- (negative), 1l+(slight), 2+ (moderate), 3+ (marked)

Bilirubin :
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Table 13-2. -continued Urinalysis : Microscopic examination of sediment

---Recovery period---

Exp. No. 9934 (115-213)

Sex Dose level No. of Erythrocytes Leukocytes Epithelial cells Casts Fat globules Mucous threads Crystals
(mg/kg) animals - 1+ 2+ 3+ - 1+ 2+ 3+ - 1+ 2+ 3+ -+ - + - + -+
Male 0 4 4 4 4 4 4 4 4
1,000 5 5 5 5 5 5 5 5
Female 0 5 & 5 5 5 5 5 5
1,000 5 5 5 5 5 5 5 5

Erythrocytes, Leukocytes and Epithelial cells (cells/ | L)

-(0-4), 1+(5-14), 2+(15-29), 3+(30 or more)

Casts, Fat globules, Mucous threads and Crystals : - (not observed), +(observed)



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

Sex Dose level No. of Body weight Brain Heart Liver Kidneys
(mg/kg) animals (g) (g) (g) (g) (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 2.59 = 0.11
1,000 5 272 + 22 2.00 £ 0.09 1.00 £ 0.11 8.64 + 1.30 2.35%* 0.32
Female 0 5 189 + 8 1.96 + 0.06 0.72 £ 0.04 5.85 + 0.29 1.62 + 0.15
100 5 182 + 14 1.88 + 0.08 0.69 + 0.06 5.63 + 0.64 1.46 £+ 0.17
300 5 181 + 24 1.0+ 0.05 0.70 £ 0.07 5.75 + 0.52 1.58 =+ 0.16
1,000 5 86 = 6 1.8+ 0.10 0.73 £ 0.07 6.42 + 0.63 1.57 = 0.06

=001 -



Table 14-1. -continued Organ weight Exp. No. 9934 (115-213)
~--Administration period---

=101 -

Sex Dose level No. of Spleen Adrenals Testes Ovaries Thyroid
(mg/kg) animals (g) (mg) (g) (mg) (mg)
Male 0 5 0.53+ 0.09 47+ 6 2.79 + 0.26 20+ 3
100 5 0.55 + 0.10 45 + 6 3.03 + 0.19 17 & 2
300 5 0.60 + 0.12 54 + 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 80+ 4 15+ 4
100 5 0.35 + 0.04* 62 & 8 64 + 10%** 15:4 2
300 5 0.36 + 0.05* 64+ 7 T9E B 14+ 2
1,000 5 0.43 & 0.06 64 + 10 BE 7 15+ 4
Mean = S.D.

Significantly different from control group; *: P<0.05 **: P<(0.01 (Dunnett)
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Table 14-1. -continued Organ weight
~--Administration period---

Exp. No. 9934 (115-213)

Sex Dose level No. of Pituitary Thymmis Epididymides Mandibular gland
(mg/kg) animals (mg) (mg) (mg) (mogy)
Male 0 5 g+ 2 513 + 101 625 + 80 516 £+ 68
100 5 8 + 1 484 + 69 658 + 39 532 + 107
300 5 0+ 1 540 + 81 654 + 35 525 =+ 34
1,000 5 g+ 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 St .2 432 + 101 370 £ 18
1,000 5 10t 4 406 = 63 377 + 43

Mean = S.D.



Table 14-2. Organ weight Exp. No. 9934 (115-213)
---Recovery period---

- t0l -

Sex Dose level No. of Body weight Brain Heart Liver Kidneys
(mg/kg) animals (g) (g) (g) (g) (g)
Male 0 4 379 % ‘30 2.16 + 0.09 1.28 £ 0.07 11.09 £ 0.86 2.79 £ 0.15
1,000 5 346 + 20 2.11+ 0.08 1.21 + 0.11 10.02 £ 0.97 2.64 + 0.18
Female 0 5 225+ 8 1.9+ 0.08 0.81 £ 0.04 6.31 £ 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; *; PL0.05 (Dunnett)
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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 (g) (mg) (g) (mg) (mg)
Male 0 4 0.66 £ 0.11 56 2 3.37 £ 0.42 15 £
1,000 5 0.65 + 0.15 51 & 8 347 £ 0.11 20 +
Female 0 5 0.50 £ 0.07 65+ 4 75+ 12 14 £
1,000 5 0.47 + 0.14 66+ 9 86 + 13 14 +
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 Thymmis Epididymides Mandibular gland
(mg/kg) animals (mg) (mg) (mg) (mogy)
Male 0 4 11+ 2 397 £ 11 964 + 54 619 + 38
1,000 5 i 2 484 + 134 944 + 35 589 + 37
Female 0 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---

=901 -

Sex Dose level No. of Body weight Brain Heart Liver Kidneys
(mg/kg) animals (9) (%) (%) (%) (%)
Male 0 5 283 + 30 0.754 + 0.073 0.366 £ 0.010 3.025 + 0.108 0.831 + 0.048
100 5 293 + 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 + 0.039
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 86+ 6 1.010 = 0.064 0.395 £ 0.032 3.446 t 0.252%* 0.843 + 0.022
Mean = S.D.

Significantly different from control group; *: P<0.05 (Dunnett)



Table 15-1. -continued Organ weight per body weight Exp. No. 9934 (115-213)
~--Administration period---

= L01 -

Sex Dose level No. of Spleen Adrenals Testes Ovaries Thyroid
(mg/kg) animals (%) (%) (%) (%) (%)
Male 0 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 £ 0.002 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%9 + 0.003 0.008 + 0.002
Mean = S.D.

Significantly different from control group; *: P<0.05 **: P<(0.01 (Dunnett)



Table 15-1. -continued Organ weight per body weight Exp. No. 9934 (115-213)
~--Administration period---

Sex Dose level No. of Pituitary Thymmus 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 5 0.006 + 0.001 0.239 + 0.041 0.195 + 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 * 0.039 0.202 £ 0.019

- 801 -

Mean = S.D.



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

=601 -

Sex Dose level No. of Body weight Brain Heart Liver Kidneys
(mg/kg) animals (g) (%) (%) (%) (%)
Male 0 4 379 % ‘30 0.571 + 0.035 0.338 £ 0.013 2.930 £ 0.111 0.739 + 0.052
1,000 5 346 + 20 0.611 £ 0.029 0.352 + 0.041 2.898 + 0.193 0.766 £ 0,073
Female 0 5 225+ 8 0.889 + 0.074 0.359 £ 0.018 2.809 £ 0.167 0.761 = 0.045
1,000 5 206 + 14+* 0.858 £ 0.057 0.393 + 0.024* 3.018 £ 0.280 0.823 + 0.101
Mean + S.D.

Significantly different from control group; *; PL0.05 (Dunnett)



0L -

Table 15-2. -continued 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 + 0.036 0.029 + 0.001 0.034 + 0.004 0.006 £ 0.000
1,000 5 0.225 + 0.054 0.032 + 0.004 0.042 + 0.005% 0.007 £ 0.000
Mean = S.D.
Significantly different from control group; *: PL0.05 (Dunnett)
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Table 15-2. -continued Organ weight per body weight Exp. No. 9934 (115-213)
---Recovery period---

Sex Dose level No. of Pituitary Thymmus 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 0.1%4 £ 0.030 0.200 £ 0.023

0.006 £ 0.002 0.215 + 0.031 0.198 + 0.014

=
o
o
o
ul
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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 5 5 5 5 5 5
Organ Findings
RESPIRATORY SYSTEM
lung brown patch/zone 1 0 0 0 0 0 0 0
DIGESTIVE SYSTEM
stomach white patch/zone 0 1 0 0 0 0 0 0
liver hepatodiaphragmatic nodule 0 0 0 0 0 0 1 0
white patch/zone 0 0 0 Al 0 0 0 0
URINARY SYSTEM
kidney cyst 0 0 1 0 0 1 0 0
scarred 1 1 0 0 1 2 1 1
REPRODUCTIVE SYSTEM
uterus cyst - - - - 0 el 0 0
dilated lumen - - - - 2 2 0 2

ENDOCRINE SYSTEM
thyroid gland nodule 0 0 0 0 0 1 0 0
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Table 16-2. Summary 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 0
URINARY SYSTEM
kidney cyst 0 1 0 1
scarred 1 0 0 0
REPRODUCTIVE SYSTEM
0 1

uterus dilated lumen - -
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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 ) 0 100 300 1,000 0 100 300 1,000
No. of animals necropsied 5 5 5 5 5 5 5 5
Organ Findings
RESPIRATORY SYSTEM
lung
accumulation of foamy cells 3 - - 2 3 - - 2
bronchopneumonia 1 - - 0 0 - - 0
osseous metaplasia 1 - - 0 0 - 0
trachea
dilatation, gland 1 - - 0 0 - - 1
DIGESTIVE SYSTEM
glandular stomach
dilatation, gland 0 0 - 0 1 - - 0
epidermal cyst 0 1 - 0 0 - - 0
exocrine pancreas
degeneration, acinar cell 1 - - 0 0 - - 0
liver
fatty change, hepatocyte 1 1 0 0 3 2 2 2
necrosis, hepatocyte, focal 0 0 0 1 0 0 0 0
microgranuloma 5 4 5 4 5 4 4 4
hepatodiaphragmatic nodule 0 0 0 0 0 0 1 0
hypertrophy, hepatocyte, centrilobular 0 0 3 Sk* 0 0 1 Sk *
URINARY SYSTEM
kidney
basophilic tubule 3 1 0 1 1 0 0 1
cyst 0 0 0 1 il 1 0 1
hyaline droplet 1 0 0 L 0 0 0 0
mineralization 1 0 0 1 1 0 0 2
fibrosis, focal 1 1 1 0 0 0 0 0
REPRODUCTIVE SYSTEM
epididymis
cellular infiltration, lymphocyte 1 - - 1 - - - -
prostate
cell debris, lumen 1 - - 0 - - - -
cellular infiltration, lymphocyte 5 - - 2 - - - -
uterus
cyst - - - - 0 1 - 0

Significantly different from control group; ** : P < 0.01 (Fisher)
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Exp. No. 9934 (115-213)

Table 17-1. -continued Summary of histological findings with statistical analysis
( 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 5 5 5 5 5 5
Organ Findings
REPRODUCTIVE SYSTEM
uterus
dilatation, lumen - - - - 2 1 - 2
vagina
epidermal cyst - - - - 1 - - 0
ENDOCRINE SYSTEM
1 - - 0 0 0 - 0
2 - - 0 i 0 - 3

thyroid gland
ectopic thymus
ultimobranchial remmant
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Table 17-2. Summary of histological findings with statistical analysis Exp. No. 9934 (115-213)
( sacrificed, recovery period )

Male animals Female animals
Dose level ( mg/kg ) 0 1,000 0 1,000
No. of animals necropsied 4 5 5 5
Organ Findings
RESPIRATORY SYSTEM
lung
accumilation of foamy cells 3 2 1 2
trachea
dilatation, gland b § 1 0 0
DIGESTIVE SYSTEM
exocrine pancreas
degeneration, acinar cell 0 1 1 0
cellular infiltration, mononuclear 0 0 1 0
focus, hypertrophic, basophilic 0 0 1 0
cecum
cellular infiltration, mononuclear 1 0 0 0
liver
adhesion with kidney 0 0 1 0
fatty change, hepatocyte 1 0 3 2
microgranuloma 4 4 5 5
URINARY SYSTEM
kidney
basophilic tubule 2 2 1 0
cyst 0 1 1 1k
hyaline droplet 1 1 0 0
mineralization 3 il: 2 0
fibrosis, focal 1 2 1 0
hyperplasia, renal tubule 0 0 1 0
urinary bladder
cellular infiltration,lymphocyte 0 0 1 0

REPRODUCTIVE SYSTEM

prostate
cellular infiltration, lymphocyte 3 2 - -
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Exp. No. 9934 (115-213)

Table 17-2. -continued Summary of histological findings with statistical analysis
( sacrificed, recovery period )
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
cyst 0 1 0 0
thyroid gland
ultimobranchial remmant 1 4 3 2
adrenal gland
mineralization 0 0 1 0
SPECIAL SENSE SYSTEM
eye
dysplasia, retina 0 0 1 0
INTEGUMENTARY SYSTEM
skin
cellular infiltration, mononuclear 1 0 1, 0
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