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Da—2FA NOHEE), 20, 100 3L TR 500 mg/ke/day % Crl:CDSD)FRT » b O
% 5Pz 28 BRIFERN®RE Uiz, 72, 0mgks CAHERER) 38118500 mgkg BEITIL,
HERES S BIOEHER ZRRT, 28 ARMORERSETHE, 14 BFOEREC L 230
BT SV T hRET LT,

HBM2E LT, —RREBOBE, REESRAKRE (FOB), KED X UHEEE
DRIEEITY, SRS L OEESMETINC, BRRE (hEERE DIREERE
B, MEECFERE nEEABKKSRELLVRRE BIUWEFRE &BRE
BEEHE, ARSSERIUFRERRERD #EELE.

TORBFDERNL, ROEY THA.

500 mg/ke BEOMET Day 6 33X V7 OB SR | FIAFEL Liz.

5% O—RRIBOZ B E LT, 500 mg/ke FEOMERETHINE, 8E, FREER LUK
TR BZENn T

RETIL, 500 me/kg REDMEE CHEBIMMHATRD bh, HECIIEREIIMKE TRIZ
HIEFESRD BhizbOn, KL BEHEBERSED bz

BELRTIL, 500 mg/kg BEOOHERE TR SHARTPICE 338D bk,

PREBIEAARE (FOB) Tif, HEHIRIIT 500 mgke B T HISESIEDRD
BILUBIGHOE TS bhie. ‘

FRIRECHY, BE5HIFE TRAIC 500 mg/ke BEOMEHECIRBEORMEB L TRBEBEEDE
T, FEEDHET) b Y 7 AB LU Y ¥ AHRE DR, R pH O i,

MIFFHRE T, BESHIRE TR 500 mgke BOMECITM A58 bivi.

MARA(LFERAE T, BEHAEHE TRZ 500 mg/kg BEOME TRERMMET, AR
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X, 100 mg/ke BEOBETHBE SN, HEFRBIUFRETOEKL, ASEIC L 3E1E
TERFRD bz, Mgl X ORI COEIT oW, HEEIC L 3EEEAERD b
Teb DD, btk L TV,

Pz Ehb, YHEEBRERTIEBWT, 227 7FNA VT FL—F VDORER
BZEAT Bk, HETIE 100 mg/kg/day SLEDEREC, HECIE 500 mg/kg/day D5
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12. BRBEEHS XU
12.1. R
PSRpE L UTER L 2-F 7 F VA VP Fvx—5 )1 (CAS No. 2173-57-1, Lot No.
FIEE 99.1%, Z0-T-H 200.28, ) 1, BREOBERETHY, it

& —7 BPE 2 BB B AT VATIKIREL ch. 72 (CRTE Lic. SRR O
B 2SR B £ COREEREEIENL 3.0~79°C Tholc. SEMOIRED
REIZOWT, DTSR % Reference data 1 127R Lz, REBEARH OB E OREL
TS+ 57, REHMR TRICEBRMEOMELNZER L. TR, #ENT
99.6% T Y, LREMEPMOLIERLSE (MU 98%LL 1) A LT, LiEKoT,
HBRUR R OERIEREE THD Z L BHERENT- (Reference data 2).

PBRE %59 40°C /iR e 2 — A4 )V (Lot No. V5R8265, V6A8960, V6F986S,
FHIGATAY) WL, 2, 10 BLT50 mg/mL DEEIEETE L.

BEEORER LU —MESHTE, MIERREEHIERM L e TORBRB ORI
WTiTo e, TOFR, RERE 2, 10BX0S0mgmL) Zxri 581583, Fhth
1034, 102.1 BX U 103.1%, FEIMMEERZESENLTN 05, 04 BIV04%THY, B
B/ B—EFHRoOHEEE (REYVE  SRERED 90~110%LIA, fEXEERZE
10%ELTF) 2z LCVWe (Referencedata3). L7zdio T, HREEIIEINHRREN T
WA Z &SRR SN,
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Fio, 2 BLV50 mg/mL BEOREEEZIENEL T C 10 HRSRAE U8, BE
S EIToTc. TOMRER, FRNESOESRHEREOCTSMEICNTIEERN, REED
REMDHERERE Q0%EIE) =L TWeD Ehb, BETHDZ LAFERShE
(Reference data 3). L7=83-TC, ®ERKIL, #EETEL - BREHT CRITF (RES
BT : AR A NIRRT ch.67) L, FRMUE 10 REINICEERA L.

ERIELY, WRERTRIZ2g 2 EF e F—ICREL, BOITEESNI:.

SE B L URESRY
AAF v —NR - Y S—HEE EARRT - # - b4R 4 BED Cr:.CD(SD)HR
SPF 7 v MEHES 36 ILEFHA L, RBRITHEEES 30 ICEER L.

FEA L7=8hii3 7 ARRIE - BIHEERS Lz, % - BHERIR P o EHSR L U—R
RIBIC RFIIRD b Rdo . '

Bhiid, IREE 23+3°C (SAMH : 224~23.3°C), IBEE 55+20% (EHRHE : 52~70%),
SR 10 [FEL L, h, ZeKEEEATH2 mmHL,OL |, FREAKFRE 12 R (4ra0 7 FEARUT,
5tk 7 BREAT) WWREENENRY TYRAFAD 101 BAEE (W80xD8OxH25m,
160.0m’) THE L. #AH B — v 2 0Bk FAE#EERAL, 7V
2 BB - BRRAT L ABEEES—Y (W158xD25.0xH 160 cm, 6320.0cm’) i
BWE 1 ICP oA LRSS Lz, FEy—2130E 13, HEEIE 1 Rk LE.

Y, HREREEERSIE (CRF-1, LotNo. 051202, FV T X LEEFI1IE) %E
AL, AEHMTEhicERSEE fokiE, Ak @ERTEK &Kk AvEY
BB ST, e Lk L uvkic, RBRCIREE RS TREOH 5E M E
DIRTEIL 2 oTe.

LiedioC, MBEHRP, F—F OEFEECEE2 HZ Lz L BN 2REEROR
(s By

T

BTN, HHEL bICBE - BIERE TR OB SRR T o 7.

BT B OB OEERE, THYFED 20%LRICINE > TEY, #oTHETROKE
i%, HET 134~153 g, HET 110~122 g DEEEICH -7z, R E5HAA OEEEZEIC, BE
AR L 0 SRR X O B ERACE 10 IS (£ 0ROE 5 D EEEEr R,
1633 X O EIREIC A5 5 DU S 7.

NEEDE, BESTRICREET ARAIC L D RESEE T,

BiARE
B OBEFHING, HRHEEREHRE (Functional Observational Battery : FOB) % B4
HBTEET 270, B ATTRHCMERBRCE LESEEIV 4, % - IHEAIrPicE)
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MOEMCE DB LES ([BYWES) 2 ANBLUE. BoUo@mEss—re
HOUEOBWENESI—F (D 4—F) ZREL, B8 TRICEDRNIES
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Ml U, HEREBZR S REL A OB, HER X URERIRGIEFICE & E
Lie.

&EE, ek REHMRIURESE

BRERRRZ, AYRDEOREICET2FHE LT, Registry of Toxic Effects of
Chemical Substances (RTECSHCZ » MR B8RO E TOLDsA 5,930 mgke & ol
(RTECSE & : KOI255000) S TWA L &b, YZRBIzSEr>T0, 30, 100, 300
B LT 1,000 mgkg/day DR T, 2 BRHRETHRER GUERES 9960) 2FEMmL, T0
WREBHITRE L. FHABRTIE, 1,000 mgkeiFOMET4/5 §, METS5 6] (25)
PEEH 4057 BORIZET Lk, R5#OERE LT, Ho 100 mgkegld EBIT
#ED 300 mg/kgll FOFERETRE, MEHED 1,000 my/kgBET TR, HHED 300 mg/kgh
L OREFCHESED b, #0300 mgkelE CAEEMIMEERATES bk, O
AR T, HED 300 my/kelf CHEEOEMIS LW U 7 A0EE, oD 300
mg/kel¥ TASTOIEER & UY-GTPORMENFD biviz. AR TR, O 300 mg/ke
BECHHER L OB SO ERENEEE R LS, SIRFRE LT3, #RpEREi
BhET 2 RHEITRIZRBD bhizhote. PLEOREN D, SHEEBRTHE, HLMICE
BERERTH LE BN 500 mgkg/day kMM RITREL, U.'F"*H: 5 L,
100 33 £ TF 20 mg/kg/day Ea&i7 75,

BEEHIT, OECD HA K74 407 TR S TSR SEBICHE L Ol n i
-3 30

BREREIT, FE100 gD 1 mL &L, EENCEELZBHERICESWTR
H LT, B5E, BY 72T, 1 B 1E, 4808 830 43~11 K 34 531258
P#E L. MBEECIIEE (2—rAA ) oReis L.

BEHNE, M HiT 28 A E Lz, EERBAHEDORSHIMT, #Fi2s A
&L, TOROAIEARIL 14 A& Lic.

13. EBBLURBREFE
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TROEBILONWTEERBIUVRARZTo/-. 548 % Day 1, Day I~7 25
1B e Lk, F7, Day29 LMZREIEHRIE L, Day29~36 #mEiE 18E L.
—RRRREDBsE

2EEICONWT, EH, BREW, #E30~60 0BBL U3~ B EZSTr 3B L
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BB R ARER, 24AFIICOWT, HAERESE RSN [, &
SRA%IERE | EEE L. MERE, £ XUCER2EHEAEL, K54EA
BLUEE 2 BRIZITo/. BEFAEOBER L URETERIETT- .

BEFRIOREL, REWMESOEVIRC B ERATEES D FOB OEMREEIC
Sl EE L CHRME L. #54F13, 7, B0 E#ICAEEES MEGFIEE 7 —
b ID B— FEHAL, EESORVIEIC FOB OEBF AT r —Z L&
L7, FOB OFEMEEIE, BEHM30 0o RELZER L. MREEEITREICEM
bbiahofk., BERETL, FOB OFEEENRETENLIBEE Lict, MEEEEs
{RENRE B & BRI B OxtERICE 3%, BFRIERE  — Vit ID 1— Fafhdi.

S REREER

FEAERBRE T, F—UroEEIRY HITROREE LT, HLEERBLUA
WEFIOWNT, FILEoTOFMBIEL LT, BEE REET, y=B, B0Fh,
HeEkER, BREof, R, Rk, EHAEB I U OWTEEL, E&ELE.
abic, 7IV—F [RYH—FRxA Mlrar— (W31.0 x D360 x H 17.5 em,
19,5300 cm’)] NIEMHETBL, K8, EEHE FEE, IRIRIKEE, SITRE R
W8 R GREM, MR, BRTBHBIUEBITENCOWT 3 SEIEEL, &L
7. Eir, BAIO 1 5O - ROT—VEHREE L.

BUSHERED

BaROG, fEGERUS, BRERUG, JERERG, BB X UERIERIHEZHREL,
Fiiko 3 Dyl
Bh (FiE)

FEROBHICANTIE, FUFNT v Ya PG = (FA 2—my D=7 I V)
ZRNT, T2 EIEL, FEEEFEER L.

B R EBRNIE

CAS (iR ZAVTEICHAIE L. 3215050 B23EOREKRTHE RE
B 40 4Y) HIEZBRA L. JEREIT 1 BRE L, BEF—4% | SRR CRE
L, 10 2EcEst L. HEREORBNL &TIREE L, BEPORE LI,
RIA b A AFEAELRE (PA-1, KBERBHR) T X € 70dB & Lic. Tkt (S-11,
BTLRER) A0 BEL-UEIEL, RELE. |
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2EMICOWVT, Dayl, 4, 8 11, 15 18, 22, 25 BI 28 oREFNCHIE LE.
F7c, Day 1 A*5 Day 28 £ COGEMMBFIAH L. EEURBROEMWIT, Day 29,
32, 36, 39 BLT 42 IZHIEEL, Day29 225 Day 42 £ TOEERIELEL L.

BT OWTRFERRHT, 5K TIROBABNE X CEEARBRFHOBIIZ oW
THAFSHYUE Day 29 B3X043) ICHBEIBLE, L, BHHOFRES, BdER
DOEHCOZBENT, FEREDEFHIIEDRPoTe. flfER, EFRME (XS4001S,
APF—- FLER) BAVWTTY, RBELE.

R

LBWIZOVT, Dayl, 8 15, 22 B L0028 O ERNCBARB L UBREONMERS
RIE Uiz, EHEMRBREE OB T, Day29, 36 BX U2 cliE L. HERT, &F
FAE (XS40018) ZAWTHIEL, BIEBMOTE 1 RIEER (gday) Z2EHLE.

FRAhRE

FHEfERR: (Day 29 3 X Day 43) O2AFBMNCOWT, MIKEHRE, KR
R, MIRAE(LPRER LUMEERERKEREZ EE L.

By, iz b, HRmATE OFE s RRICRERERY RV Tt Sek. #
M, =—F AR T CREL, BRI OHEE Lk,

%7z, Day23-24 BX U Day37-38 (BHERE) 12, REFOSAEFIMITONT, RR
2335 L. '
MiERE

P (EDTA2K) AVIRME (f »E3w 7 1D, BAERETE) Iopin it
L, BEmiEFmaEiEE (ADVIA 120, /34 x)L) ZAVWTA~< 7 ¥y ME (HCT :
RBC, MCV X W &), ~E/rEVE (HGB: V7V A MBS EVERE), Rl
B#k (RBC:2 AEL—V—7u—f b2 U —E), FEFRORERE MCV:2 A
Er—F—7a—i4 b2 MY —iE), FfRmERmeasE (MCH : HGB, RBC XY
HH), FryRmBkMmAFRIEE (MCHC : HGB, HCT XV HH), Bmid (WBC:2
BELV—Y—T7o—3A P A M-, BORESE (AFFUF—VREIZLD
Zo—A FA PI—EBIC2AEL—F—T7o—%4 b2 F)—3) BIUHFPER
% (NEUT), VB (LYMPH), HEER¥C (MONO), AEAE#L (EOSN), AHEEER
¥ (BASO), ABMERGEEL (LUC), M/ MREL (PLT : 2 AEL—¥—Tn—¥1 b A
b U —E) BEUHERMERE (Reticulocyte : RNA el kB L—F—Ta—HA b A
kU —) Z2HIE L.

BIMERESYHRIL, Bk CHlE LR, BERmRRHEAZERlL, A( -7V =
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YU ER - X AFRERITVRTF L

1 FEEE RERRE

FEEER G.13%7 = 8T Y 7 AKEKR) AVELE (/Y= M, FIE)
W E R L cts, mHZALRERNE (H-700FR, =7 ¥2) EFWT, 20°C, 1,700
x g T 13 7, WONEEL TR ntERECAVE. £ABnEEERAREEE
(STA Compact, Bi/=) T, 7u bu YR (PT : BEELEMEFR) B
KU b a R 7 XFRFE (APTT : BEER (b= ZHIE L.

MIEAA L

EHEEE (R - SYBERA VIRME (1 2B 8y 7 D) [CIiEEER L, £4
e FERLEE (EX-126, FI—D) ZMUT, 20°C, 1,700 x g T7 40, EivoBE
LT EREc AW, SHEBAL(CFERSITEERE (B2 7170, BIZRYER
ZRAVWTRER (T. protein : Biuret 35), M (Glucose : HK-G-6-PDH &), AR
(Triglyceride : GK-GPO ##EY ) v —qfEEk), 2LV A7m— (T. cholesterol :
VAT R—AAF ¥ —E HDAOS ¥5), RFZEHR (BUN: VL7 —E GLDH i),
7 VT F =) (Creatinine : BERE), BE VALY (T. bilirubin : 2S5 PUEREE,
#ABT% (Total bile acid :BER YA 7 ) 7)), TANRGXELWMTI ) M TV AT =F—
Y (AST:BER-UVER), 77=073/ bR 7=25—¥ (ALT:BERUVED), 7
AHVKRAT 75 —F (ALP:p= b2 T ==L ) VEEEEE), /A% I TR
AT FHF—¥ (Gamma-GTP : Ly-Z V¥ I 3-BNRFANA 1), I Th
(Calcium : MXB £), 441 > (I phosphorus : PNP-XDH ) #, 2B SIS HTEE
& (BAO6R, Ty bU4A) ZAWTH MY TA (Sodium : 1 A IRIREERE), VY
v 2 (Potassium : £ A BIRBIEE) BLOE#E (Chloride : £ A EIREHRE) 21
EBLE.

MEE R BRKEIRE

13.53. CHER L e B ZMREIC AW, 2AEBRKEOITERE (=51 ¥, ~v
FEZEED) AV, ZA X VIL-TEAC—RT 25— FNEE T L CESKE S
TTolc. KB TH, Ao Y —S-TEHIRCHE L, FEEEDOT ¥ hA—F—Z2ANT,
A BEOESE (Albumin, Alpha ;, Alpha ;, Beta, Gamma) ZH[ET S & & bIZAGE
FHLE, &b, EREOEERLUIRA(ERETROEREAREZANT, &
HEDRE (gydl) 2EMHUE {(HEEHE ) x BREB (gd.)] /100).

FRE
W - KOS HET T, BRF—CE2AWT, iR (B0R%E 3 RILIAOR) BX
U 24 BEREAR (4FA1 10 BFEED H R H 4701 10 B R ©) 2R L7-
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pH, il (Occultblood), 4 hi/fk (Ketonebodies), ¥¥ (Glucose), % (Protein),
EUAEY (Biliubin) 8L oY /—4 (Urcbilinogen) 1ZoW\C, HifER%EH
WTRE L. JlE, = AXRBRERRE N-~=AT 4 AT 4 v 7R SG, /=
N AT 4 ) ER, BEIRSHTEERE (CLINITEKS00, /51 —/V) THEZITo7.

24 BRRIZOWVWT, RE GHE) BXUEHR (B o, £ EEA8080M8
(LC-06SP, FI—HT) ZHAWT, REN400xg T5HREOL, EFEBIURERL
SEEL7e. HEERWT, 2EUEREOIEEE (EAGR) THRITA, AV TAE
FERRERAE ((AVBIREER L, 3B, REEBVWTHFRIVL, B
AR LI UEFORIBERZEH L. REHE (Osmotic Pressure) 1%, HENZEER
FESERE (Osmotic Pressure AUTO&STAT OM-6030, 7—2 LA 77 7 h U —) THIE Gk
RETHER) Lz, £/, BEZHWT, ATV A, v—EIC X251, RiE
WEAZERL, SRk 7ods, EEFRIER 1+%5 LB on iy, BRPER
HERE - AT LRI - BRANE BRIy R L

TR

ARBLUREEER

FECEY @& 2301, 2305) 13, BRAELSICHKRE L. sHEMENENIE, ——
TR T CELL, izl )RS e giciiR L.

Figcr, BpolikE, BEREOE, AR IUREREII>WTEHEL, £TORIR
FTRZE L.

ErERETEICOVT, B, BlR, TR ETREEL), LW, T R B
B B, R, WRELABIUIMRERZ, BFRF (PE160, A FF—- FLF)
ZRVWTRAIEL, SRBokENLEEER REL BXER  BWEER / TiRE
FE x100) ZEHLE.

iz, B L2 ToBIMConT, BE, AR @), Vo GREE TR,
TR, TR, e, KRBE, 58 (88 KBE), R <F b QEXES
te : EAEAR I NEREE), OF, FRIR, EBUME F, &8, B, +2HB
2205, [, BB, AERB, EAD, ATHE, BEER PRLE SRR B, Rt REE AmSIRR
mELE, SRR, IVE, 78, kB R G, 2R B TER R X
B, RMolf, TEED, FHESE OUREED), LFEWRRLUKRBIIRE 10 volePHEiEEA L <
UART, REUIR~< - BRI (FAWRD CRIERE LTetg, 10 vol%rhiEfEids
<V AR CEE L.

AR R
13.6.1. TEEL/HE  $icoVT, FERITE-T AT 74 a1, WEiE, ~
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v bRy F UL REERRER L. REAREHRET, FEEERR LU
EERBRHOMN BB LURA AR 2O EOEE L-HE - M BBLv
FHECABEFHIOCOVWTER L. =k, O g 2R 2 85 55
B, FEEE, ADIRB L ORE HKicowW TR, mAER R ER EORE gD
nicicd), EBIUHHARICOWTHRERZER L. GRTi, WEORE, 2
WOV TREER L 7.

HEFTREHT

fk&E, AERINE, EEE, FOBRHET—¥ (B, EXEHR, MRFHRER,
MEEEERERAN, MRAE(CFRER, WEEDKEREE RRER (RE REE
BB X OREMRE), BEARRLUEBHERICOVTIE, BACBatletDEHHEY
EEMEL, H5MOBATE, DunnettDZ EHBHRE TR ¢ FIRERHOATELR
7E L7z, Bartlett DESBIRE TRENEMDESIE, Stecl DIRE ThfRRE & SR ERMD
AEERRELE.

FOB #¥7—% GFEs, $HRED 1, Kruskal-Wallis OREEZEHEL, HEESR
DBITIEETE, Steel DIRE TR L SR EHOFEEZRE L.

HIBRET R L OV R AR ROFASRT, Fisher OEEFERREE THREEL
FREFOETELZE U, FHERRER RO 5 LB R R 58 CREDRETHIE
HONEFHRIE, % 1, +1 BE) % (2], +2 (FEE) % [3), 43 (FE) % T4
[ZEIY YT, Mann-Whitney @ U fREZFEH L.

—BRREDRT R DWW T ORRHRITI AT le o i

AE/KUE, Bartlett DESHRBEIZDWVTIL 5%, TOMOBRIEIL 5% X O %00
g ECERBLE.
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14. RBER

14.1.

14.2.

14.3.

LB L U—HIRE (Tablel, Appendix 1)

FELEMAS, HEOD 500 mg/kg BET Day 6 B L UM 7 ORERNCE 15 @hihES 2301,
2305) BB, FECEMITIE, —RRBORIEL LT, 8F, HEE, SHEO
B LUMEOEN (EFERITRERE) NS I e, BCIRFECEMIEED S
Nnpnote,

BEHRFO—ARIREDZE(L L LT, MEHED 500 mgkg BT, 2FIICIRERS X UNEE
BOREIRDL BN, PEFAICIAETRHLRL bR, bz, FA® 500 mgkg B
ORETAf], M CEEBNERD v, £ ofth, i 20 me/ke B THEAI (FEF), 500 mg/kg
HTIMER L UHEOHN (ERRIIMER) ARD o, ERfRERTHLZ
Lh, HRMERS LEEDRVEEE L L.

EEHIRE R O—RKEBOZE(L L LT, HiFEE b 500 mgke #ET Day 29 (EEHRIBAA
H) (T8 S 2 VW NERD Bivic s, Day 30 LUz —iRRBOZE(LIIFED v
abtoY fall

{AH (Figure1, 2, Table2, Appendix2)

HETIL, 500 mg/kg # T Day 4 LIRS EHIRIR T E T, HeFaonBRIEENE
Dby, Dayl b 28 OEREHNE L AEREMZFR L. 500 mgkg BT, [EEH
M (Day 29 235 42) IKBWTHERREEER L. LA, EESIHTOEKEREN
BIEELRREER L

HETIX, 500 mgkg BT Day 4 225 11 WAHARBREEEZR L. EEARTIE, <R
& 500 mg/kg B CEIIROONT, EEHROEERNEC bR & 2D 62
piEioY ol

FEA{E (Figure3, 4, Table3, Appendix3)

HETIX, 500 mg/kg BEC Day 1-8, Day 15-22 38 XUR Day 22-28 My | BIEFERERA
EREERTR L. EEHR T, 500 me/keg BET Day 29-36 O¥EH) | BIRFERNAER
IREfEE R U, Fiz, 20 mg/kg BEC Day 8-15 3L U Day 15-22 0¥ 1 AFEERE
EREERRLESR, FECHEORVERTELTHY, R ERSCEELCE
LN EE LI,

HETHY, 500 mgkg F£ T Day 1-8 D) | AFMERASFEREEEZR Lz, [EHEHMH
TiL, 500 mg/kg 8T Day 29-36 DI | AEHESFELZEEL R LI

- 18-
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HAERERORE (FOB)

RIS (Tabled, 5, 6, Appendix4, 5, 6)

BEWFPOBEZGTBWT, BT, F— VbR HIBRORRICERIIRDBh
mof, FZL o TOMMELE T, TEE) OFER, 20 mgkg HTRE2ER
W21, 500 mgkg BETIRE-2, 3BILU4HMBIZ, ThEh2, TBITC6HIEDL
Nz EBIE, 500 mgkg HETIX, #E4EEBIC EHE| OFIED 2 FICEED bk,
TV —F N COTEMEEE T, STRED MEBLNZ X HRE) 25 100 mgkg BETIRS
1EB I 1 FcERd b, HEEEB X UYHRECTH, SHREE L i EiR S8 L O
WEISFRD bNRdoTe, 728, FEIRERBET 20 BXT 100 mgke BETHRD LA
TeRERIZOWTIY, BERAOLERTHY, B oRRIEELZVWE(LTHEZ &2 b,
PERE RS L ORELIR LT L.

HECIE, 7 Vb0 LE SOEBITOWT, [FETHEEE 23500 mgkg #FTRE 1
WEIZ | FIBD BN, oBERITHTRY FEEICHE) HH L MR ©
HY, WRHERS L OBEMEITEOOHET L. Rl o TOFMREE T, 1§
B} OFEN, 500 mgkg BECIRE1, 2, 3RIC4EBIK, £hehi, 3, 3BLT
2ficEENn. £k, #HEO BEFITENL QD] 28500 mgke BETERS 1A
2B ENT. TV —FRNTOTEBIOEZTIE, FEito [EW] 23500 megke B
TERE BB 1 PicEgEn k. 2B, #E0 FEEILENTVWS] BLOWEEMED
MEW 13, 85 138HO FOB BRIZIE: LBy (EBhiEF 2305) TEEShE.
PR L UMEREATIT, SFREE L SRR B EBE L ORICEIIRBD bhizdoTe. £
DA, BREED 500 mgkg BETIRE 1 BEIC 1 #IiTiBEREh k.

EEHRPOBRBICEO TR, e b, WThoBSEERICLEREIGEDLNT,
PR B S UBERENC S, X L oMicEITED bhviaho T

FUERRZ (Table4, Appendix 4)

£ 4 W EICE L UMEREICRNT, BT, BERERET, [RIFRL)
23500 mgkg BET | RO . MERIGHETIE, RIEZ2L) BLT HEE
2] 7500 mghkg #TH | FISBD bIE. BROSHRETI, BBCRYIES]
DRHEREC 1 FlICBE SN, BETIL WINOBRERB ICBWTHEFRRINIIFED b
NiRhoiz.

B4 2 8 B OFSHREICEWT, BT, WThoBEHABRIC L EFEUSTERD B
Nixpoie, HETHE, WMERSRET, HH»LIET X S LATHCHRL ) BARET
20, TEBIIRVIRS) 5500 mghkg BET 1 flicBZ Sz,
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14.5.1.

14.5.1.1.

14.5.12.

14.5.2.

14.5.2.1,

14.5.2.2,
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#7 (AR (Table7, Appendix7)
L b, BS54 BERIVEE 2 BEOWThOBREIZEAN TS, XTHEEE L 45
HERESEH & O TR L UERRDEBAICEIIRBO b izdoic.

EIFEE R (Table8, Appendix8)

BT, #8543 HEOREIZRBWT, 500 mgke BECRIERIAE 20 LI 60 45ET
» 10 HEOEEEHESFEREKELTL, BEHRLEAELEELZR L. EE 2
B EORETIE, XHREEL 500 mgkeg B TEITRD bk,

HETIX, BS54 BERBLUEE 2 EEOWTIOBREIZRW T, XIBEELERImE
BEH L ORICERRD bzt
SRR
MRFRE

BEHIRFE T RF (Table 9-1, Appendix 9-1)

HETIE, 500 mg/ke B CHBRMBRES LRERZS L. £, FRCERISERX
CEERENEER LR 2 LNTHMET Licl, B ThHY, SBaRs0R
BLIPHEI Lot

HETIE, 500 mgkgBF A b7 Dy ME ~EST v EVE, Rl¥kEds XU MCHC
PHERE T2 5NTED, WEiRmzkee) ERER 2R L.

BRI TEE (Table9-2, Appendix 9-2) _
HETIZ, 500 mg/kg B CARMEREGE L UNMCHC A BRI BUNTET, MCV B
L U'MCH B HERENEFR L.
HETIE, 500 my/kg BE CEHARBESERAIIET Lics, BHnshth s
WEREORE L I3 L o7,

MEEERERRZ (Table 10-1, 10-2, Appendix 10-1, 10-2)
HEAEL B, EHIRIRETRS LORENES TR T, WinORERE TR Thx
PR L R E R 58 L OficET D bhvieh o 7.

A LERE

B EHARHC TR (Table 11-1, Appendix 11-1)

HETHE, 500 mg/ke B CHERARRET, ALT BEER LR 2R L. £0ff, 500
mgkg HTRE D L EY, ISR IOy -GTP SE{EER, 20 mgkg # T ALT 354
B LEREBRLUEN, W bBRELRE L TH VBRI ER S DL BT L2
.

METIE, 500 mg/ke HECTHREAVREERET, PHEEMRBICALP 3FER ERES
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14.53.

14.5.3.1.

14.53.2.

14.54.

14.54.1.

Exp. No. 9933 ( 115-212)
FINAL REPORT

L7=. %ofh, 500 mg/ke BETRE DA EVBL Uy -GTP AAF{EER, 100 mgkg BT
BV ABEERMET 2R L, BEICHE LaWELThH D i ER SO E L
FRIET Lo e,

[EELIRE T (Table 11-2, Appendix 11-2)

HETIY, 500 mgkg B CMAENRETRIETZT L. €O, 500 mykg HETALP B
LMY AR LR, REEAEERETER LIS, BERTRCIRD b
ROV TH ) R ER S DR L 1T Lz Tz

METIE, 500 me/kg BECHEIE B LI U2 VAT r—ABF B2 LR L. %
Dffs, 500 mgkg B CHESRBFRDETE2R LS, EEETRIIRD VWAL
TH D ERYEIRE DB L I Lol

{58 A B IKER

P 5 R TRE (Table 12-1, Appendix 12-1)

HETIE, 500 me/keBE Ty v 7Y A BILEB L UMENEER EF 2R L. 2k,
20 mg/kgh¥ Toy 707 ) UHERBRB L OBERTERE TR LER, ARsdsL
RV TH ) ERIEIR S O L I3 Lo e,

HETHE, WIhOREE B IRV C bR & B RR S8 L OficERmD bh
ahote.

EHEHARIE TRE (Table 12-2, Appendix 12-2)
HETIE, 500 mghkg HTT VT I UHENEFAEERERER LR, TVTIVE
BT bR bhvaho i, HRERES ORISR Ligd otk
T, W OBREER IO THRRE L oficEE@Bd bhieho ik

FRIRE

HEMMI&E TR (Table 13-1, Appendix 13-1)

HETIE, 500 mg/kg BECREIEINER, REBEE, 7 MY U ABRER X UHRIHTE,
VD ARERL RIS EERETR2OCIIEAERLE. E6IZ, 500 mgke
BT, RERPEELEIINBGE, pH Bt b mnEt BANEMEL
R, YA VAR (+FEE 20 il ks, REHI
DUNTHE, 100 mghkg BRZRBWTHREEEZE LIRS L. 20/, 500 mgkg
FCHRRBENAEREEER LA, IEREHRIEEICE IR bhe, 18 ER
EDRELITHBT Lizd ol RICEOHRE TR bIFTRIL, WTh bRzl
Thy, WBRWERSOEEIHED b7,

METHE, 500 mghke B CHRER X EFRBIRERSFREREM, REBEE, 7hV D

A



14.54.2.

14.6.

14.6.1.

14.6.1.1.

14.6.1.2.

14.6.2.

14.6.2.1.
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LAREREIUW Y v ARERFERETE R L. S5IT, 500 mgkg FECrE, REH
Bytet, CUACVREEHE (14 2RTEEREMLE. 2B, REFOVWTIH,
100 mg/kg BECRBWTHEBEEZE LafEEn L. RIEORE TR b
Rid, WIRLEMAERETSHY, ¥BWERSOREIRD NPT

EHEHARE THF (Table 13-2, Appendix 13-2)
KT, WIhOBREER IR T bR & ORICETRD bhizhoi.
HETIE, 500 mgkg FETT b U U ARHREEDSHERIBINER LA, BEMeEkT
B BEBER G OB L I Lizholk.

IREEARE
BEEE

B 5 HARHE TR (Table 14-1, 15-1, Appendix 14-1, 15-1)

HECHY, 500 mg/ke B CHIBOERRSAR 2B, 100 B X500 mg/kg # CHIEO
FEXIERIEE 2N, 500 mgkg FE TR, IR X U O BRI T EREMN
AL, EOM, 500 mgkg FECLER MR RBRLLEBIUTHROERREREER
72, BB XU THROBEANERSAERHEMER LR, WihbHkA OEER
WEETHZEETHY, HRERSOREL W Lizd T,

HETIE, 100 38 & T 500 mg/kg BECHAROMEX EE AR, 500 mg/kg #E T
ORI EESFEREN, LBOEERRIHEMEESEIIEREZT L. 0O,
500 mg/kg B TGO ERDF B RMER LIS, BB oEEEICRET 521k
THY, PR EIREOEE LU Lok

EHIARHETEE (Table 142, 152, Appendix 14-2, 15-2)

FETIE, 500 mg/kg BECHEEDOHMERSFRERIGMER L. oM, LERBLT
KO ERPAERBY, MOMNERPTERMNER LR, W bEkE
DIEAEIC R U= Z5k & T Lz,

HETIE, 500 me/kg B CHBROMEN EESGE2NER L

HIRETR

B EHIRGE THF (Table 16-1, Appendix 16)

F22bE LT, 500 mg/kg FEOHETRISIARES JUNEED/MURE 4 FlITEZE S h,
SRR L~ R RBEESEONSRED bz, &5bIT, 500 mgkg HOBETHOH
GRS 3 B, FERO/NME X UBIBORBESSE 1, 500 mgke BEOMEHE CIRIEOR A,
B2 B, BOREH /N 1 PhoRE s, £, 500 mgkg BEOME 1§ (8
WS 2303) T, DIROEX, BEMSHRBIUENE, MR Qe Bk J U

=99 -
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14.6.2.3.

14.6.3.

14.6.3.1.
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DI E{EAEE .
T ORI SHFER TR TRESWFRE, WTIhbESEMORRTHY, B
REEEDBLEX .

[EEHIRHE TR (Table 16-3, Appendix 16)

500 mg/kg FEOHE | ] BhHER 1310) CREOD/NE, FisZBRO/NMEIS I UREDD
BREshe.

Z Ot EE RS TR TR S AT RIZ, W b ER S DV IEREE
LRBOENIFFRTHY, BRBEMOELLELT

SETEWs (Table 16-2, Appendix 16)
500 mg/kg BEDMETERD b -FETEM CH, I/ NRYE (22 #1), BaiROZERE (12
Bl), BoREH (1246) BIUREBOREX Qo) bk,

RRRPT AL
BROHREORBEREDNIE S, B, B GUHE, RR), 55, W5, TS
RIS HR, g & URIRICRR® b

SR TR (Table 17-1, Appendix 17)

PRETIY, 500 mg/kg BEOMERE CEMABRSh, T, NEECH-SFERRE
Bl ORINAERM B, 500 mekg BEOMEETEBLENBESh, RAeFENIET

BICRINL, #CHEIMERARD bR, i, EMEEOZERES 500 mgkg HOMET
=P ghal

BIE T, 500 mg/kg BEOIERECRTFLEEFRR (—HiC@BAbafEd, MTIThE
EORFR, Photo. 1) WEREZEEH, HETERAFIBOMIMERIERD b3, 500 mgke B
DEETHIE L UHRHEL, METEEE (Photo. 1) BIUREMSBIEShE.

BRE THE, 500 mg/kg BOMECIREABE SN,

BFTIE, 500 mykg BEOWE CTHIE LRI OB S ZURIEINE X ORI L (TSE
DEiREET) PEESh, ARARFBAFHEROENE EINER RO bk

FERR T, 500 mg/kg BEDOMEME CHEMRE L ZHIRR DT I (Photo. 2) BEIZEESh, B
TIHPESEOHFADEENTEY, FEL2RAFEOHEING X UEEOHIEITED b
7=.. 100 mg/kg BEDHERS X U8 500 me/kg BEDMERET, S - BHAIIROZ Y ZHEHN (Photo.
2) BEEZN, 500 mgkeg BEOBTIIERERBEFBROBMATED bivk.

T, 500 mg/kg BFOMEHE CATHIRITERIH LD BIE Sh, AERBEFEOHEM
PRD b, Fiz, 500 mykg BEOHEEC/IEPUEIFIRIEAYBISZ Sh, BTH
Bl AFEsEm U,

AR T, 500 mg/kg BEOHECREOIHEIBIZE S, AR SERENZR L.
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FEFETIY, 500 mgkg OB CIREOEN (FEEOFHREED) BEESh, FE
TRFEAEFERORINIS L UREOMATED b,

B CIL, 500 mg/ke BEOMEHETIMETIR (Photo.3), ZERZEME (Photo.3), HEE, +
7u 7 r—VEEB Y CRERANERESh, GRS OBINE iXEhMER 23
BH BN, WL OPOFTR CIIPEEOANE N TR Y, BEOEBLHED b
i, MEEE, 2R, SSPEEORE, EEEOPM GRIRE L RREORER
) PHAELTWE,

@M, 500 mg/kg BEOWE 1 4 (B ES2303) 12, DIEOLHOMEK, S, O
S 6 X USTBIIRS ORRERE L, IR, ko h SRR RIS LT
b b, LigE %S OBTROBEIX b TIZA2WE, oML LRORE
IZRhBEZBZ b, 500 mgkg BEOMOMERNY TILUBIZ REROFRITHBIR1-
7. 20 BX U100 me/kg BEC DWW THLIBOBREREZITo 7228, BE S 2303 &
FUDOPTRIZRD bhiahofcicdh, BES 2303 TRD b RIZERIEDRH
BT, HEMERE T AL TRV EL . e, DiE0BEEREEL,
HERB I OREHCELLTE O TRD b= L2b, BARARETHD L
Exixbhi.

7, TOMICHERER SR CROLNEFTRIE, BEH 2V RBAEFENL, W
THOLEBRMEES L iBERVELE E X bk,

EIEHATIAE THRE (Table 17-3, Appendix 17)

JRBECLE, 500 mg/kg BEOUEHECREDERIENBRESh, FEAREFEOIM
BRED LN,

BB TR, 500 mg/ke BEDMERECIEIARSBE Sh, HTREFBROENG I VR
EOHFRSED bz, E512, 500 mgkgBETHY, T/ 77 —VEEOFRR
SABEORIMS, HEECLIEEOBIMBERAERD b, £, 500 mg/kg BEOHE
THEEDNHIER LUREIRANEES L.

L EATIE, 500 me/kg BEOHECRHTFBA BRI,

WETIL, 500 mgkg HOBETIREOZREABEE Sk,

ZOHIIZ 500 mg/kg FETFRD BIICFTRIE, FEHAIVIEREONE D, WTFh bk
BRI ERR S L I BEO I VB L 2 2 BT,

SEE (Table 17-2, Appendix 17)

FECEM CIY, BIROZENER L O TR0 RS 2 FlaEic, KlgoZEs,
DEROBSAIGETE, MoK BREORE, RIgoEm, Eizk, BIEs
LUBEEEADE 1 iz bhic. REBLURIBORRIL, ERWHEOBESENEE

BEEDN, TOMORTRITEEIRBOEITHE D TRELD 5 WNIBRREEORE
=B
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LEZ BN

15. BRI UNER

HED 500 mg/kg T2 HMIEL Lie. BT LATM T, —ARRIEB LU FOB 128
W, 28 RIEORKICBE LiERR L URGHEDETRERES, EEFELLRE
DL, EEFERECL 1 FITHREOBEER IUBBOERSEORRABHED b, 5
F& LT, WSRERSICER LicIRBORLITfE ) F55EIE 2 bhi.

AEBYE L EUBRERTS 2277 M, BEEEA L, RERSIZEOTER
E#OFRER X OB RESHE T, MEEREIC I 2 i AR LR OB E
EhY, BEEEITBOTE, TR, fEOHR, #ERSIURERAEEShTWS
D BRMENL, 277 b—A L FREICRBMER AT 2 RE X b, FOBEED—
ARIRBEDOZE L CRRW BT FiE, AR CRIBIZeED bR LR DRt
i, #SBRHEREORBLAE L. i, HERSRARETIE, BREHEDH
EICRWT, 500 mgket 0T PR bz, EREL T, BREHOETE
DETRIEFRD bBd- 7o, FIREREIZRBWT, 2EHITRH 2, RKSHEDET
ERTEMLREOLATED, 277 MV TORERSHRELFKC, BRXEHED
B RHBRMEREDRBEE L b, B, $BYHOMRRICRIT T ERETE
TAEERED bhRot. Ebls, —RREBOE(E LT, 500 mgkehE CiEH
RIFICEBS b i(E, FRER LUK THL, HAEEEO RIS E LIz L,
BLU2-F7 b NOHEREER» DHRYE DEBRENEZ b, FRHRE
IR THE, 500 mg/kgdf TERRR L U AT IR ERHAR D HEE s L UNEHEE
WIRSEENTRD bz, 8, BoBMREImE, BECRWT, 1 61¢iddH 528 100
mg/kgBEDETRD b, ABREFEICRE L THA Z LM bERmERE OB L2
Z b, HERYEMHCECH L TSR RIET Z LR ESNnE. HEEITHT 54
BECOBFIITATHLY, EEMRETRTIIRBD IR -T2 b, FhlE
DEREEZZ b, T, ThbOEEEICHT 2BV RESOERO—ER LS
2 BV, BEBRMERES L AR ~ORER L UHERE L @S0, ok
THEICED DN EROE T2 6 IEENF & OBESE b RBR Sz, 500
mg/kgREDMETIE, WEFEREICIVT, REURE TG, RIRFTR TR, AR
3B L URRED/ N, HBREET R CRIIIRE L OO BRE OFEREN SR bk
MEEFREICRNT, ZhbHOBEOMIRICEY, BSOSO LT, A5
HERE O/ MU SERE R SRR L EEERS LULHREOE I L 0, RER
FRESN TAE L RAETHD LB LT 728, 500 mgkehtd | 4 (Bh¥ES 1310)
T, EEHEE TR CORES JURIERESRO/NEFRD bh, FEHEETHD,

FEREEFRREL TW5 LB bz, L Laenb, EEMorERn&imEr
- 95~
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L, WEEREIC O TS, AIEIC L 0 AR E P ERREICRE - 128 <,
IR X 2 REEmARR ST

REEREIZRWT, WRERSOREN, RO LEOMH, Mg FHEsL v
RIFIZRD b, BT, 500 myke HCREMMK THRICARILS, BhiI Wt
EREREOFEIRD bz, AFRLEIL, EESRR TRHCB O T h iS5l
B b, 500 mekg FOMETIT, REHMK TROMKFERET, ~<= +27 U » ME,
~NEZE VR, JREREES KU MCHC 2350 L, HERmERESHIMER 2R LisZ
L, BilERMATMENE. 500 mgke HOMETIL, REHR&TRRCERMER
FDHEIMER, EMEHIRTE T RRCRIERES & U MCHC 288, MCV 38X 0MCH 23
WNER Uk, IRy 280, HRWHET X 5EnSOREICRRE LigEERL
BROAETTHEI AL S B L & B 2 b, BRIAEDL, Bl & REROBERTFRE X 5,
BERETH b BTG LT 7o D I EHEARE TRECRASSIM Lc b o LRI &
iz, Fie, BEEROENB LUARETR TORFEIY, ARED S WIEBIIZ3E
TAELEE L b, BEOZERL, REMBE TR CIIE 1 floZoRBEThoTe
A, WPFEC Licl2 flic b b, HRBRYHRE L oEEREbh:.

FHI T, SR TRAT 500 me/ke BEDHEE T ERASHIN L, RREEAICHT
FHBR D NFER IR R3S X OMFEEHEASEEYD b, #RER 5 L A3t
ORI EEZ bk, Fiz, 500 mgkg BEOBETIY, MiKA(LZEEE CALT O EEH
b, s ARSI, Zhb T, EHEERE TRIZIRD b
PofeZ &b, FEDELLEZ bk,

BT, 500 mgke BEOLE TEENRO b, FREK TR CIEFELN
L TH o7, FETHICRNT S REICREOEEENGE D bivia i, FBAFIIRH
Tholk. EHEHRKTRHTHE, SIERIURERAORER DD LitbDn, <7
07 7y —UOEENEINL, BIRROMBESRIENTTE LiztEXLbhiz. LmL, oL
BHGRR LU OR AT, VMR TR BHERRRG TR cAETRL, &
ERIGOREGED B UNDRIE, £ bDRBEELEX bE.

MEAECFERECRBNT, RS TR 500 mgke BHOM TCREQNET, P
FERA3S X TRALP A8 B U, EHEBRIE T 500 mg/ke BEOHETRELQMET, #ETP
B LU L RAF =R LR EZFRL, FETOEA - [EERBHR~DOFENR
BIndz. ¥z, 500 mgkg HOME THREMAMETRHOMESET L, EHELRHET R
THFHROZEHRD b, ETOMEETIIFRRRICBNTHED b, Y
BERSOREREDNE.

FRIGE T, #5RHETRRIC 500 mg/kg FEOIEHECREOKME Z URESBEDE
T, 500 mgkg FHEDOHETT Y T ABITH Y v AEHEEOWR,>, pH OPHLBEED

o B
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b, BR~OBENTESR. LELERL, FEERE T, BTHERE (ENE
&) OREFERIEED ONIbO0, BRFRECEE TSI bhiahotk.
7P, BIEHFETHRORRECIRINEDRMIRD N, EEESRD .

TOfl, HEHEE S 500 mgke BECRIE 1 HE OBHESEEZRL, $EBRERSH
HOBEEFGIC R A REEOE (L E X bhiz.

MFRAECFREICBOT, FEEBRIOERD bhRWELThokeds, [EEERER
BOMTERY VP LR L, LAL, ANy A REdbhd, St
TANRGA-FIZRERRBO LRV &0 b, FHEENESIHENEZE bR

MiFEAESIEREIZ BT, EERBREFOHED 500 mgkghf To, 7 07 ) L4308
2SN L7es, BEERZMECTH Y, RBEB L UISERILEIEED RN &2k,
EFHFHERIENEEZ B,

FRBREIZRWT, BRI TERIT 500 mgkg BOHETYT b ABLIUEADREL
RO NS, REOEIMZEVFREINLEE b, HRHEREICBEELZY
el B2 bz, HED 500 mgkg B CHERIGERIEDSHEIN L722S, BB THY
FHEFHERIITEV B bhiz. £, 100 BXU500 meg/ke BEOMHECREIMSE
FemL, HEHED 500 mgkg BETE Y BV BEFIATRD bivzds, &L OFEH
BT 2 o7, EHEHARHE TR CIIRABOE(LIZRED bV -T2 &b, HER
WE B & b5V L 3 KD R, EEPEBLIIE ol

UEDZ &b, SFEEBREHFTIRBWT, 2-77FNA VT FNL—F NORER
FiniREd 52 A%, BETIX 100 mgkg/day Bl EORET, #ff Tl 500 mg/kg/day DG
TROLIIT Eind, EEMEIT, HETI220 mykg/day, HETH 100 mgkg/day &4
Wrahie, i, 14 BROEEIRE, HofER L OWREERECR Y THEREDME
BB LURIFCREOREIIE 7200, HhEEEMER Lk,

16. BHEER
1) REREFS 2277 b—10F v MRV —HRATGRERR. LEWESE
E %, 8:669-684 (2001) .
2) TUCLID (International Uniform Chemical Information Database). (2006) .
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Table 1. Clinical observation Exp. NMNo. 9933 (115-212}
Sex: Male
Group No. Day of experiment
Dose Finding Lemma——-= >  Ze----== > 3o > gomm==n-m > Bernmaa- > [ =3
mg /kg Part 1z 3 - 3 102 3 i 2 3 1 2 3.1 2 3
01 normal = i¢ 10 10 10 10 210 10 10 10 10 10 10 10 10 10 L0 10 io
control Total 10 10 10 10 10 10 10 10 10 1¢ 10 10 10 10 10 10 10 10
1]
02 normal = B S g 5 5 5 5 5 5 5 5 E 5 B 5 B 5 5
2-NIBE Total 5 5 5 5 5 5 ] 5 s 5 5 5 5 5 5 5 5 5
20
c3 normal == 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
2-NIBE Total 5 5 5 5 5 S 5 5 5 5 g 5 5 5 5 5 B 5
100
04 normal i 10 10 10 10 ] 9 5 4 6 z 8 8 4 9 10 7 10 10
2-NIBE Total 10 10 10 10 9 9 5 7 6 2 8 8 4 g 10 7 10 10
500
Salivation - ig 10 10 140 10 20 10 10 10 10 10 10 10 10 10 10 10 10
+ 0 aQ ] 0 [ 0 0 0 o a 0 0 0 0 o ¢} 0 0
Total 10 10 10 10 10 10 10 10 1¢ 10 10 10 10 10 10 1¢ 10 1@
Loose stool — 10 14 16 10 g ] 5 7 6 4 8 2 S 10 i0 7 16 10
+ o 0 0 0 1 5 o 3 4 6 2 €L 5 0 0 3 Q 9]
Total 1¢ 10 10 10 10 140 10 10 10 10 10 10 10 10 10 10 10 10
Watery diarrhea = 10 10 10 10 10 10 10 10 10 8 10 g 9 9 10 10 10 10
-+ 0 0 Q 4] 0 0 o] [s] 0 2 0 1 1 1 0 D 0 0
Total 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Mucous feces - i0c 10 10 10 10 g 5 7 6 2 8 8 4 9 10 7 10 10
4 o} ¢ 0 0 0 1 5 3 4 8 2 2 6 1 0 3 o 0
Total 10 10 10 10 10 10 10 10 16 10 10 10 10 10 10 10 1¢ 10
l: Before dosing 2: 30 to 60 minutes after dosing 3: 3 to 4 hours after dosing

2-NIBE:

2-Naphthylisobutyl ethex



_Sg_

Table 1.

-continued Clinical observation Exp. No. 8933 (115-212)
Sex: Male
Group No. Day of experiment
Dose Finding Tommmm==s Be-m=-ma > Jummmmm = > 10~-=-==-=--= > 1l------- > 12------=~ >
mg/ kg Part 1 2 3 1 2 3 a 2 3 1 2 3 1 2 3 i 2 3
01l normal - 10 10 10 10 10 10 10 10 1a L0 10 10 10 10 10 10 10 10
control Total 10 10 10 10 10 14 10 160 14 10 10 10 10 10 10 10 10 10
02 normal - 5 5 5 5 5 -1 5 s 5 5 5 5 5 5 s 5 5 5
2-NIBE Total 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
20
03 normal — 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
2-NIBE Total 5 5 5 5 5 <] 5 5 5 5 5 5 5 5 5 5 5 5
100
04 normal = 10 ] 10 10 7 10 ] 8 10 10 6 i0 10 7 ] 10 7 9
2-NIBE Total 10 C) 10 10 7 10 9 8 10 10 6 10 10 iy g 10 7 9
500
Salivation — 10 9 10 10 7 10 10 8 10 10 6 10 140 7 g 10 7 9
+ 0 i o 0 3 0 0 2 0 o 4 0 a 3 1 ] 3 1
Total 10 10 10 10 10 10 10 10 10 10 10 i0 10 10 10 10 10 10
Loose stool — 10 10 10 10 210 10 5 10 10 10 10 10 10 10 10 10 10 10
+ 0 o ] 0 Q 0 1 0 0 4] 0 0 0 0 0 9] 0 V]
Total 10 10 1¢ 10 10 10 1¢ 10 10 i¢ 10 10 10 10 10 1¢ 10 10
Watery diarrhea e 10 10 i¢ 10 10 10 14 10 10 10 10 i0 io0 10 10 10 10 10
+ 0 (] 0 0 Q 0 0 0 0 0 0 a 0 0 0 0 ] o
Total 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 1Q 10
Mucous feces — 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
+ 0 ] 0 0 0 0 0 0 0 0 ] 0 0 0 0 0 ] o
Total 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
1: Before dosing 2: 30 to 60 minutes after dosing B to 4 hours after dosing

2-NIBE:

2-Naphthylisobutyl ether
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Table 1. -gontinued Clinical cbservation Exp. No. 9933 (115-212)
Sex: Male
Group Na. Day of experiment
Dose Finding 13----===~ > 1l4--re-wa > 15------- > l6--=====- > 1l7=r---=-= > 1Bm-meac-- >
mg/kg Part 1 2 3 1 2 3 1 2 3 I Z 3 1 2 3 1 2 3
Gl normal =% 10 10 10 10 14 10 10 10 10 10 10 10 10 10 10 10 10 10
control Total 10 140 10 10 10 10 10 10 10 10 10 10 10 10 16 10 10 10
0
02 normal = 5 5 5 s 5 5 5 5 5 5 5 5 5 5 5 5 5 5
2-NIBE Total 5 s 5 5 5 s 5 5 5 5 5 5 5 5 5 5 5 5
20
03 normal - 5 s 5 s 5 5 S 5 5 5 5 5 5 5 5 5 5 5
2-NIBE Total 5 s 5 5 5 5 5 5 5 5 5 5 3 5 5 S 1 9
100
04 normal — 7 8 ] 3 2 7 4 3 7 2 3 9 1 8 8 2 3 8
2-NIBRE Total 7 8 ] 3 2 7 4 3 7 2 3 g 1 2 8 2 3 8
500
Salivation = 10 B 9 10 2 7 10 3 7 10 3 g 10 2 8 10 3 8
+ 0 2 1 a 8 3 0 7 3 o 7 1 0 8 2 0 7 2
Total 210 10 10 10 10 10 10 10 10 ¢ 10 10 1D 18 19 10 19 A0
Loose stool = 7 10 10 6 10 10 4 10 10 2 10 10 1 10 10 2 10 10
+ 3 o 0 4 0 0 6 0 0 8 0 0 9 o ] 8 0 0
Total 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Watery diarrhea - 10 10 i0 10 1¢ 10 10 10 10 10 10 10 1¢ 1¢ 10 10 19 10
+ 0 Q 0 0 a 0 o 0 Q 0 0 ] 0 0 0 0 [} 0
Total 10 20 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Mucous feces - 7 10 10 4 10 10 B 10 10 4 10 10 3 10 10 3 10 10
+ 3 0 0 6 0 0 4 0 0 6 0 0 7 0 0 7 0 0
Total 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
1: Before dosing 2: 30 to 60 minutes after dosing 3: 3 to 4 hours after dosing

2-NIBE: 2-Naphthylisobutyl ether
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Table 1. -continued Clinical observation Exp. No. 9933 (115-212)

Sex: Male

Group No. Day of experiment
Dose Finding 19=cmue-u- > 20--cm===- > 21l----=--- > R2------- P e R —— PO |7 - s
ng/kg Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
o1 normal = 10- 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
control Total 10 18 249 10 10 10 i0 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
2-NIBE Total 5 5 5 5 5 5 5 L 5 B 8 5 5 5 E 5 5 5
20
03 normal - 5 5 5 5 5 & 5 5 5 5 L] 5 5 5 5 5 5 5
2A-NIBE Total 5 5 5 5 5 5 5 5 5 B 5 5 5 5 = 5 5 5
100
04 normal = 1 3 8 4 3 8 4 1 8 4 3 7 5 3 10 1 2 10
2-NIBE Total 1 3 8 4 3 8 4 i B8 4 3 7 5 3 10 L 2 10
500 :
Salivation = 10 3 8 10 3 8 10 1 8 10 3 7 i0 3 10 ic 2 10
+ 0 7 2 (] 7 2 0 9 2 0 7 3 0 7 0 0 8 0
Total 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Loose stool = 1 10 10 4 10 10 4 10 10 4 10 10 5 10 10 1 10 10
+ ] 0 0 6 V] 0 3 0 0 6 ¢ 4] 5 Q 4] 9 0] 0
Total 10 10 10 10 10 10 10 10 10 10 10 10 10 14 10 10 10 10
Watery diarrhea — 10 106 10 10 i0 10 i0 1¢ 10 10 10 10 10 10 10 10 10 10
+ 0 0 0 0 0 0 0 ) Q 0 0 0 0 0 0 ] 0 ]
Total 10 10 10 10 10 10 i 1¢ 10 10 10 1a 10 10 10 10 10 10
Mucous feces - 3 10 10 B 10 10 6 10 10 5 10 10 6 10 10 6 10 10
+ 7 0 0 2 0 o 4 [+ o 5 0 0 4 a 0 4 0 0
Total 10 10 10 10 10 1¢ 10 10 10 10 10 10 10 10 10 10 10 10
1: Before dosing 2; 30 to 60 minutes after dosing 3: 3 to 4 hours after dosing

2-NIBE: 2-Naphthylisobutyl ether
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Table 1.

-gcontinued Clinical okservation

Sex: Male

9833

Group No.

Day of experiment

Dose Finding 25--==-=-=-- 5 26---=-on-= > 27---==--- > 28-~---—- > 29
ng/kg Part 1 2 3 1 2 3 1 2 3 1 2 3
01 normal = i0 19 10 1io0 1©¢ 10 10 10 10 10 10 10 10
contxol Total 10 10 10 10 i1¢ 10 10 10 10 10 10 10 10
a
02 normal e 5 5 - 5 5 5 5 S 5 5 5 5 5
2-NIBE Total 5 5 5 5 5 5 5 5 5 s 5 g 5
20
03 normal - 5 5 5 5 5 5 5 3 5 5 2 5 5
2-NIBE Total i1 5 5 5 5 5 5 5 5 5 5 5 5
100
04 normal = zE 2 10 1 5 9 2 6 10 3 2 10 o
2-NIBE Total 1 2 10 1 5 9 2 & 10 3 o | 10 0
500
Salivation — 10 2 10 10 5 9 10 6 10 10 2 10 10
0 8 0 v S 1 4] & Q 0 8 o 0
Tot=zl 10 10 10 10 10 16 10 10 10 10 10 10 10
Loose stool — 1 10 10 i 10 10 2 10 10 3 g 10 0
+ 9 0 0 ] ] o 8 0 ] 7 1 0 10
Total 10 10 10 10 10 10 10 10 10 10 10 10 10
Watery diarrhea = i¢ 10 10 1 10 10 10 10 10 10 10 10 10
+ o 0 0 0 0 0 (] 0 0 0 0 0 0
Total 210 210 10 210 10 310 210 10 10 10 L0 10 10
Mucous feces s 6 10 10 4 10 10 3 10 10 4 10 10 0
+ 4 0 0 6 0 0 7 0 0 6 0 0 10
Total 10 10 10 10 1¢ 10 1¢ 10 10 10 10 10 10
1: Before dosing 2: 30 to 60 minutes after dosing 3: 3 to 4 hours after dosing
2-NIBE: 2-Naphthylisobutyl ether
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Table 1.

-continued Clinical observation

Exp. No. 2933 (115-212)
Sex: Male
Group No. Day of experiment
Dose Finding 29 30 31 32 33 34 35 36 37 38 395 40 41 42 43
mg/kg Part
01 noxmal = g 5 L2 5 5 5 5 5 5 5 5 5 5 s S
control Total 5 5 5 5 5 5 5 S 5 5 5 5 5 5 5
04 normal - 0 5 5 5 5 5 5 5 5 5 5 5 5 S 5
2-NIBE Total ¢] 5 5 5 5 5 5 s s 5 5 5 ) 5 5
500
Loose atool - 0 5 5 5 5 5 5 L. 5 5 5 5 5 s 5
+ 5 '] 0 a 0 0 0 4} 4] 0 0 [+] o [+] 7]
Total 5 5 g 5 5 ] 5 5 5 5 5 5 S 5 5
Mucous feces = o 5 5 5 5 5 5 5 5 5 5 1 5 5 5
+ 5 0 0 0 0 0 0 0 0 0 0 Q 0 0 0
Total 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5

2-NIBE: 2-Naphthylisobutyl ether
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Tabhle 1. -econtinued Clinical observation Exp. No. 9533 (115-212)

Sex: Female

Group No. Day of experiment
Dose Finding lommmem- O T S PR —— S U - B —— N - >
mg/kg Partc 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
01 normal = i0 10 10 10 10 10 10 10 10 10 10 10 1qQ 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
1]
02 normal = 5 5 L4 B 5 5 5 5 5 5 5 5 5 5 5 5 5
2-NIBE Total 5 5 5 5 5 5 5 5 5 5 s 5 5 5 5 5 5} s
20
Scratched wound - 5 5 5 5 5 5 5 5 5 S 5 5 5 5 5 5 5 5
Neck + a 0 0 0 0 0 o 0 0 0 0 o 0 0 0 0 0 0
Total 5 5 5 5 5 5 s S 5 s 5 5 B 5 = 5 5 5
Q3 normal - 5 3 5 5 5 5 5 5 5 5 5 5 5 5 L S S s
2-NIEE Total 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
100
1l: Before dosing 2: 30 to 60 minutes aftexr dosing 3: 3 to 4 hours after dosing

2-NIBE: 2-Naphthylisobutyl ether
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Table 1. -continued Clinical obsexvation Exp. No. 9933 (115-212)

Sex: Female

Group No. Day of experiment
Dose Finding I iy > rmmmmann J-cmrmeay d---== > S==m=m=- > e e >
mg/kg Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
04 normal - 1¢ 10 10 10 10 7 6 8 8 1 8 7 2 & 7 5 7 7
2-NIBE Total 10 10 10 10 10 7 & 8 6 1 8 7 2 ) 7 5 7 7
500

Soiled fur - 1¢ 10 10 10 10 10 10 10 10 10 10 10 a8 8 8 7 7 7
Anogenital region + 1] 0 0 0 0 0 0 0 o 0 0 o] 2 2 2 2 2 2
Total 10 10 10 10 10 10 10 10 16 10 10 10 10 10 10 9 9 9
Reddish tear = 10 10 10 10 10 i0 10 10 10 10 10 10 10 10 10 9 9 9
+ V] 0 0 0 4] 0 0 0 4] 4] 0 0 0 0 0 0 0 0
Total 10 10 1¢ 10 20 10 210 210 10 210 X0 10 10 1D 1D ] 9 9
Smudge of perinasal area — i¢ 1¢ 1¢ 10 10 10 10 10 10 10 10 10 8 8 B 8 8 8
+ 0 0 a 0 Qo 0 Q 0 0 4] 0 0 2 2 2 1 1 1
Total 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 9 9 9
Salivation - 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 ) 9 9
+ 0 0 a 0 0 0 a 0 0 ] 0 0 0 0 0 0 ] ]
Total 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 g 2 g
Loose stool = 10 10 10 10 10 7 6 B 6 3 8 7 3 B 10 5 9 g
+ a 0 0 0 0 3 4 2 4 7 2 3 i 2 0 4 0 0
Total 10 10 10 10 io0 10 10 10 10 10 10 10 10 10 10 3 9 9
Watery diarrhea — 10 10 10 10 10 1¢ 10 10 10 8 10 10 g 10 10 9 g =}
+ 0 0 0 0 0 0 0 0 0 2 0 0 1 o 0 i} 0 0
Total 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 ] 9 a5
Mucous feces = ig 10 10 10 10 7 6 8 6 3 8 7 2 8 10 5 ] 8
+ ] 0 0 0 0 3 4 2 4 7 2 3 8 2 0 4 0 0
Total 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 8 3 8

1: Before dosing 2: 30 to 60 minutes after dosing 3: 3 to 4 hours after dogsing

2-NIBE: 2-Naphthylisobutyl ethex
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Table 1. -continued Clinical observation Exp. No. 9933 (115-212)

Sex: Female

Group No. Day of experiment
Dose Finding Toommmm- > f s > et > 10------- > 1l-----~~= 5 12--==--- >
mg/kg Part 1 2 3 i 2 3 3 2 3 1 2 3 1 2 3 1 2 3
01 norwmal — 10 10 10 10 10 1¢ 10 10 10 10 10 10 io 10 10 10 10 10
control Total 14 10 10 10 10 16 10 10 10 10 10 10 i0 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
2-NIBE Total 5 5 5 5 5 5 s 5 5 5 5 5 5 B 5 5 5 5
20
Scratched wound - 5 5 S5 5 5 5 5 5 5 5 5 5 5 5 5 5 L1 5
Neck + 0 a 0 0 0 0 ] 0 ] 0 0 0 0 0 0 0 0 0
Total 5 S s 5 5 5 ] 5 S S5 5 5 S 5 S 5 5 5
03 normal = s 5 5 5 5 B 5 5 5 5 5 5 5 5 5 5 5 5
2-NIBE Total 5 5 5 5 5 5 5 ] 5 5 5 5 5 5 5 5 5 5
100
1: Before dosing 2: 30 to 60 minutes after dosing 3: 3 to 4 hours after dosing

2-NIBE: 2-Naphthylisobutyl ether
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Table 1. ~continued Clinical observation Exp. No. 9933 (115-212)

Sex: Female

Group NoO. Day of experiment
Dose Finding T i > Bowomemm— > R > A0mwwm==== > lle=wememeen l2meca--- >
mg/kg Part T 2 3 i 2 3 1 2 3 1 - 3 1 2 3 1 2 3
04 normal o=t 6 6 7 7 6 7 6 3 7 4 4 6 6 5 7 7 4 7
2-NIBE Total ) 6 7 7 ] 7 ] 3 7 4 [ 6 6 5 7 7 4 7
500

Soiled fur - 7 7 7 B 8 8 8 8 8 8 8 8 8 8 8 8 8 8
Anogenital region + 1 1 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Total 8 8 8 8 8 8 8 8 8 8 2] 8 a 8 8 8 8 8
Reddish tear — 8 8 B B 8 8 8 8 7 8 8 8 8 B a 8 8 7
-+ 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 1
Total B 8 8 8 B 8 8 B 8 8 8 B 8 B8 B B B
smudge of perinasal area = B 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 ] 8
+ 0 0 0 i} 0 0 0 0 Q 0 0 [+ 0 0 0 0 0 0
Total 8 8 8 8 8 8 8 ] 8 8 8 8 8 8 8 8 8 8
Salivation - B 7 8 8 & 7 B 3 7 8 4 &6 8 [ 7 8 4 7
+ 0 1 0 0 2 1 1] 5 1 0 4 2 0 2 1 0 1 1
Total B 8 8 8 8 B 8 8 B 8 8 8 8 8 8 8 B 8
Loose stool = 7 2} 8 7 8 B 3 8 8 4 8 8 & 7 8 7 B B
+ 3l ] 0 1 0 ] 2 0 ] 4 0 0 2 1 0 1 0 0
Total B 8 8 8 8 8 B B B 8 8 8 8 8 8 8 8 B
Watery diarrhea = 8 8 8 8 8 8 8 B B B 8 B 8 B B 8 8 8
+ 0 0 0 0 0 o 0 ] (] 0 0 0 0 0 0 0 0 i
Total 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8
Mucous feces = 7 8 8 7 8 8 6 8 8 5 B 8 8 8 8 7 8 8
+ 1 0 0 1. 0 0 2 0 0 3 0 a 0 0 0 1 0 0
Total B 8 8 8 B 8 8 8 B 8 8 8 8 B B 8 8 8

1: Before dosing 2: 30 to 60 minutes after dosing 3: 3 to 4 hours aifitexr dosing

2-NIBE: 2-Naphthylisobutyl ether
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Table 1. -continued Clinical observaticen Exp. No. 9933 (115-212)
Sex: Female
Group No. Day of experiment
Dose Finding 13-----~-= > l4--cr==- 5 15=m==v-==- > lEe---=-=== > 17--wr=ec-> 1Be====--- >
ng/kg Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 | 2 3
01 normal & 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
control Total 10 10 10 i0 10 10 10 10 10 10 10 10 10 10 10 10 10 10
4]
02 normal = 5 ] 5 5 & 5 S 5 ] 5 5 5 5 5 5 5 5 5
2=-NIBE Total E 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 B 5
20
Scratched wound = 5 5 5 5 5 5 B 5 B 5 S 5 5 5 5 5 5 5
Neck + o 0 0 o0 0 ¢ o o 0 0 o 0 0 0 0 0 0 0
Total S 5 5 5 5 S 5 S 5 s 5 5 5 5 5 5 s 5
03 normal - 5 5 5 L 5 5 5 5 5 5 B 5 5 5 5 5 5 5
2-NIBE Total 5 -1 5 5 5 5 5 -1 5 5 5 5 5 5 5 5 5 5
100
1: Before dosing 2: 30 to 60 minutes after dosing 3: 3 to 4 hours after dosing
2-NIBE: 2-Naphthylisobutyl ethex
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Table 1. ~continued Clinical observation Exp. No. 9933 (115-212)

Sex: Female

Group No. Day of experiment
Dose Finding 13------ -> 14----- ~=> 1G-c-=r==3 1F===rm=sx=3 1T====x-=3 1B=c-r-== >
mg/kg Partc 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 il 2 3
04 normal - 4 5 5 2 5 5 4 4 5 3 4 6 o] 5 6 1 5 4
2-NIBE Total 4 5 5 2 5 5 4 4 5 3 4 6 1] 5 6 1 5 4
500

Soiled fur - 8 8 8 8 8 8 8 8 8 8 B 8 8 8 8 8 8
Anogenital region -+ 4] 0 4] 0 Q Q 4] 0 0 0 0 0 0 0 1] 0 0 0
Total 8 8 8 B 8 8 8 8 8 B B B g 8 ) 8 8 8
Reddish tear - 8 8 8 B B a 8 8 8 8 B 8 a 8 8 8 8 8
-+ Q 0 0 0 0 0 1] 0 Q0 o 0 0 0 0 0 0 0 0
Total 8 8 8 B B 8 B 8 8 8 8 8 8 8 a 8 8 B
Smudge of perinasal area — 8 8 8 B 8 8 B 8 8 8 8 8 8 8 8 8 8 8
+ 0 0 0 0 0 a 0 Q 0 o] 0 o] 0 0 0 0 0 0
Total 8 8 8 8 8 8 8 8 -] B 8 8 8 a 8 8 8
Salivation = 8 5 5 8 5 5 8 4 5 8 4 6 3 5 6 8 5 4
-+ 0 3 3 a 3 3 Q 4 3 0 4 2 0 3 2 0 3 4
Total 8 B a8 8 8 B 8 8 8 8 8 B 8 B 8 8 8 8
Loose stool = 4 8 8 4 B 8 4 8 8 4 8 B 1 B 8 1 B 8
+ 4 0 0 4 0 0 4 0 0 4 0 ] 7 0 0 7 0 0
Total 8 B 8 8 2] 8 8 8 8 8 8 B 8 8 8 8 B 8
Watery diarrhea = 8 8 8 8 8 8 B 8 8 7 8 B 7 8 8 8 B 8
+ o 14 L] ¢ g 0 Q Q 0 1 a o] 1 Q Qa 4] a 0
Total 8 8 8 8 8 8 B 8 8 8 B B B B B 8 [:] 8
Mucous feces s 6 B 8 4 8 8 5 8 8 5 8 8 1 B 8 2 8 8
o= 2 ] Q 4 0 0 3 0 ] 3 0 0 7 0 0 6 0 0
Total 8 B 8 8 8 B 8 8 8 8 B 8 8 B B 8 8 8

1: Before dosing 2: 30 to 60 minutes after dosing 3: 3 to 4 hours after dosing

2-NIBE: 2-Naphthylisobutyl ether
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Table 1. ~-gontinued Clinieal observation Exp. No. 9933 (115-212)
Sex: Fewmale
Group No. Day of experiment
Dose Finding 19e-===== > 20----- =e> 2lem=we==> 22ec----~ > 23--mm=-- > 24me-eor- >
wg/ kg Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
0l normal - 10 10 i¢ 10 10 10 10 10 10 10 10 10 10 1¢ 1¢ 1¢ 10 10
control Total 10 10 1¢ 10 10 10 10 10 10 10 10 1¢ 10 10 10 10 10 10
0
02 normal = 5 -1 5 5 5 5 4 4 4 4 4 4 4 4 4 4 4 4
2-NIBE Total s 5 ] 5 5 S 4 4 4 4 4 4 4 4 4 4 4 4
20
Scratched wound = S 5 5 S 5 5 4 4 4 4 4 4 4 4 4 4 4 4
Neck + 0 0 0 0 0 0 1 1 1 1 1 1 1 1 i 1 1 i
Total 5 5 5 S 5 5 5 5 5 5 5 5 5 5 5 5 5 5
03 normal — 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
2-NIBE Total 5 5 5 5 5 5 5 5 5 5 5 5 5 s 5 S5 5 5
100
1: Before dosing 2: 30 to 60 minutes after dosing 3: 3 to 4 hours after dosing
2-NIBE: 2-Naphthylisobutyl ether
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Table 1. ~gontinued Clinical observation Exp. No. 9933 (115-212)

Sex: Female

Greoup No. Day of experiment
Dose Finding 19= === > 20ec-emm-- P R 5 22-meeaca > 23--remm-= > 24----waa >
mg/kg Part 1 2 3 i 2 3 h 2 3 1 2 3 1 2 3 1 2 3
04 normal = i 5 5 3 5 7 3 3 7 5 4 7 i 4 B 4 5 8
2-NIBE Total 1 5 5 3 5 7 3 3 7 5 4 7 1 4 B 4 5 8
500

Soiled fur = 8 8 8 8 8 8 8 8 8 8 8 8 B 8 8 8
Anogenital region + 0 1] 0 1] 0 0 0 0 0 0 0 0 0 0 0 0 0 Q
Total 8 8 8 8 8 B 8 8 8 8 8 8 8 B B 8 8 8
Reddish tear - 8 8 8 8 8 B 8 B8 B 8 8 B 8 B 8 8 B8 8
+ 0 0 0 o ] 0 g 0 0 0 0 0 0 0 0 0 0 0
Total 8 8 8 8 8 8 8 8 B 8 8 8 8 8 8 8 8
Smudge of perinasal area = 8 8 8 8 8 8 8 a 8 B 8 8 8 8 8 8 8 8
+ 0 ] 0 o 0 0 0 0 0 0 0 0 0 ] 0 0 0 0
Total 8 8 & 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8
Salivation by 8 5 5 8 5 7 8 3 7 8 4 7 8 4 a 8 5 B
+ 0 3 3 4] 3 1 0 5 1 o} 4 1 0 4 0 D 3 0
Total 8 8 B 8 8 8 g 8 8 B B 8 8 B 8 8 8 8
Loose stool - 1 8 8 3 8 8 3 8 8 5 8 8 1 8 8 4 8 8
+ 7 0 0 5 0 0 5 0 0 3 0 0 7 o 0 4 0 0
Total 8 8 8 8 8 8 8 8 8 8 B 8 8 8 8 B 8 B
Watery diarrhea s B 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 B
+ 0 0 0 0 0 0 0 0 o o 0 0 0 0 0 0 0 0
Total B ) 8 8 8 B B B8 B 8 B B8 B 8 B 8 8 B
Mucous feces i 2 8 8 4 8 8 3 8 8 5 8 8 4 8 8 5 8 B
+ 6 0 Q 4 0 0 5 0 0 3 0 ] 4 0 0 3 0 0
Total 8 8 8 8 8 8 8 8 B 8 8 8 B 8 8 8 8 8

1: Before dosing 2: 30 to 60 minutes after dosing 3: 3 to 4 hours after dosing

2-NIBE: 2-Naphthylisobutyl ether
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Table 1. -continued Clinical observation Exp. No. 9933 (115-212)
Sex: Female
Group No. Day of experiment
Dose Finding 25-==-=-=== > 26--===== > 27-=-n--- > 28-c----- > 29
mg/kg Part 3z 2 3 1 2 3 1 2 3 1 2 3
0l normal = 10 1¢ 10 10 10 10 1¢ 10 10 10 10 10 10
control Total 10 140 10 10 10 10 10 10 10 10 10 10 10
0
02 normal — 4 4 4 4 4 4 4 4 4 4 4 4 5
2-NI1BE Total 4 4 4 4 4 4 4 4 4 4 4 4 5
20
Scratched wound — 4 4 4 4 4 4 4 4 4 4 4 4 5
Neck -+ 1 1 1 1 1 1 1 1 1 1 1 1 0
Total s 5 5 5. 5 S 5 S 5 5 5 5 o
03 normal - 5 5 5 5 5 5 5 5 s 5 5 5
2-NIBE Total 5 s 5 5 5 5 5 5 5 5 B 5 5
100
1: Before dosing 2: 30 to 60 wminutes after dosing 3: 3 to 4 hours after dosing
2-NIBE: 2-Naphthylisobutyl ethex
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Table 1.

-continued Clinical cbserxvation

EXp. No.

9933 (115-212)

Sex: Female
Group No. Day of experiment
Dose Finding 25 -remman > 26-=m=~a- > 27-cme=an > 28-nee--- > 29
ng/kg Part 1 2 3 1 2 3 1 2 3 1 2 3
04 normal = 4 5 8 2 4 7 1 6 8 1 4 8 2
2-NIBE Total 4 5 8 2 4 7 1 <] 8 1 4 g8 2
500
Soiled fur — 8 8 8 8 8 8 8 8 8 8 8 8 8
Anogenital region -+ 0 0 0 0 Q 0 g 0 0 0 0 0 0
Total B8 g 8 8 8 8 8 a 8 8 8 8 8
Reddish tear - 8 8 8 8 8 8 8 8 8 B8 8 8 8
I g 0 0 0 0 0 0 0 0 0 0 0 0
Total 8 8 8 8 8 8 8 8 8 8 2] 8 8
Smudge of perinasal area - 8 8 8 8 : 8 8 a 8 8 8 8 B
+ - 0 0 0 0 0 0 0 a 0 0 0 0 0
Total 8 8 ] 8 8 8 8 8 8 8 8 8 8
Salivation - a 5 8 8 4 7 8 6 8 B 4 8 8
+ 0 3 0 0 4 1 0 2 0 0 4 0 0
Total 8 8 8 8 8 8 8 8 8 8 8 8 8
Loose stool - 4 8 8 2 8 8 1 8 ;] 1 8 8 2
+ 4 0 0 6 0 0 7 0 o 7 0 0 6
Total 8 8 8 8 B B8 8 8 8 8 8 8 8
Watery diarrhea — 8 8 8 8 8 8 8 g8 8 8 8 8 8
-+ Q o Q [\ a 0 ) o g Q o [\ a
Total B 8 8 8 8 8 B B B 8 B 8 B
Mucous feces = 5 8 8 3 8 8 1 B 8 4 8 8 3
+ 3 0 0 5 0 0 7 0 0 4 0 0 5
Total B 8 8 8 8 8 8 8 B 8 8 8 8
1: Before dosing 2: 30 to 60 minutes after dosing 3: 3 to 4 hours after dosing
2-NIBE: 2-Naphthylisobutyl ether
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Table 1.

-continued Clinical observatian

Exp. No. 95833 (115-212)
S5ex: Female
Group No. Day of experiment
Dose Finding 29 30 31 32 33 34 35 36 37 38 s 40 41 42 413
mg/kg Part
01 normal - 5 5 5 5 5 5 5 5 5 5 5 S 5 5 5
control Total 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
0
04 normal - 1 5 5 5 5 5 5 5 5 5 5 5 5 5 5
2-NIBE Total 1 s 5 5 5 5 s 5 5 L] 5 5 5 S8 5
500
Loose stool - 1 g 5 5 5 5 5 5 5 5 5 5 5 5 5
+ 4 0 0 0 0 0 0 0 o 0 0 o 0 0 0
Total B 5 5 5 5 5 5 5 5 5 5 s 5 S 5
Mucous feces =y 1 5 S 5 5 5 S 5 5 5 5 5 5 5 5
+ 4 0 ] 0 0 0 a 0 0 0 ] 0 0 0 0
Total 5 5 5 = 5 ) =t 5 5 5 5 5 S 5 5
2-NIBE: 2-Naphthylisobutyl ether
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Table 2.

Body weight Exp.No. 9933 (115-212})
Sex: Male
Group No. Day of experiment Unit:g
Dose Gain
mg/kg 1 4 8 11 15 18 22 25 2B 1-28
01 10 10 10 10 10 10 10 10 10 10
control Mean 142 162 191 212 240 265 291 312 330 188
0 5.D. 5 ] 14 13 17 16 19 21 22 21
02 N 5 S 5 5 5 5 5 5 5 5
2-NIBE Mean 144 163 195 219 249 272 300 319 339 185
20 5.D. 6 7 & 7 7 10 9 s 11 14 9
03 N 5 L] 5 5 5 5 5 5 5 5
2-NIBE Mean 145 164 135 217 245 264 288 305 319 174
100 5.D. & 6 7 2 12 16 21 25 27 31
04 N 10 10 1¢ 10 10 10 10 10 10 10
2-NIBE Mean 143 13084 164+=* 180** 202%* 216%* 23Q~* 243 %% 256+ * LS e
500 8.D. 6 15 14 17 22 24 31 30 34 30
Significantly different £from group ## P S 0.01 (Steel)
Significantly different from group ** P = .01 (Dumnmnett)

2-NIBE: 2-Naphthylisobutyl ether
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Table 2. -continued Body weight Exp.No. 9933 (115-212)

Bex: Male

Group No. Day of experiment Unit:g
Dose Gain
ng/kg 29 32 36 39 42 29-42
01 N 5 5 5 =] 5 5
control Maan 333 346 357 367 375 41
o] 5.D, 19 20 20 22 1s 7
04 N 5 5 5 5 5 5
2-NIBE Mean 252%* 271 293 307 317* 65**
500 s.D. 43 44 47 46 43 9

significantly different from 01 group * P = 0.05 , ** P = 0.01 (Dunnett)
2-NIBE: 2-Naphthylisobutyl ether
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Table 2. -continued Body weight Exp.No. 9933 (115-212)

Sex: Female

Group No. Day of experiment Unit:g
Dose Gain
mg/kg ’ i 4 8 11 1is 18 22 25 28 1-28B
01 N 10 id0 10 10 10 10 10 10 10 10
control Mean 116 129 142 153 161 167 178 184 191 75
0 5.D. 4 4 6 6 10 10 11 12 1L 11
Q2 N 5 5 5 5 5 5 B 5 5 S
2-NIBE Mean 114 126 140 1532 162 169 181 187 193 79
20 S.D. 4 6 9 10 12 11 12 15 13 11
03 N 5 5 5 5 5 5 5 5 5 5
2-NIBE Mean 117 130 149 160 171 178 188 193 201 B4
100 S.D. 4 6 8 10 11 13 15 14 15 12
04 N iqQ 10 8 8 8 8 8 8 8 8
2-NIBE Mean 116 1g5x* 132+ 141* 154 164 173 178 188 73
500 S.D. 4 8 7 11 10 10 14 15 19 18

Significantly different from 01 group * P & 0.05 , ** P £ 0.01 (Dumnnett)
2-NIBE: 2-Naphthylisobutyl ethex
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Table 2. -¢ontinued Body weight Exp.No, 9933 (115-212)

Sex: Female

Group No. Day of experiment Unit:g
Dose Gain
ma/kg 29 32 36 35 42 29-42
01 N 5 5 5 5 5 5
control Mean 191 199 204 206 209 19
0 S.D. 16 16 13 12 15 4
04 N 5 5 5 5 5 5
2+-NIBE Mean 191 19% 206 210 215 25
500 s.D. 20 22 21 22 22 5

2-NIBE: 2-Naphthylisobutyl ether
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Table 3.

Food consumption

Sex: Male

(115-212)

Group NoO.
Dose
mg/kg

Day of experiment
1

=> 8

=> 15

36
=> 42

Unit:g/animal/day

01
control

02
2-NIBE
20

03
2-NIBE
100

04
2-NIBE
500

1a

1344

10
19
1

S

218

1

5
20
2

10
19
3

23

Significantly

different from

Significantly different from

2-NIBE: 2-Naphthylisobutyl ether

group # P
group

(Steel)
(Dunnett)
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Table 3. -¢ontinued Food consumpktion Exp. No, 9933 (115-212)

Sex: Female

Group No. Day of experiment Unit:g/animal/day
Dose 1 8 15 22 29 36
mg/kg => 8 => 15 =>» 22 => 28 => 36 =» 42
01 N 10 10 10 10 s 5
control Mean 14 14 14 i3 18 18
0 S.D. 1 1 1 a 1 1
02 N 5 5 5 5
2-NIBE Mean 14 15 14 13
20 5.D. 3 1 2 1
03 N 5 5 5 5
2-NIBE Mean 15 15 15 13
100 S.D. 1 1 2 h i
04 N B 8 8 - 8 5 5
2-NIBE Mean 1144 14 14 14 23#4 20
500 S.D. 2 2 2 2 3 4

significantly different from 01 group ## P = 0.01 (Steel)
2-NIBE: 2-Naphthylisobutyl ether



Table 4. Detailed clinical observations and sensory reactivity to stimuli of different types Exp. No. 9933 (115-212}

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 0 10 10 10 10 5 5
20 5 5 5 5 5 - -
100 5 5 5 5 5 - ~
500 10 10 10 10 10 5 5
REMOVAL FROM GAGE
Ease of removal Very easy 0 8 8 10 8 8 5 5
20 4 4 5 5 3 - -
100 5 3 5 4 1 - -
500 5 6 9 10 9 5 5
Easy i} 2 2 0 2 2 0 ]
20 1 1 0 0 2 - -
100 0 2 0 1 1 w2 =
A 500 5 4 i 0 1 0 0
T Vocalization None 0 0 10 10 10 10 5 5
20 5 5 5 b 5 = -
100 5 5 5 5 5 - -
500 10 i0 10 10 10 5 5

B. G. : Before grouping
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Table 4 -continued Detailed clinical observations and sensory reactivity to stimuii of different types Exp. No. 9933 (115-212)

Sex . Male
Signs Dose level Administration period (Week) Recovery period (Week)
(mg/kg) B.a 1 2 3 4 i

HANDL ING OBSERVATIONS

Muscle tone Normal 0 10 10 10 10 10 5 5
20 5 5 5 5 5 - -
100 5 b 5 5 5 - =
500 10 10 10 10 10 5 5

Subnormal temperature Absent 0 i0 10 10 10 10 5 5
20 5 5 5 b 5 - -
100 5 5 5 5 5 - -
500 10 10 10 i0 10 5 5

Piloerection Absent 0 10 10 10 i0 10 b 5
20 5 5 5 5 5 - -
100 5 h 5 5 5 - -
500 10 10 0 10 10 ) 5

Staining hair Absent 0 10 10 10 10 10 5 5
20 5 b 5 5 5 - -
100 5 5 5 5 5 - -
500 10 10 10 10 10 5 b

Unkempt hair Absent 0 10 10 10 10 10 5 5
20 5 5 5 5 b - -~
100 5 5 5 5 5 - ~
500 10 10 10 10 10 5 5

Skin color Normal 0 10 10 10 10 10 5 5
20 5 5 5 5 8 - -
100 5 5 5 5 5 - -
500 10 10 10 10 10 5 5

Lacrimation Absent 0 10 10 10 10 10 5 5
20 5 5 5 5 5 - -
100 5 5 5 5 5 - -
500 10 10 10 10 10 5 5

B. G. : Before grouping
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Table 4.  —continued Detailed clinical observations and sensory reactivity to stimuli of different types Exp. No. 9933 (115-212)

Sex : Male

Siens Dose level Administration period (Week) Recovery period (Week)

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

Exophthalmos Absent 0 10 10 10 10 10 5 5

20 5 5 5 5 5 = -

100 5 [ 5 5 5 - -

500 10 10 10 10 10 5 5

Pupillary size Normal 0 10 10 10 10 10 b 5

20 5 5 5 5 5 - -

100 5 5 5 5 5 v -

500 10 10 10 10 10 5 5

Salivation Absent 0 10 10 10 10 10 5 5

20 5 5 4 5 5 - -

100 5 5 5 5 5 - -

500 10 10 8 3 2 5 5

Slight 0 0 0 0 0 0 0 0

20 0 0 1 0 0 - -

100 0 0 0 0 0 = -

500 0 0 2 1 6 0 0

Marked 0 0 0 0 0 0 0 0

20 0 0 0 0 0 - -

100 0 Q 0 0 0 - -

500 ¢} 0 0 0 2 0 0

B.G. : Before grouping
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Table 4, -continued Detailed clinical chservations and sensory reactivity to stimuli of different types Exp. No. 9933 (115-212)

Sex : Male
Signs Dose level Administration period (Week) Recovery period (Week)
(mg/kg) B. G. 1 2 3 q 1 2
OBSERVAT [ONS [N ARENA
Posture Normal 0 10 10 10 10 10 5 5
20 5 5 5 5 5 - -
100 5 5 5 5 5 - -
500 10 10 10 10 10 5 5
Motor activity Normal 0 10 10 10 10 10 5 5
20 5 5 5 5 5 - =
100 5 5 5 5 5 ~ -
500 10 10 10 10 10 5 5
Respiration Normal 0 10 10 10 10 10 5 5
20 5 5 5 5 5 - =
100 5 5 5 5 5 - -
500 10 10 10 10 10 5 5
Lid closure Wide open 0 10 10 10 10 10 5 5
20 5 5 5 5 5 - -
100 5 5 5 5 5 - -
500 10 10 10 10 10 5 5
Gait Normal 0 10 10 10 10 10 5 5
20 5 5 5 5 5 - -
100 5 4 5 5 5 - -
500 10 10 10 10 10 5 5
Indifference immobile 0 0 0 0 0 0 0 0
20 0 0 0 0 0 - -
100 0 1 0 0 0 = “
500 0 0 0 0 0 0 0
Tremor None 0 10 10 10 10 10 5 5
20 5 5 5 5 5 - -
100 5 5 5 5 5 - -
500 10 10 10 10 10 5 5

B.G. : Before grouping
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Table 4. —continued Detailed clinical observations and sensory reactivity to stimuli of different types Exp. No. 8933 (115-212)

Sex : Male
Signs Dose level Administration period (Week) Recovery period {(Week)
(mg/kg) B.G. 1 7 3 4 T 2
Twitch None 0 10 10 10 10 10 5 b
20 5 5 5 5 5 - -
100 5 5 5 5 5 - -
500 10 10 10 10 10 5 5
Convulsion None 0 10 10 10 10 10 5 5
20 5 5 5 5 5 - -
100 5 5 5 5 5 - -
500 10 10 10 10 10 5 5
Stereotypic behavior None 0 10 10 10 10 10 5 5
20 5 5 5 5 5 - -
100 5 5 5 5 5 - -
500 10 10 10 10 10 B 5
Abnormal hbehavior None 0 10 10 10 10 10 5 5
20 5 5 5 5 5 - -
100 5 5 5 5 5 - -
500 10 10 10 10 10 5 5

B. G. : Before grouping
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Table 4. -continued Detailed clinical observations and sensory reactivity to stimuli of different types Exp. No. 9833 (115-212)

Sex : Male

Signs Dose level Administration period (Week) Recovery period (Week)
(me/ke) B.a™ 1 2 3 ] 1 7

SENSOR |MOTOR FUNCTION

Approach contact No reaction 0
20
100
500

Normal a) 0
20
100
500

Touch response No reaction 0
20
100
500

Moderate reaction 0
20
100
500

Freezing 0
20
100
500

Pinna response Normal 0
20
100
500

— —

—
CMUIO =00 WUUIO —mOOoO0 oo —wCOoo

Gl o ol 1o a1l Tl o oGl lon ol | o

—

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



Table 4. —continued Detailed clinical observations and sensory reactivity to stimuli of different types Exp. No. 9933 (115-212)

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
20
100
500

Normal 0
20
100
500

Pupil lary reflex Norma | 0
20
100
500

o Air righting reflex Normal 0
. 20
100
500

0

— m—h — —
o OoOUNMUo oL coo—
len eni len en | | en © |

—_—
oo,
o |

B. G. : Before grouping
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Table 4. —continued Detailed olinical observations and sensory reactivity to stimuli of different types Exp. No. 9933 (115-212)

Sex : Female

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

—
oo

10 10 10
5 5 5
5 5 5
8 8 8

No. of animals ] 10
20 5
100 5
500 10

a1 on
|

e, |

REMOVAL FROM CAGE
Ease of removal Very easy 0
20
100
500

Easy 0
20
100
500

Moderately difficult 0
20
100
500

Vocal ization None 0

—

WMo — Q00O —OoO00O ~Nomo
S,

OOIONO CO00 OO0 ~NUOIno
—

OO OO0 oo W o
e el | e

-
—
—

OO COOO M==MNW OHod -t
ek
—

100
500

OO OO0 ——MNN O
il T ©f 1 © &I
el e ! o o) o >l | e

—

B.G. : Before grouping
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Table 4.  ~continued Detailed clinical observations and sensory reactivity to stimuli of different types Exp. No. 9933 (115-212)

Sex : Female
Signs Dose level Administration period (Week) Recovery period (Week)
(mg/kg) B.G. 1 2 3 4 1 2
HANDLING OBSERVAT|ONS
Muscle tone Normal 0 10 10 10 10 10 5 5
20 5 5 5 5 5 - -
100 ) 5 5 5 5 - -
500 10 9 8 8 8 5 5
Subnormal temperature Absent 0 10 10 10 10 10 § 5
20 5 5 5 5 5 - -
100 5 5 5 5 5 - -
500 10 9 8 8 8 5 5
Piloerection Absent 0 10 10 10 10 10 b 5
20 5 5 5 5 5 - -
100 5 5 5 5 5 - -
500 10 9 8 8 8 b 5
Staining hair Absent 0 10 10 10 10 10 5 L
20 5 5 5 5 5 - -
100 5 5 5 5 5 - -
500 10 7 8 8 8 5 5
Very soiled 0 0 0 0 0 0 0 0
20 0 0 0 0 0 - -
100 0 0 0 0 0 - -
500 0 2 0 0 0 0 0
Unkempt hair Absent 0 10 10 10 10 10 5 5
20 5 5 . 5 5 5 - -
100 5 5 5 5 5 - -
500 10 9 8 8 8 5 5
Skin color Normal 0 10 10 10 10 10 5 5
20 5 5 5 5 5 - -
100 5 5 b b 5 - -
500 10 9 8 8 8 5 5

B.G. : Before grouping



Table 4.  -continued Detajled clinical observations and sensory reactivity to stimuli of different types Exp. No. 9933 (115-212)

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

20 5 5 5 5 5 - -

100 5 5 5 5 5 - -

500 10 9 8 8 8 5 5

Exophthalmos Absent 0 10 10 10 10 10 5 5

20 5 5 5 5 5 - -

100 5 5 5 5 5 ~ -

500 10 ] 8 8 8 5 5

Pupillary size Normal ] 10 10 10 10 10 5 5

20 5 5 5 b 5 - -

100 5 5 5 5 5 - -

. 500 10 g 8 8 8 5 5

&  Ssalivation Absent 0 10 10 10 10 10 5 5

! 20 5 b 5 b 5 - -

100 5 5 5 5 5 - -

500 10 8 5 5 6 5 5

Slight 0 0 0 0 0 0 0 0

20 0 0 a 0 0 - -

100 0 0 0 0 0 - =

500 0 1 3 3 2 0 0

B.G. : Before grouping
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Table 4. -continued Detailed clinical observations and sensory reactivity to stimuli of different types Exp. No. 9933 (115-212)

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

OBSERVATIONS [N ARENA

Posture Normal 0 10 10 10 10 10 5 5
20 5 5 5 b 5 - -
100 5 5 5 5 5 - -
500 10 9 8 8 8 5 5

Motor activity Normal 0 10 10 10 10 10 5 5,
20 5 5 b 5 5 - -
100 5 5 5 5 5 - -
500 10 8 8 8 8 5 5

Low ] 0 Q Q 0 0 0 Q

20 0 0 0 0 0 - -
100 0 0 0 0 0 - -
500 0 1 0 0 0 ] 0

Respiration Normal 0 10 10 10 10 10 5 5
20 5 5 5 5 5 - -
100 b 5 5 5 5 & -
500 10 g 8 8 8 5 5

Lid closure Wide open 0 10 10 10 10 10 5 5
20 5 5 5 5 5 - -
100 5 5 5 b 5 - -
500 10 9 8 8 8 5 5

Gait Normal 0 10 10 10 10 10 5 5
20 5 5 5 5 5 - -
100 5 5 5 5 5 - -
500 10 9 8 8 8 5 B

Tremor None 0 10 10 10 10 10 5 5
20 5 5 5 5 5 - -
100 5 5 5 5 5 = =
500 10 9 8 8 8 5 5

B. G. : Before grouping
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Table 4. -continued Detailed clinical observations and sensory reactivity to stimuli of different types Exp. No. 9933 (115-212)

Sex . Female
Signs Dose level 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 5
20 5 5 b 5 5 = -
100 5 5 b 5 5 - -
500 10 9 8 8 8 5 5
Convulsion None 0 10 10 10 10 10 5 5
20 5 5 b 5 5 - -
100 5 5 5 5 5 - -
500 10 9 8 8 3 5 5
Stereotypic behavior None 0 10 10 10 10 10 b 5
20 5 5 5 5 5 - -
100 5 5 5 5 5 - -
500 10 9 8 8 B 5 5
Abnormal behavior None 0 10 10 10 10 10 5 5
20 5 5 5 5 5 - -
100 ) 5 5 5 5 = -
500 10 9 8 8 B 5 5
Other Loose stool V] 0 v} 0 0 0 0 0
20 0 0 0 0 0 - -
100 0 0 0 0 0 - -
500 0 1 0 0 0 0 0

B. G. : Before grouping



Table 4. -continued Detailed clinical observations and sensory reactivity to stimuli of different types Exp. No. 9933 (115-212)

Sex : Female

Signs Dose level Administration period (Week) Recovery period (Week)
(mg/kg) B.G.~ 1 Z 3 4 1 2

SENSORIMOTOR FUNGTION
Approach contact Normal a) 0
20
100
500

Touch response Moderate reaction 0
20
100
500

Pinna response Normal 0
20
100
! 500

<N

Y Pain response(Tail pinch) Slowly turns 0
20
100
500

Walk away from stimulus 0
20
100
500

Normal 0
20
100
500

Pupillary reflex Normal 0
20
100
500

pa—y P

—_

—

—
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e Bl T ol I =] | el | nl | nenl | an

B.G. : Before grouping
a) Rat slowly approaches and sniffs at object or turns away
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Table 4. -continued Detailed clinical observations and sensory reactivity to stimuli of different types Exp. No. 9933 (115-212)

Sex : Female
Signs Dose level Administration period (Neek) Recovery period (Week)
(mg/kg) B. G. 1 2 3 4 1 2
Air righting reflex Normal 0 10 5
20 5 -
100 5 -
500 8. 5

B.G. . Before grouping



Exp. No. 9933(115-212)

Table 5.  Summary of number of defecation
Dose level No. of Administration period (week) Recovery period (week)
Sex (mg/ke) animals B. 6. 1 2 3 2
0 10 0.3x£0.7 a) 0.4x0.8 0.1£0.3 0.2+0.6 0.0+£0.0 0.0+£0.0 (5 0.0x0.0 (5
Male 20 5 0.6£0.9 0.6£0.5 0.0£0.0 0.440.9 0.2+0.4
100 5 0.6£0.9 0.0x0.0 0.0£0.0 0.20.4 0.0£0.0
500 10 1.0+1.1 0.9+1.5 0.4+1.3 0.5+1.6 0.0x0.0 1.4x1.9 () 0.0x0.0 (5)
" 0 10 0.1+03 0D.1+0.3 0.0+0.0 0.0+0.0 0.0+00 0,000 () 0.6+0.9 (5
Femaie 20 5 1.0+1.4 0.2+0.4 0.0+0.0 0.0x0.0 0.0+0.0
100 5 0.0£0.0 0.0x£0.0 0.0£0.0 0.0+0.0 0.2+0.4
500 10 0.3+0.7 0.60.9 (9 0.5x1.1 (8) 0.0x0.0 (8 0.0£0.0 (8 0.6+1.3 (B) 0.0x0.0 (5
B.G. : Before grouping

a) Mean * S.D. ) _
Values in parentheses are expressed no. of animals examined



Exp. No. 9933(115-212)

Table 6.  Summary of number of pools of urine
Dose level No. of Administration period (week) Recovery period (week)
Sex (mg/kg) animals B. G. 1 2 3 2
0 10 0.3+0.5 a 0.6x0.8 0.2+0.6 0.1+0.3 0.4+0.7 0.0x0.0 (5 0.0+0.0 (5
Male 20 5 0.44+0.5 0.0x0.0 0.4+0.9 0.2+0.4 0.2+0.4
100 5 0.2+0.4 0.0%0.0 0.0+0.0 0.00.0 0.6+0.5
500 10 0.2x0.4 .341&3 0.2+0.4 0.24+0.4 0.24+0.4 0.0x0.0 (B 0.0x0.0 @)
o 0 10 0.5+0.8 0.0+£0.0 0.0+0.0 0.0x0.0 0.2x0.4 0.2+0.4 (5) 0.2+0.4 (B
jy]
Female 20 5 0.2+0.4 0.2+0.4 0.2+0.4 0.0+0.0 0.0+0.0
100 5 0.8+0.8 0.0x0.0 0.0£0.0 0.0%0.0 0.0x0.0
500 10 0.20.6 04056 (9) 0.4+0.5 (B) 0.1x0.4 (8 0.1x£0.4 (8 0.0£0.0 (6) 0,0=x0.0 (5
B.G. : Before grouping -

a) Mean + 8.D. . _
Values in parentheses are expressed no. of animals examined
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Exp. No. 9933(115-212)

Table 7.- Summary of grip strength
4 week of administration Unit : g
Sex Do(s“;eg /l'fg‘;el aNncjfmat)lfs Forel imb Hindlimb
0 10 944 + 197 a) 388 + 81
Male 20 5 968 + 220 450 = 34
100 5 877 = 211 527 =+ 180
500 10 813 = 185 417 = 91
0 10 802 = 69 465 + 61
Female 20 5 868 = 145 549 = 833
100 143 = 9 492 + 91
500 692 = 168 473 = 78

a) Mean =+ S.D.
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Table 7. -continued Summary of grip strength

Exp. No. 9933(115-212)

2 week of recovery Unit @ g
Sex Dose level No. of Forelimb Hind! imb
(mg/kg) animals
0 5 1125 = 118 a) 652 =+ 96
Male
500 5 1210 = 373 672 += 113
0 5 768 + 209 422 + 14t
Female
500 5 650 + 119 417 = 106

a) Mean #+ S.D.
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Table 8.  Summary of motor activity Exp. No. 9933 (115-212)
4 week of administration
Dose level Motor activity (counts)
Sex (mg/kg) 0-10 a) 10-20 40-50 50-60 Total (0-60)
1] 176 &= 54 b} 147 + 33 105 + 42 91 = 41 760 + 202
20 173 & 45 134 £ 20 94 + 37 66 + 41 o = 111
Male
100 164 + 43 99 + 57 66 = 39 42 + 50 571 = 203
500 155 + 50 99 + 52 66 £ 434« 41 &+ 28+ 17 = 24xx 20 &= 18+ 397 = 16bH%*
0 128 + 28 93 + 41 T+ 28 B+ 27 520 + 141
20 126 = 25 90 + 29 80 + 47 58 + 19 513 = 124
Female
100 132 = 14 84 + 27 82 + 40 86 + 21 570 + 83
500 140 + 31 90 + 33 48 = 33 58 + 45 478 = 163

a) interval time (minutes)

b) Mean =+ S.D.

Significantly different from control group **

:p = 0.01 (Dunnett)
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Table 8. ~continued Summary of motor activity Exp. No. 9933 (115-212)

2 week of recovery

Dose level No. of Motor activity (counts)
Sex (me/ke) animals 0-10 a) 10-20 20-30 30-40 40-50 50-60 Total (0-60)
0 b 170 = 59 b) 128 + 46 96 + 47 B4 + 34 11 + 30 A1 + 34 595 + 176
Male )
500 5 194 =32 137 =43 112 £ 36 101 = 37 90 =+ 33 b5 &+ 31 689 + 141
0 5 118 = 22 79 + 21 66 = 33 101 = 22 84 £ 24 72 £ 23 520 = 119
Female
500 5 127 = 44 105 = 44 82 + 28 79 = 25 73 = 24 64 + 25 529 + 160

a) interval time (minutes)
b} Mean + S.D.
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Table 9-1. Hematology Exp. No. 9933 (115-212)
---Administration period---

Sex Dose level No. of HCT HGB RBC MCcV MCH MCHC
(mg/kg) animals (%) (g/dL) (310°/ma) (pm) (pa) {%)
Male 0 5 41.8 £ 1.5 15.2 £ 0.4 7.53 £ 0.22 55.6 £ 2.2 20.2 + 0.5 36.3 0.6
20 5 41.8 + 0.5 i5.2 + 0.2 7.47 = 0.18 56.0 % 1.2 20.3 + 0.4 3.3+ 0.4
100 5 42.0*+ 0.5 i5.3 + 0.3 7.63  0.23 55.0 + 1.2 20.1 *+ 0.4 36.5+ 0.3
500 5 41.8 £ 3.2 4.9+ 1.3 7.39 + 0.55 56.7+ 3.3 20.2 = 1.1 35.7 & 0.5
Female (1] 5 40.5 = 1.5 15.1 *+ 0.5 7.77 £ ©.37 52.2 + 1.7 19.5 + 0.6 37.4 0.3
20 5 38.5+ 1.3 14.8 + 0.4 7.48 + 0.23 52.8%+ 0.9 19.7 £ 0.4 37.3% 0.5
100 5 40.1+ 1.1 15.0 £ 0.3 7.39 + 0.27 54,2+ 1.1 20.3 + 0.5 37.54% 0.3
500 3 36.0 & 0.9%* 13.1 &+ 0.4%* 6.81 & 0.27*% 52.8 + 1.3 19.2 + 0.4 36.4 £ 0.4%*%
Mean % S.D.

Significantly differxent from control group; **; P<0.01 (Dunnett)
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Table 9-1. -continued Hematology Exp. No. 9933 (115-212)
---Administration period---

Sex Dose level No. of WBC Differential leukocyte counts (%)
{mg/kg) animals {(x10* /i) NEUT LYMFH MONO BOSN BASO uc
Male 0 5 12,23 % 2.20 14.9 + 5.2 81.8* 5.6 2.0 0.4 0.7 0.2 0.2+ 0.1 0.5+ 0.1
20 L] 12.55 + 2.07 15.3 + 6.2 B1.4 % 6.4 2.1+ 0.4 0.4 + 0.1 0.1+ 0.1 0.7+ 0.3
100 5 12.22 + 2,88 13.4 % 1.7 B3.6x 2.4 1.8+ 0.7 0.6+ 0.2 0.2+ 0.1 0.5+ 0.1
500 .5 13.66 & 1.33 20.3 &£ 7.5 75.5 %t 8.0 3.1% 0.4x* 0.5% 0.2 0.1+ 0.0 0.5+ 0.1
Female 0 5 7.13+ 2.09 17,0 3.8 78.7 + 3.2 2.3 0.5 1.4t 0.8 0.1 + 0.0 0.5 0.2
20 5 6.32+ 2.01 15.3 * 6.8 gli.e + 6.3 i.6 0.7 0.9 0.4 0.1+ 0.0 0.5+ 0.1
100 5 7.39 % 3.66 13.3 % 3.1 83.7 & 2.7 1.4+ 0.3 0.9+ 0.5 0.1+ 0.1 0.6+ 0.2
500 3 9.01 £+ 1.43 17.3+ 4.8 79.3+ 5.6 2.0+ 0.7 0.9+ 0.2 0.1 0.1 0.5+ 0.0

NEU'I:+Nautmphi1 LYMPH: Lymphocyte MONO: Monocyte EOSN: Eosinophil BASO: Basophil LUC: Large unstained cells
Mean * 3.D.
Significantly different from control group; *%: P£ 0.0l (Dunnett)
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Table 9-1. -continued Hematology Exp. No. 9933 (115-212)
---Administration pericd---

Sex Doge level ¥o. of NEUT LYMPH MONO EOSN BASO Luc
{mg/kg) animals (310° /') (x10°/mm’) (x10' /o) {10’ /mf') (xa0* /') {210’ /o)
Male 0 5 1.86 £ 0.89 9.96 £ 1.57 0.25 £ 0.08 0.08 & 0,03 0.02 % 0.01 0.06 £ (.02
20 5 1.90 * 0.71L 10.25 * 2.'11 0.26 + 0.02 0.05+ 0,02 0.02 + 0.00 0.08 + 0.02
100 5 1.63 = 0.37 10.23 * 2.56 0.21 + 0.06 0.07 &+ 0.04 0.02 % 0.00 0.06 *+ 0.02
500 5 2.75 £ 1.01 10.32 % 1.70 0.42 + 0.06%% 0,08 0.03 0.02 % 0.01 0.07 * 0.02
Female 0 5 1.18 + 0.37 5.64 £ 1.75 0.17 £ 0.07 0.08 £ 0.03 0.00 % 0.01 0.03 £ 0.02
20 5 0.87 ¢ 0.25 5.258 = 1.94 0.11 = 0.07 0.06 £ 0.04 g.00 % 0.01 0.03 % 0.01
100 5 097+ 0.46 6.2+ 3.1s 0.10+ 9.04 Q.06 = Q.02 g.01+ Q.01 0.05+ 0.04
500 3 1.57 + 0.53 7.12 * 1.13 0.18 + + 0.01 0.05 = 0.01

0.08 0.08% 0.03 0.01

NEUT=+Neu|;::cphi1 LYMPH: Lymphocyte MONO: Momocyte  EOSN: Eosinophil RBASO: Bagsophil LUC: Large unstained cells
Mean £ S.D.
Significantly different from control group; **; P<0.01 (Dunnett)



Table 2-1. -continued Hematology Exp. No. 9933 (115-212)
---Administration period---

_08_

Sex Dose level No. of PLT Reticulocyte
(mg/kg) animals (310" /mn') {%)

Male Q 5 1252 + 166 3.1+ 0.4
20 5 1194 + 74 3.3 0.2

100 5 1337 + 156 2.9+ 0.7

500 5 1235 * 133 6.5+ 2.3

Female 0 5 1248 £ 63 1.5+ 0.3
20 5 1156 + 123 2.1+ 0.3

100 5 1305+ 95 2.4+ 0.4

500 3 1289 + 199 4.9+ 2.8

Mean * S.D.
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Table 9-2. Hematology

---Recovery periocd---

Exp. No. 9933 (115-212)

Sex Dose level No. of HCT HEB RBC MCV MCH MCHC
(mg/kg) animals (%) (g/dL) (3t10f /m?’) () {pa) (%}
Male 0 5 42.8 £ 1.8 16.3 * 0.6 8.20 + 0.32 52.2 + 1.8 19.9 + 0.5 38.1+ 0.3
500 5 42.9 + 1.0 16.2 + 0.4 7.67 = 0.33% 56.0 = 2,6% 21.1+ 0.9* 37.6 £ 0.2*%
Female 0 B 40.0 + 1.3 15.7 + 0.5 7.73 + 0.13 51L.7+ 1.0 20.2 + 0.4 39.1+ 0.4
500 5 41.9 = 1.7 16.1 = 0.6 7.82 + 0.25 53.6 & 2.0 20.6 £ 0.9 38.4 & 0.7
Mean * S.D.

Significantly different from control group;

*: P<0.05 (Dunnett)
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Table 9-2. -continued Hematology Exp. No. 9933 (115-212)
---Recovery period---

Sex Dose level No, of WBC Differential leukocyte counts (%)
(mg/kg) animals (x10"/n) NETT LYMPH EOSN BASO LuC
Male 0 5 11,37 %+ 2.07 13.6+ 4.0 g2,.4+ 4.9 2.3% 0.8 0.9 0.3 0.1 0.0 0.7% 0.6
500 5 9.82 + 2.46 13.4 £ 2.8 g2.1+ 3.4 2.7+ 0.9 1.1+ 0.1 0.1+ 0.1 0.5+ 0.2
Female 0 5 6.27 + 1.05 14.2 + 4.6 g81.6 £+ 4.4 2.4+ 0.8 1.2+ 0.2 0.1+ 0.1 0.5+ 0.3
500 5 7.94 = 2.32 14.1..+ 5.2 81.2+ 5.6 2.3+ 0.7 1.5+ 0.6 0.2+ 0.1 0.7+ 0.1

NEUT: Neutrophil LYMPH: Lymphocyte MONO: Monocyte  EOSN: Eosinophil  BASO: Basophil LUC: Large unstained cells
Mean *+ S.D.
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Table 9-2. -continued Hematology Exp. No. 9933 (115-212)
---Recovery period---
Sex Dose level No. of NEUT LYMPH MONO EOSN BAaSO Luc
(mg/ k) animals (xa0'/mat’) (=10’ /mni’) {210’ /mn) (x10' /mm’) (x20"/ma’) (2010 /o)

Male 0 5 1.60 £ 0.66 9.29+ 1,23 0.27 * 0.13 0.10 £ 0.05 0.0L £ 0.01 0.09 £ 0.09

500 5 1.33+ 0.50 8.05+ 1.50 0.27 + 0.12 0.10+ 0.03 0.02 % 0.01 0.06 = 0.04
Female 0 5 0.87 £ 0.20 5.13 & 1.03 0.15 = 0.06 0.08 & 0.02 0.00 0.00 0.03+ 0.02

500 5 1.07 = 0.42 6,50 =+ 2.23 0.18 % 0.05 0.12 0.07 0.01 = 0.01* Q.05 % 0.00

NEUT: Neutrophil  LYMPH: Lymphocyte  MONO: Monocyte

Mean + S.D.

Significantly differemt from control group;

EOQSN: Eosinecphil

*: P<0.05 (Dunnett)

BASO: Basophil

LUC: Large unstained cells



--bg_

Table 9-2.

-continued Hematology
---Recovery periocd---

Exp. No. 9933 (115-212)

Sex Dose level No. of PLT Reticulocyte
{mg/kg) animalg (010 /me?) (%)
Male 0 5 1117 + 125 2.1+ 0.4
500 5 1065 £ 134 2.4+ 0.5
Female v} 5 1228 + 48 1.9+ 0.4
500 5 1208 £ 83 1.4+ 0.5
Mean + S.D.
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Table 10-1. Coagulation

---Administration period--~

Exp. No. 9933 (115-212)

Sex Dose level No. of PT APTT
(mg/kg) animalsg {gec.) (sec.)
Male 0 5 17.7 £ 0.9 26.0 £ 2.0
20 5 18.0 % 1.5 25.1 £ 0.8
100 5 17.9 = 1.6 26.4 + 2.8
500 5 17.3 £ 1.1 25.2 £ 5,3
Female 0 5 16.0 £ 0.3 17.4 £ 1.5
20 5 16.2 £ 0.8 16.9 = 1.2
100 5 16.0 *+ 0.6 8.2 + 2.5
500 3 16.2 + 0.5 i5.9 + 1.8

Mean * S5.D.
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Table 10-2. Coagulation

---Recovery period---

Exp. No. 9933 (115-212)

Sex Dose level No. of PT
(ma/ka) animals (sec.) (sec.)
Male [} 5 18.9 = 2.2 25.4 = 1.3
500 5 17.2 + 0.9 23.6 £ 1.8
Female 0 5 17.4 £ 0.6 18.0 £ 2.0
500 5 17.0 + 0.6 19.4 + 1.1
Mean + S.D.
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Table 11-1.

Blood chemistry

---Administration period---

Exp. No. 9933 (115-212)

Sex Dose level No. T.protein Glucose Triglyceride T.cholesterol
(mg/kg) animals (g/dv) (mg/dL) {mg/dL) (mg/dL)
Male 0 5 5.65 + 0.21 154 + 16 55.8 * 27.6 61 & 5
20 5 5.52 % 0.19 152+ § 64.7 + 13.1 61+ 10
100 5 5.52 + 0.13 145 + 10 33.1 % 16.0 58 * 8
500 5 5.75 £ 0.15 135 & 11* 45.2 £ 22.1 56 * 12
Female 0 5 5.78 + 0.22 117 + 26 13.4 + 7.2 62 + 13
20 5 5.54 £ 0.07 113 + 14 4.3+ 6.4 52 + 7
100 5 5.64 + 0.09 108 * 12 19.8 + 11.4 89 + 7
500 3 5.33 £ 0.30%* 97 + 10 38.1 % 11.1w* 62 14
Mean * S.D.
Significantly different from control group; *: PS0.05 **: P<0.01 (Dunnett)



_88_

Table 11-1. -continued Blood chemistry Exp. No. 9933 (115-212)
---Administration period---

Sex Dose level No. of BUN Creatinine T.bilirubin Total bile acid
(mg/kg) animals (mgy/dL) {mg/dL) (mg/dL) (umol/L)

Male 0 5 9.0+ 1.0 0.21 £+ 0.02 0.02 + 0.01 13.2 + 14.4
20 5 8.4+ 0.9 b.20 * 0.02 0.03 + 0.01 18.9 &+ 15.4

100 5 9.5+ 1.5 0.20 £ 0.04 0.03 + 0.00 24.9 % 10.5

500 5 0.5 /1.5 0.24 + 0.02 0.06 + 0.04 46.1 = 45.6

Female 0 B 1.6 £ 1.7 0.23 = 0.03 0.03 * 0.01 12,3+ 5.8
20 5 12.5+ 1.8 0.25 + 0.05 0.03 £ 0.01 25,1 12.5

100 5 12.2+ 3.0 0.25 + (.11 0.02 + 0.01 16.1 £ 9.9

500 3 1.2 = 3.0 0.19 = 0.04 0.06 =+ 0.03 8.7+ 4.1

Mean = S.D.
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Table 11-1. -continued Blood chemistry Exp. No. 9933 (115-212)
~-~-Administration period---

Sex Dose level No. of AST ALT ALP Garma-GTP
(mg/kg) animals (U/L) (u/L) (0/L) {u/L)
Male 0 5 78 &+ 5 2574 2 762 + 156 0.6 £+ 0.1
20 5 81 + 9 30 + 44 828 + 183 0.7+ 0.1
100 5 74 + 5 3q + 8 908 = 295 0.6+ 0.2
500 5 73 % 4 45 + 12#% 724 £ 156 1.3 0.4
Female o 5 g4+ 11 23 £ 2 505 = 70 0.8+ 0.1
20 5 a6 + 13 22 + 3 468 + 105 0.9+ 0.1
100 5 6 + 6 23 ¢ 5 455 + 157 0.9+ 0.1
500 3 88 % 5 40 + 24 804 + 265*% 2.0+ 0.7
Mean = S.D.
Significantly different fram control group; *: PS0.05 (Dunnett)
Significantly different fram control group; #: P<0.05 (Steel)



Table 11-1. -continued Blood chemistry Exp. No. 9933 (115-212)
---Administration period---

.-06-

Sex Dose level Ro. of Calcium I.phosphorus Sodium Potasgium Chloride
(mg/kg) animals (mg/dL) {mg/dL) (rmol /L) {(mmol /L) (mmol /L) -
Male v} 5 9.79 = 0.16 8.61 % 1.06 141.4 + 1.3 4.64 + 0.29 106.6 + 1.7
20 5 9,70 £ 0.26 8.81 £ 0.67 142.3 + 0.7 4.67 % 0.29 106.9 £ 1.7

100 5 9.83 + 0.29 B.58 £ 0.62 141.9 + 1.1 4,60 £ 0.23 106.4 + 0.6
500 5 10.04 = 0.37 9.69 + 0.94 140.2 £ 0.9 5.06 £ 0.25 106.8 ¢ 2.1
Female 0 5 9.80 = 0.43 8.06 £ 1.28 141.3 + 0.9 4,59 + 0.25 108.9 % 1.4
20 5 9.51 + (.25 7.98 * 0.59 1l42.3 + 1.1 4.28 * (.11 110.4 + 0.9

100 5 9.53 &£ 0.24 7.27 £ 0.38 142.1 % 1.7 4,26 £ 0.17* 108.6 £ 1.3
500 3 9.61 * 0.33 B8.41 * 0.73 141.1 = 2.3 4.82 % 0.23 107.4 + 1.4
Mean * S.D.

Significantly different from control group; *: PL0.05 (Dunnett)
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Table 11-2. Blood chemistrg Exp. No. 5933 (115-212)
-~-Recovery period---

Sex Dose level No. of T.protein Glucosge Triglyceride T.cholesterol
(ng/kg) animals (g/dL) {mg/dL) (mg/dL) (mg/dL)
Male 0 5 5.98 £ 0.22 161 = 8 55.5 + 12.0 72 16
500 5 5.65  0.22% 142 + 10* 48.8 * 10.56 60 £ 12
Female 0 5 5.82 £ 0.18 116 = 20 11.2+ 4.4 69 = 10
500 5 5.78 £ 0.17 127 £ 11 30.7 £ 14.5% 89 8r*
Mean + S.D.

Significantly different from control group; *: P<0.05 *#%: P<0.01L {Dumnett)
Bignificantly different fram control group; #: P<0.05 (Steel)



Table 11-2. -continued Blood chemistzy Exp. No. 9933 (115-212)
---Recovery period---

_36.-

Sex Dose level No. of BUN Creatinine T.bilirubin Total bile acid
(g /keg) animals (mg/dL) (mg/dL) (mgy/dL) { pmol/L)
Male 0 5 12.5 % 2.0 0.22 = 0.03 0.04 + 0.01 20.4 £ 13.5
500 5 12.9+ 1.4 0.23 = 0.01 0.03 = 0.01 35.7 £ 18.3
Female 0 5 16,5+ 2.4 0.25 + 0.03 0.04 £ 0.02 4.5+ 8.2
500 5 16.0 = 0.8 0.26 &+ 0.04 0.03 + 0.01 20.3 & 21.1
Mean + S.D.
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Exp. No. 9933 (115-212)

Table 11-2. -continued Blood chemistry
---Recovery period---
Sex Doge level No. of AST ALT ALP Garmma-GIP
(mg/kg) animals (o/L) (o/L) {u/L) (u/L)
Male a 5 78+ 13 31+ 4 487 + 94 0.6+ 0.1
500 5 75 + 6 30 + 6 631 + 71x 0.8t 0.3
Female ¢ 5 88 + 7 26 + 3 354 + 91 1.1+ 0.4
500 5 87 £ 17 27 & 3 307 = 80 1.1+ 0.3
contrel group: *: P<0.05 (Dunnett)

Mean + S.D,
Significantly different from
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Table 11-2. ~eontinued Blood chemistry Exp. No. 9933 (115-212)
---Recovery period---

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 10.05 £ 0,22 7.57 £ 0.35 142.0 *+ 0.6 4.64 + 0.48 106.2 + 0.8
500 5 9.93 £ 0.19 8.35 £ 0.17%* 143.3 + 1.5 4.63 % 0.16 106.7 + 1.9
Female 0 5 9.55 £ 0.16 6.60 £ 0.93 141.7 £ 1.1 4.73 = 0.21 111.0 + 1.2
500 5 9.71 = 0.13 6.97 £ 0.77 141.4 + 1.2 4,44 & 0.31 109.1 + 1.0%
Mean *+ S.D.

Significantly different from control group; *: P<Q.05 #%: P< 0,01 (Dunnett)
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Table 12-1. Electrophoresis Exp. No. 9933 (115-212)
---Administration period---

Sex Dose level No. of Albumin Alpha-1 Alpha-2 Beta CGamma A/G
(mg/kg) animals (%) (%) (%) (%) (%)

Male 0 5 52,9 + 1.1 19.9 £ 0.9 8.1+ 0.3 15.4 = 0.7 3.8%+ 1.2 1.12 = 0.05
20 5 54.2 % 0.7 17.9 + 0.8* 8.2+ 0.6 15.6 + 0.4 4,2 £ 0.7 1.18 £ 0.03
100 5 53.9 = 0.7 19.1 + 0.7 8.5+ 1.2 14.7 + 0.9 3.7+ 0.8 1.17 £ 0.03
500 5 51.4 £ 1.1 19.1 = 1.8 10.5 & 1.2%% 15.7 = 0.9 3.3 % 0.7 1.06 + 0.05

Female 4] 5 53.8 £ 1.1 18.2 £ 0.9 7.7+ 0.2 15.2 1+ 1.1 5.0+ 1.2 1.17 £ 0.05
20 5 54.1 * 0.9 18.5 £ 1.2 7.6 £ 0.5 15.3 = 0.2 4.4+ 0.7 1.18 + 0.04
100 5 55.9 + 1.9 7.2+ 2.5 8.2+ 0.9 14.7 + 0.6 3.9+ 1.4 1,27 £ .10
500 3 53.2 + 4.0 19.3 % 2.4 9.3+ 1.6 15.1 % 0.8 3,1+ 0.3 1.15 + 0.17

Mean + 5.D,

Significantly different from control group; *: PL0.05 *%; P<0.01 (Dunnett)
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Table 12-1. -continued Electrophoresis
---Administration period---

Exp. No. 9933 (115-212)

Sex Dose level No. of Albumin Alpha-1 Alpha-2 Beta Gamma
(g /ker) animals (g/dL) (g/dL) (g/dL) {g/dL) (g/dL)
Male 0 5 2.99 * 0.08 1.12 + 0.06 0.46 * 0.03 0.87 + 0.05 0.21 + 0.08
20 5 2.99 = 0.08 0.99 & 0.07* 0.45 £ 0.03 0.86 = 0.02 0.23 + 0.04
100 5 2.98 + 0.10 1.06 £ 0.05 0.47 £ 0.07 0.81 + 0.03 0.21 + 0.04
500 5 2.96 * 0.07 1.10 £ 0.13 0.60 £ 0.06%* 0.90 £ 0.05 0.19 + 0.04
Female 0 5 3.11 = 0.11 1.05 = 0.02 0.45 = 0.02 0.88 = 0.07 0.2% + 0.08
20 5 3.00 £ 0.05 1.03 £ 0,07 0.42 + 0.03 0.85 £ 0.01 0.24 £ 0.04
100 5 3.16 £ 0.08 0.97 + 0.14 0.46 + 0.05 0.83 + 0.04 0.22 £ 0.08
500 3 2.85 + 0.35 1.02 + 0.07 0.49 *+ 0.08 0.81 + 0.05 0.17 + 0.01
Mean * S.D.
Significantly different fram control group; *: PL0.05 *%; P<0.01 (Dunnett)
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Table 12-2. Electrophoresis Exp. No. 8933 (115-212)
--~Recovery period---

Sex Dose level No. of Albumin Alpha-1 Alpha-2 Beta Gamma A/G
(mg/kg) animals (%) (%) (%) (%) (%)
Male 0 5 47.6 = 3.1 22.3 + 3.8 9.24 1,3 16.1 % 0.8 4.9+ 1.1 0.91 £ 0.12
500 5 51.6 £ 2.1* 13.3 + 2.2 8.8+ 1.1 15.6 £ 0.9 4,7 £ 0.6 1.07 = 0.09
Female 0 5 51.0 + 4.2 15.1 + 3.6 6.9+ 0.6 17.1+ 1.2 6.0 + 1.3 1.05 = 0.18
500 5 50.8 £ 3.0 20.0 £ 1.6 8.2 £ 1.3 15.7 = 1.0 5.3 £ 1.0 1.04 £ 0.13
Mean * 8.D,

Significantly different from control group; *:; P<0.05 (Dunnett)
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Table 12-2. -continued Electrophoresis Exp. No. 9933 (115-212)
---Recovery period---
Sex Dose level No. of Albumin Alpha-1 Alpha-2 Beta Gamma
(mg/kg) animals (g/dL) (g/avr) (g/dn) (g/dL) {g/dL)
Male 0 5 2.85 £ 0.17 1.33 + 0.24 0.55 = 0.08 0.96 + 0.04 0.29 + 0.08
500 5 2.91 *+ 0.06 1.09 + 0.16 0.49 + 0.06 0.88 &£ 0.07 0.27 £ .04
Female 0 Lt 2.9 *+ 0.22 1.11 %+ 0.23 0.40 %+ 0.03 1.00 £ 0.09 0.35 + ¢.08
500 5 2.94 + 0.25 1.16 % 0.10 0.47 £ 0.06 0.50 = 0.05 0.30 £ 0.05
Mean * S.D.
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Table 13-1.

Urinalysis

---Administration period---

Exp. No. 9333 (115-212)

Sex Dose level No. of Volume Osmotic pressure Sodium Potassium Chloride
(mg/kg) animals (mL) (mOsm/kg) (mmol /L) {mmol/L) {(mmol. /L)
Male 0 10 7.6+ 3.2 1761 + 545 166 £ 59 303.6 £ 92.9 222.0+ 71.1
20 5 6.8+ 2.4 2044 + 364 183 = 43 343.4 + 72.5 245.1 + 49.0
100 5 7.0+ 2.5 1915 £ 351 168 + 39 231.9 &+ 31.1 235.1 = 59.1
500 10 16.7 = 10.6 874 £ 367%* 29 = 1o## 88.3 £ 35.6## 100.8 £ 41,5%%
Female 4} 10 5.7+ 2.2 1692 + 471 125 + 40 246.2 £ 64.3 181.7 + 52.8
20 5 6.2+ 0.9 1625 + 346 134 + 26 223.4 + 53.6 178.6 + 49%.0
100 5 B.2+ 6.0 1778 + 928 122 + 74 197.4 + 90.5 193.1 + 97.8
500 8 13.1 + 4.6## 925 + 283## 41 + 27%* 93.8 £+ 29.3%¥ 122.1 + 36.7
Mean * S.D.

Significantly different fram control group;
Significantly different from control group;

P£0.01 (Dunnett)
##: P<0.01 (Steel)
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Table 13~1. -continued Urinalysis Exp. No. 9933 (115-212)
---Administration periocd---
Sex Dose level No. of Sodium Petassium Chloride
(mg/kg) animals (mmol/day) (mmol/day) (mmol /day)
Male 0 10 1.11 = 0.21 2.0B * 0.39 1.51 % 0.26
20 5 1.17 + 0.16 2.20 + 0.25 1.60 + 0.22
100 5 1.13 £ 0.29 1.59 £ 0.45 1.58 + 0.42
500 10 0.44 = 0.29%* 1.27 £ 0.57%% 1.36 + 0.53
Female 0 10 0.69 £ 0.29 1.31 + 0.38 0.%98 + 0.33
20 5 0.81 £ 0.11 1.34 + (.29 1.07 + 0.14
100 5 0.68 + 0.15 1.19 + 0.25 1.14 + o0.18
500 8 0.53 + 0.40 1.18 + D.45 1.49 + 0.40%*
Mean * S.D.

Significantly different from control group;

*%: P< 0,01 (Dunnett)
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Table 13-1, -continued Urinalysis Exp. No. 9933 (115-212)
-—- stration period---
Sex Dose level No. of Color pH Oceult blood
(mg/kg) animals 1L 2 3 4 5 6 7 8 91011 55.56 6.577.588.5 29 - +/- 1+ 2+ 3+
Male 0 10 10 1 6 10
20 5 5 1 4 4 1
100 5 2 3 1 3 B
500 10 6 2 2 1 2 2 2 10
Female 0 10 10 i1 1 6 9 1
20 5 3 1 5
100 5 3 2 1 1 1 1 4 1
500 8 1 7 2 2 1 3 8

Color : 1= Colorlegs, 2= Slight yellow, 3= Yellow-brown, 4= Red, 5= Red-brown, 6= Dark red, 7= Dark brown,
8= Brown-black, 9= Milky white, 10= Flucrescent green,
Occult blood : - [negative), +/-{trace), 1+(slight), 2+(moderate), 3+{marked)

1l= Blue
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Tahle 13-1. -continued Urinalysis Exp. No. 9933 (115-212)
---Administration pericd---

Sex Doge level No. of Ketone bhodies Glucose (g/dL) Protein (mg/dL)
(mg/kg) animals - +/- 1+ 2+ 3+ - 0.1 0.250.5 21.0 - +/- 30 100 2300
Male 0 10 3 6 1 7 3 4 6
20 5 1 2 2 5 1 3 1
100 5 1 3 1 4 1 1 4
500 10 4 3 3 9 1 &6 3
Female 0 10 6 2 2 10 3 4 3
20 5 4 1 5 2 2 1
100 5 2 1 2 5 1 2 2
500 8 3 5 8 4 4

Ketone bodies : -(negative), +/-{(5 mg/dL}, 1+(15 mg/dL}, 2+ (40 mg/dL), 3+(2 80 mg/dL)
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Table 13-1. ~¢ontinued Urinalysis
---Administration period---

Exp. No. 9933 (115-212)

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 >12

Male 0 10 8 1 1 3 05 2

20 5 1 4 1 3 1

100 5 1 3 1 1 3 1

500 10 2 4 4 6 4
Female 0 10 9 1 6 3 1

20 5 4 1 4 1

100 5 4 1 2 3

500 8 3 5 5 3

Bilirubin : ~(negative), 1+(slight), 2+ (moderate), 3+ {marked)
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Table 13-1. ~continued Urinalysis : Microscopic examination of sediment Exp. No. 9933 (115-212)
---Administration pericd--~

Sex Dose level No. of Erythrocytes Leukocytes Epithelial cells Casts Fat globules Mucous threads Crystals
(ma/kg) animals - 1+ 2+ 3+ - 1+ 2+ 3+ - 1+ 2+ 34 -+ -+ - - s
Male 0 10 10 10 10 10 10 10 10
20 5 5 5 4 1 5 5 5 5
100 5 5 5 5 5 5 5 5
500 10 10 10 9 1 10 10 10 10
Female 0 10 ic 7 3 10 1o 10 9 1 1 9
20 5 5 5 5 5 5 5 5
100 5 5 5 4 1 5 5 5 2 3
500 8 B 8 5 3 8 8 8 3 B

Erythrocytes, 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 observed), +{cbsexrved)
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Table 13-2. Urinalysis Exp. No. 9933 (115-212)
---Recovery period---

Sex Dose level No. of Volume Osmotic pressure Sodium Potassium Chloride
(mg/kg) animals {mL) (mOsm/kg) {mmol1/L) (mmol /L) (mmo1 /L)
Male 0 5 13.4 % 3.6 1535 £ 227 107 £ 10 228,5 * 33.9 145.9 £ 17.5
500 5 13.9+ 4.4 1680 = 489 120 + 33 242.9+ 73.5 156.1 = 47.7
Female 0 5 15.8+ 8.9 1216 £ 3575 90 = 45 165.6 £ 73.1 114.2 * 55.3
500 5 4.9+ 7.1 1549 + 542 118 = 40 212.0 = 66.9 l46.8  48.9
Mean + S.D.
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Table 13-2. ~contimued Urinalysis
---Recovery period---

Exp. No. 9933 (115-212)

Sex Dose level No. of Sodium Potassium Chloride
{mg/kg) animals (mmol/day) (xmol/day) (mmol/day)
Male 0 5 1.41 = 0.25 2.98 * 0.45 1.92 + 0.37
500 5 1.57 + 0.32 3.15 + 0.64 2.03 + 0.47
Female Q 5 1.15 £ 0.12 2.18 + Q.39 1.49 £ 0.32
500 5 1,53 £ 0.33* 2.78 £ 0.64 1.81 + 0.46

Mean = S.D.

Significantly different fram control group;

*; P<0.05 (Dunnett)
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Exp. No. 9933 (115-212)

Table 13-2. -continued Urinalysis
---Recovery period---
Sex Dose level No. of Color Occult blood
(mg/kg) animalg 1 2 3 4 5 6 7 8 910 11 55,56 6.577.588.5 29 - +f= 1+ 2+ 3+
Male 0 5 5 1 3 1 5
500 5 5 3 2 5
Female 0 5 5 3 11 5
500 5 5 1 4 5
Color = 1-. Colorless, 2= Slight yellow, 3= Yellow-brown, 4= Red, 5= Red-brown, 6= Dark red, 7= Dark brown,
= Brown-black, 9= Milky white, 10= Fluorescent en, 1ll= Blue
Occult blood - (negative), +/-(trace), 1l+(slight), 2+ (moderate), 3+ (marked)
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Exp. No. 9933 (115-212)

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+ - .1 0.25 0.5 >21.0 - 4/~ 30 100 2300
Male ] 5 1 3 1 4 1 3 2
500 5 3 2 5 2 2
Female 0 5 3 2 4 1 1 g 8
500 5 2 3 5 1 2 2
: -(negative), +/-(5 mg/dL), 1+(15 mg/dL), 2+(40 mg/dL}, 3+(2 80 mg/dL)

Ketone bodies :
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Exp. No. 9933 (115-212)

Table 13-2. -continued Urinalysis
---Recovery period---
Sex Dose level No. of Bilirubin Urobilinogen (E.U./dL}
(mg/kg) an - 1+ 2+ 3+ 0.1 1.0 2.0 4.0 8.0 212
Male ] 5 4 1 2 3
500 5 2 3 2 3
Female 0 5 5 3 2
500 5 5 2 3
Bilirubin : -(negative}, 1l+(slight), 2+ (moderate), 3+ (marked)



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

~--Recovery period---

Exp. No. 9933 (115-212)

Sex Doge level No. of Erythrocytes Leukocytes Epithelial cells Casts Fat globules Mucous threads Crystals
(mg/kg) animalg - L+ 24 3+ - 1+ 2+ 3+ = 1+ 2+ 3+ -+ -+ - + -+
Male 0 5 5 5 5 5 5 5 5
500 5 5 5 5 5 5 5 5
Female 0 5 5 5 4 1 5 5 4 1 5
500 5 5 5 5 5 5 5 5
E cytes, Leukocytes and FEpithelial cells (cells/pL) : -(0-4), 1+(5-14), 2+(15-28), 3+(30 or more)

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

=011 -
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Table 14-1. Organ weight Exp. No. $933 (115-212)
---Administration period---

Sex Dose level No. of Body weight Brain Heart Liver Kidneys
(mg/kg) animals (g) (@) (@ {g) {g)
Male 0 5 307 £ 25 2.00 = 0.07 1.14 + 0.10 10.36 £ 0.85 2.33 % 0.12
20 5 316 + 12 2.07 + 0.05 1.15 + 0.06 10.44 = 0.29 2.47+ 0.23
100 5 295 + 24 2.05 + 0.06 1.07 £+ 0.06 10.21 + 1.10 2.50x 0.28
500 5 225 * 16%* 1.6 + 0.0B 0.88 &+ Q0.11%* 9.70 = 0.75 2.00 & 0.12%
Female 0 5 183 + 11 1.90 £ 0.07 0.72 £ 0.04 5.88 = 0.2% 1.47 £ 0.12
20 5 184 = 11 1.80 £ 0.07 0.72 £ 0.08 5.87 £ 0.44 1.50 = 0.13
100 5 187 + 15 1.90 + 0.04 0.77 £+ 0.06 6.68 + 0.80 1.6¢ + 0.12
500 3 158 + 4% 1.87 + 0.06 0.81+ 0.39 6.45 0.43 1.49 % 0.14
Mean * S,D,

Significantly different from control group; *: P<0.05 *%: PS0.01 (Dumnmett)
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Table 14-1.  -continued Organ weight Exp. No. 9933 (115-212)
---Administration period---

Sex Dosze level No. of Spleen Adrenals Teates Ovaries Thymus
(mg/kg) animals (g} (mg) (g) (mg) (mg)
Male 0 5 0.59 = 0.09 50 9 3.02 = 0.24 559 + 95
20 5 0.53 + 0.07 4 + 6 2.2+ 0.28 492 + 61
100 5 0.55 + 0.02 4 = 3 2.84 £ 0.22 515 + 136
500 5 0.65 0.20 51 % 8 2.49 =t 0.50 389 + 102=*
Female 0 5 0.39 £. 0.02 55+ 5 76+ 5 427 = 77
20 5 ¢.36 £ 0.04 52+ 10 77 4 430 £ 30
100 5 0.42 + 0.08 58+ 5 86+ 19 415 * 106
500 3 0.47 = D.06 55 + 15 63 & 12 338+ 46
Mean = S.D.

Significantly different fram control group; *:; P£0.05 (Dunnett)
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Table 14-1.

-continued Organ weight

---Administration pericd---

Exp. No. 9933 (115-212)

Sex Dose level

of Epididymides Mandibular gland
(mg/kg) s (mg) (mg)
Male 0 5 631 + 42 490 £ 27
20 5 673 + 68 500 £+ 39
100 5 628 + 63 511+ 17
500 5 473 £ 97%+ 420 £ 43*
Female 0 5 357 + 27
20 5 362 £ 27
100 5 365 £ 23
500 3 319 + 22
Mean + S.D.
Significantly different from control group; *: P£0.05 #%: PL0.01 (Dumnett)
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Exp. No. 9933 (115-212)

Table 14-2. Organ weight
---Recovery period---

Sext Dogse level No. of Body weight Brain Heart Liver Kidneys

(mg/kg) animals {g) (@) {9) () ()

Male 0 - T 354 + 23 2.12 £ ¢.08 1.22 &+ 0.04 10.69 + 0.80 2,56 = 0.09
500 5 295 + 44% 2.14 £ o©.07 1.06 £ 0.13#% 8.86 &£ 1.42% 2.23 + 0.38

Female V] 5 198 + 12 1.94 =+ 0.06 0.73 £ 0.02 5.64 £ 0.30 1.59 ¢+ 0.11
500 5 200 = 21 1.5¢ = 0.06 0.79 £ 0.07 6.45 £+ 1,02 1.60 = 0.08

Mean * S.D.
Significantly different from control group; *: PL£0.05 (Dumnmet)
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Exp. No. 5933 (115-212)

Table 14-2. -continued Organ weight
---Recovery period---
Sex Dose level No. of Spleen Adrenals Testes Ovaries Thymus
(mg/kg) animals (@ (mg) {g) (mg) {mg)
Male 0 5 0.63 £ 0.09 48 + 6 3.23+ 0.16 452 + 127
500 5 0.66 & 0.10 47 + 6 2.71 £ 0.82 499 £ 56
Female 0 5 0.45 + 0.06 59 =+ 5 76 £ 12 352 £ 66
500 5 0.48 £ 0.10 65 £ -] 79 £ 22 393 £ 92
Mean + S.D.
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Table 14-2. ~continued Organ weight

---Recovery period---

Exp. No. 9§33 (115-212)

Sex Dose level No. of Epididymides Mandibular gland
(mg/kg) animals mg) (mg)
Male 1} 5 903 + 86 581 % 71
500 5 704 * 236 506 = 84
Female 0 5 362 £ 17
500 5 388 + 69
Mean = S.D.
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Table 15-1. Organ weight per body weight Exp. No. 9933 (115-212)
---Administration pericd---

Sex Doge level No. of Body weight Brain Heart Liver Kidneys
(mg/keg) animalg )] (%) (%) (%) (%)

Male 0 5 307 £ 25 0.658 = 0,073 0.374 £ 0.033 3.378 & 0.124 0.763 % 0.042
20 5 316 + 12 0.656 = 0.035 0.366 = 0,017 3.309 £ 0.106 0.782 % 0.075
100 5 295 + 24 0.6899 * 0.068 0.365 = 0.038 3.455 + 0.187 0.8B46 = 0.049%
500 B 225 & le*¥ 0.874 + 0.056%* 0.392 = 0.039 4.314 = 0.097** 0.889 + 0.022%%

Female 0 5 183 + 11 1.042 + 0.039 0.397 = 0.027 3.225 + 0.117 0.809 = 0.070
20 5 184 £ 11 1,037 £ 0.049 0.389 + 0.025 3.198 £ Q.122 Q.818 = 0.057
100 5 187 + 15 1.018 + 0.071 0.414 + 0.032 3.557 + 0.161* 0.854 £ 0.065
500 3 158 & 4« 1.187 £ 0.066%%* 0.511 * 0,228 4,089 £ 0.382%* 0.943 + 0.115

Mean + S.D.

Significantly different from control group; *: P£0.05 ¥*: P<0.01 (Dunnett)
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Table 15-1. -continued Organ weight per body weight Exp. No. 9933 (115-212)
---Administration period«--

Sex Dose level No. of Spleen Adrenals Testes Ovaries Thymus
(mg/kg) animals (%) (%) (%) (%) (%)
Hale 0 5 0.192 = 0.028 0.016 = 0.003 0.587 £ 0.072 0.184 £ 0.040
20 5 0.186 £ 0.028 0.014 + 0.002 0.926 + 0.117 0.156 = 0.018
100 5 0.188 + 0.014 0.015 = 0.000 0.969 = 0.133 0.176 * 0.052
500 5 0.286 £ 0.073# 0.023 = 0.003#% 1.102 = 0.144 0.173 = 0.041
Female 0 5 0.213 + 0.017 0.030 + 0.002 0.042 + 0.004 0.234 &+ 0.040
20 5 0.196 * 0.024 0.028 * 0.005 0.042 =+ 0,003 0.233 = 0.036
100 5 0.225 * 0.027 0.031 + 0.002 0.046 = 0.008 0.221 + 0.056
500 3 0.296 + 0.044%* 0.035 + 0.010 0.040 = 0.008B 0.214 + 0.029
Mean £ 5.D.

Significantly different from control group; *%: PS0.01 (Dumnett)
Significantly different from control group; #: P<0.05 (Steel)



Table 15-1. -continued Organ weight per body weight Exp. No. 9933 (115-212)
---Administration period---

-6l -

Sex Dosge level No. of Epididymides Mandibular gland
(mg/kg) animals (%) {%)

Male 0 5 0.206 = 0.007 0.160 = 0,011
20 5 0.213 + 0.017 0.158 £ 0.011
100 5 0.214 + 0.029 0.174 + 0.018
500 5 0.209 + 0.033 0.187 + 0.015*

Female 0 5 0.1%6 = 0,007
20 5 0.198 + 0.017
100 5 0.195 + 0.010
500 3 0.202 = 0.009

Mean + S.D.

Significantly different from control group; *: P<0.05 (Dunnett)
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Exp. No. 9933 (115-212)

Table 15-2. Organ weight per body weight
-~-Recovery period---

Sex Dose level No. of Body weight Brain Heart Liver Kidneys

(ng/kg) animals (@ (%) (%) (%) (%)

Male o} 5 354 + 23 0.603 * 0.052 0.345 + 0.023 3.024 + 0.129 0.728 + 0,060
500 5 295 + 44+ 0.736 = 0.110% 0.362 + 0.018 2.996 + 0.108 0.755 + 0.019

Female 0 5 198 £ 12 0.983 * 0.060 0.372 + 0.018 2.855 % 0.091 0.803 + 0.032
500 5 200 £ 21 0.958 = 0.083 0.395 £ 0.014 3.215 + 0.256* 0.804 = 0.054

Mean * S.D.

Significantly different from control group; *: P<0.05 (Dunnett)
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Exp. No. 9933 (115-212)

Table 15-2. -continued Organ weight per body weight
---Recovery period---

Sex Dose level No. of Spleen Adrenals Testes Ovaries Thymus

(mg/kg) animalg (%) (%) (%) (%) (%)

Male 0 5 0.177 £ 0.018 0.014 £ 0.001 0.918 = 0.094 0.128 £ 0.035
500 5 0.225 + 0.025%* 0.016 + 0.002 0.902 + 0,202 0.171 £ 0.027

Female v} 5 0.227 + 0.025 0.030 + 0.003 0.039 + 0.005 0.178 + 0.030
500 5 0.239 £ 0.026 0.033 £ 0.005 0.039 = 0.009 0.196 £ 0.037

Mean * 5.D.

Significantly different from controcl group; *%: PS0.01 (Dunnett)
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Table 15-2. -continued Organ weight per body weight Exp. No. 9933 (115-212)
---Recovery period---

Sex Dose level No. of Epididymides Mandibular gland
(mg/kg) animals (%) (%)
Male 0 5 0.257 = 0.034 0.164 & 0.018
500 5 0.234 = 0.064 0.172 + 0.017
Female 0 5 0.184 = 0.010
500 5 0.193 = 0.019
Mean *+ 8.D.
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Table 16-1. Summary of gross findings Exp. No. 9933 (115-212)
(sacrificed, administration period)

Male animals Female animals
Dose level { mg/kg ) 0 20 100 500 0 20 100 500
No. of animals nec aied 5 5 5 5 5 5 5 3
Organ Fin 5]
CARDIQVASCULAR SYSTEM
heart . hypertrophic 0 0 0 0 0 0 Q 1
nodule 0 0 0 0 0 0 0 1
scarred 0 0 0 0 0 0 Q 1
HEMATOPOIETIC SYSTEM
spleen dark 0 0 0 a3 (0] 0 0 2
white patch/zone 0 0 0 0 0 0 1 1
RESPIRATORY SYSTEM
lung brown patch/zone 0 0 0 0 0 0 0 1
DIGESTIVE SYSTEM
stomach black patch/zone 0 0 0 0 0 1] 1 0
red patch/zone 0 0 0 1 0 0 0 1
white patch/zone 0] 0 o] 3 0 o} 0 0
liver dark (¢] 0 1] 0 0 0 0 1
white patch/zone ¥} 0 0 0 0 0 0 1
URINARY SYSTEM
kidney cyst 0 1 0 0 0 (1] 0 0
dark 0 0 0 1 0 0 1] 0
gcarred 0 0 1 0 0 0 0 0
REPRCDUCTIVE SISTEM
testie small 0 0 0 1 - - - -
prostate gmall 0 0 0 4% - - - -
seminal vesicle
small 0 0 0 4% - - - -
uterus dilated lumen - - - - 0 1 L o]
ENDOCRINE SYSTEM
adrenal gland scarred 0 0 0 1 0 0 0 0

Significantly different fram control group; * : P < 0.05 (Fisher)
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Table 16-2. Summary of gross findings Exp. No. 9933 (115-212)
(dead, administration periocd)

Female animals

Doge level { mg/kg ) 0 20 100 500
No. of animals necropsied 0 0 0 2
Organ Findings

HEMATOPOIETIC SYSTEM
spleen small - - -
thymus atrophic - - -

DIGESTIVE SYSTEM
stoamach autolysis - - -
black patch/zone - - -
small intestine
autolysis - - -
large intestine
autolysis - -
liver autolysis - -

=

LSS S

ENDOCRINE SYSTEM
adrenal gland hypertrophic - - - 2

NERVOUS SYSTEM
brain autolysis - - - 2
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Table 16-3. Summary of gross findings Exp. No. 9933 (115-212)
(sacrificed, recovery pericd)

Male animals Female animals
Dose level { mg/kg ) 0 500 0 500
No. of animals necropsied 5 5 5 5
Organ Findings
RESPIRATORY SYSTEM
lung black patch/zone 0 1 0 0
.DIGESTIVE SYSTEM
stomach nodule 1 0 (1] 0
white patch/zone 1 1 0 0
liver hepatodiaphragmatic nodule 0 (o} 1 0
URIHARY SYSTEM
kidney scarred i e L] 0
white patch/zone 0 0 1 o
REPRODUCIIVE SYSTEM
testis emall 0 1 -
prostate small 0 1 -
geminal vesicle
small 0 1 - -
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Table 17-1. Summary of histological £indings Exp. No. 9933 (115-212)
{sacrificed, administration period)

Sex: Male

Doge level { mg/kg ) 0 20 100 500

No. of animals necropsied 5 5 5 5

No. of animals examined histologically 5 5 5 5

Organ Findings 1 2 3 T i1 2 3T i1 2 3T 1 2 3

CARDIOVASCULAR SYSTEM

heart {5 (5) ( 5) ( 5)
cellular infiltration, mononuclear 0 0 ¢ 0 3 0 0 3 11 0 2 0 1 0

HEMATOPOIETIC SYSTEM

spleen ( 5) ( 5) (5) (5
congestion 00 0 0 0 0 0 0 0 0 0 0 1 0 0 1
deposit, pigment 0 0 0 ¢ 0 0 0 0 0 0 0 0 3 0 0 3
increase, extramedullary hematopoiesis 0 0 00 i 00 1 0 0 0 0 10 0 1

RESPIRATORY SYSTEM

lung { 5) (o) (0} { 5)
accumulation of foamy cells - -
cellular infiltraticn, mixed
oggeous metaplasia
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DIGESTIVE SYSTEM

forestamach (
edema, intraepithelial
hemorrhage
fibrosis
squamous hyperplasia

cecum (
bagophilic change
cellular infiltration, eosinophile
cellular infiltration, mixed
increase in mitosis

colon {
hemorrhage
basophilic change
cellular infiltration, eosinophile
increase in mitosis

rectum {
cellular infiltration, mixed

liver (
eosinophilic change, hepatocyte
microgranuloma
hypertrophy, hepatocyte, centrilcbular
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1: slight 2: moderate  3: marked T: total

{): No. of animals examined microscopically at this site. -: Not applicable.
Significantly different from control group; *: P<0.05 **: p<0.01 (Fisher)
Significantly different from control group; #: p<0.05 ##: P<0.01 (Mann-Whitney)
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Table 17-1. -continued Summary of histological findings
(sacrificed, administration.period)

Exp. No. 9933 (115-212)

Sex: Male

Doge level ( mg/kg } [ 20 100 500

No. of animals necropsaied 5 5 5 5

No. of animals examined histologically 5 5 5 5

Organ Findings 12 3T 12 3T 12 3T 12 3 T

URINARY SYSTEM

kidney ( 5) (1) (1) (5)
basophilic tubule 10 0 1 ¢ 0 0 0 1 0 0 1 ¢c 0 0 O
degeneration, vacuolar, tubule 0 0 0 0O 00 0 O 0 0 0 0 10 0 1
dilatation, tubule o 0 0 O 1 0 0 1 1 0 0 1 g 0 0 0
cellular infiltration, lymphocyte 1 ¢ 0 1 00 0 0 0 0 0 0 0 0 0 0

REPRODUCTIVE SYSTEM

prostate (5 ( 5) ( 5) {5
atrophy g ¢ 0 O 0 0 ¢ O ¢ 0 0 0O 3 0 0 3
callular infiltration,lymphocyte 0 0 0 0 1L 0 0 1 1 0 0 1 1 0 0 1

seminal vesicle ( 5) ( 5) { 5) (5)
atrophy 0 0 o] 0 6 C¢ 0 c 0o 0 0 3 0 4x§

ENDOCRINE SYSTEM

adrenal gland ( 5) ( 5) (5 ( 5)
angiectasis 0 0 0 © 0 0 0 0o 0 0 0 0 1 1 0 2
degeneration, vacuolar 0 0 0 0 0 0 0 0 0 0o 0 0 3 0 0 3
necrosis ¢ 0 0 O 0 0 0 O 0 0 0 O 2 1 0 3
accumilation of macrophage 0 0 0 O 0 0 0 O 0 0 0 © 30 0 3
hypertrophy, cortex c 0 0 0 0 0 0 0 0 6 00 30 0 3

1: slight 2: moderate 3: marked T: total

(): No. of animals examined microscopically at this site. -z Not applicable.

Sigmificantly different from control group; *: P<0.05 {Figher)

Significantly different from control group; #: P<D.05 (Mann-Whitney)
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Table 17-1. -continued Summary of histol

og'.i.cal findings

(sacrificed, administration period)

Sex: Female

Exp. No. 9933 (115-212)

Dose level { mg/kg ) 0 0 100 500
No. of animals necropsied 5 5 5 3
No. of animals examined histologically 5 5 5 3
Organ Findings 1 2 3T 1 2 3 T 1 2 3 T 1 2 3 7T
CARDIOVASCULAR SYSTEM
heart ( 5) 5} 5) 3)
d change 0 0 0 © 0 0 0 O c 0 0o 0 1 0 0 1
cellular infiltration, mononuclear 2 0 0 2 0 0 0 0 0 0 0 O 1 0 0 1
pericarditis 0 0 0 0 O ¢ 0 0 g0 ¢ ¢ @ i1 0 0 1
fibrosis 0 0 0 0 00 0 0 0 0 0 0 0 1 0 1
hypertrophy, myocardium 0 0 0 0 0 0 0 0 0 0 0 O 0 1 0 1
HEMATOPOIETIC SYSTEM
spleen { 5) 5) 5) 3}
congestion c o 0 0 0 0 0 0 00 0 0 3 0 0 3*%
atrophy 0 0 0 0 0 0 0 O o0 0 O 1 0 0 1
deposit, pigment 00 0 0 0 0 0 0 00 0 O 3 0 0 3%
capsulitis 0 0 0 O 0 0 0 O 0 0 0 0 10 0 1
increase, extramedullary hematopoiesis 0 0 0 0 0 0 0 O 0 0 0 0 i 0 0 1
RESPIRATORY SYSTEM
lung ( 5) 0) 0) 3)
accumulation of foamy cells 0 0 0 - - - - - - - - 10 0 1
accumulation of macrophage 10 - = = = - - = 0 0 0 0
DIGESTIVE SYSTEM
forestomach ( 5 5) 5) 3)
: edema 00 0 0 0 0 0D O 0 0 0 O 1 0 0 1
ulcer 0D o 0 0 0 0 0 O 0 0 0 O 1 0 0 1
squamous hyperplasia 00 ¢ 0 0 0 0 O 0 0 0 O 0 1 ¢ 1
glandular stomach ( 5} 5) 5) 3)
edema 0 0 0 0 0 0 0 0 0 0 0 O i 0 0 1
colon (5) 5) 5) 3)
basophilic change 0 0 ¢ O 0 0 0 0 0 0 0 0 10 0 1
hyperplasia, lymphoid tissue 00 0 0 ¢ 0 0 O 0 0 0 0 1 0 0 1
increase in mitosis 0 0 0 0 ¢ 0 0 0 0 0 0 O 2 0 ¢ 2
liver ( 5) 5) 5) 3)
congesgtion 0 0 0 o a 0 0 0 Q o 0 0 1 0 0 1
eosinophilic change, hepatocyte 0 0 0 O ¢ 0 0 ¢ 0 0 0 0 3 0 0 3%}
vacuolation in hepatocyte 4 0 0 4 1 0 0 1 0 0 0 O* 1 0 0 1
microgranuloma 5 0 0 5 5 0 0 5 3 0 0 3 2 0 0 2
hypertrophy, hepatocyte, centrilcbular 0 0 0 0 0 0 0 O 00 0 0 10 0 1
1: slight 2: moderate 3: marked T: total
{): No. of animals examined microscopically at this site. -: Not applicable.
Significantly different from control group; *: P<0.05 (Fisher)
#: p<0.05 (Mann-Whitney)

Significantly different from control group;
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Table 17-1. -continued Summary of histological findings Exp. No. 9933 (115-212)
(sacrificed, administration period)

Sex: Female

Doge level ({ mg/kg ) 0 20 100 500
No. of animals necropsied 5 5 5 3
No. of animals examined histologically 5 5 5 3
Organ Findings 12 3T 12 371 i 2371 12 3T

URINARY SYSTEM
kidney { 5 (0 ( 0) ( 3)

basophilic tubule 2 0 0 2 - - - 6 0 0 0
dilatation, tubule 2 0 0 2 B - - - g 0 0 0
mineralization 10 0 1 - - - - 2 0 90 2
REPRODUCTIVE SYSTEM
uterus (5 (1) (1) (3)
dilatation, lumen 0 0 ¢ 0 1 0 0 1 1 0 0 1 0 0 0 0
ENDOCRINE SYSTEM
adrenal gland {5 { 5) {5 (3
angiectasis 0 0 0 0 0 0 ¢ 0 c 0 0 0 1 1 0 2
degeneration, vacuolar 0 0 0 0 ¢c 0 0 O 0 0 0 0 3 0 0 3%
necrosis 0 0 0 O 0 0 0 0 0 0o 0 0 3 0 0 3+
accumulation of macrophage 0 0 0 0 c 0o 0 0 0 0 0 0 2 0 ¢ 2
hypertrophy, cortex 0 0 0 O 0 0 0 O 0 0 0 O 2 0 0 2
1: slight 2: moderate 3: marked T: total
(): No. of animals examined microscopically at this site. ~: Not applicable.

Sigmificantly different from control group; *: P<0.05 (Fighex)
Significantly different from control group; #: P<0.05 (Mann-Whitney)
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Table 17-2. Summary of histological f£indings
{dead, administration period)

Sex: Female

Exp. No. 9933 (115-212)

Dose level ( mg/kg ) 0 20 100 500
No. of animals necropsied 0 0 0 2
No. of animals examined histolegically 0 0 0 2
Organ Findings 12 3T 12 3 T 1 2 3T 12 3 T
CARDIOVASCULAR SYSTEM
heart 2)
cellular infiltration, mononuclear - = - = - - - = - - - = i 0 0 1
HEMATOPOIETIC SYSTEM
spleen 2)
atrophy - = = - - = - . o = om 2 0 0 2
thymus 2)
atrophy - . - - - - - . - = = 10 0 1
RESPIRATORY SYSTEM
lung 2)
accumulation of foamy cells - = - - - - = = - = - = i 0 0 1
DIGESTIVE SYSTEM
glandular stomach 2)
ulcer - = - - - = = = - - - = 1 0 0 1
mandibular gland 2)
decrease, eosinophilic granule N - = = = - - - = 2 0 0 2
ENDOCRINE SYSTEM
adrenal gland 2)
congestion - - - = - = = = - - - - 10 0 1
degeneration, wvacuolar = . e = - = = = - = - = 10 0 1
necrosis - = s - - = = = - = = = 0 1 0 1
hypertrophy, cortex - = s - - - = = - = = - 1 0 0 1

1l: slight 2: moderate 3: marked T: total
(): No. of animals examined microscopically at this site.

Not applicable.
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Table 17-3. Summary of histological findings
(sacrificed, recovery paricd)

Exp. No. 95833 (115-212)

Sex: Male
Dose level ( ma/kg ) 0 500
No. of animals necropsied 5 5
No. of animals examined histologically 5 5
Organ Findings i 2 3 T 1 2 3T
CARDIOVASCULAR SYSTEM
heart ( 5) ( 5)
necrosis 10 0 1 0 0 0 0
cellular infiltration, mononuclear 2 0 0 2 ¢ 0 0 0
fibrosgis i 0 0 1 ¢ 0 0 o0
HEMATOPOIETIC SYSTEM
spleen (5) { 5)
deposit, pigment ¢ 0 0 0 5 0 0 5%
RESPIRATORY SYSTEM
lung {5 { 5)
accumulation of foamy cells 2 0 0 2 1 0 0 1
cellular infiltration, mixed c o 0 0 i 00 1
DIGESTIVE SYSTEM
glandular stomach (5) ( 5)
ectopic tissue i1 0 0 1 0 0 0 0
epidermal cyst 1 0 0 1 0 0 0 0
jejunum ( 5) { 5)
mineralization i 90 0 1 c 0 0 0
colon ( 5) { 5)
hyperplasia, lynphoid tissue 0 0 0 0 10 0 1
liver ( 5) { 5)
microgranuloma 4 0 0 4 5 0 0 5
URINARY SYSTEM
kidney { 5} { 5)
dilatation, tubule 1 0 0 1 0 0 0 ¢
mineralization 3 0 0 3 1 0 0 1
cellular infiltration,lymphocyte 10 0 1 10 0 1
REPRODUCTIVE SYSTEM
epididymis { 5) { 5)
decrease, aperm 0 o 0 O 1 0 0 1
prostate (5 ( 5)
cellular infiltratiom,lymphocyte 11 0 2 10 0 1
1: slight 2; moderate 3: marked T: total

(}: No. of animals examined microscopically at this site.
Significantly different from cantrol group; *%: P<0.01
Significantly different from control group; ##: P<0.01

-: Not applidable.
(Fisher)
(Mann-Whitney)
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Table 17-3. -continued Summary of histological findings
(sacrificed, recovery pericd)

Exp. No. 9933 (115-212)

Sex: Male

Dose level ( mg/kg ) 0 500

No. of animals necropsied 5 5

No. of animals examined histologically 5 5

Organ Findings 12 37T 12 3T

REPRODUCTIVE SYSTEM

seminal vesicle ( 5) ( 5)
atrophy o 0 0 0 10 0 1

ENDOCRINE SYSTEM

adrenal gland ( 5) ( 5)
angiectasis 0 0 0 0 10 0 1
degeneration, vacuolar 0 0 0 O 3 0 0 3
necrosis 0 0 0 O 0 1 0 1
accumulation of macrophage 0 0 0 0 5 0 0 5*vith
hypertrophy, cortex ¢ 0 0 0 10 0 1

1: slight 2: moderate 3: marked T: toktal

{): No. of animalg examined microscopically at this site.
Significantly different from control group; **: P<0.0L
Significantly different frem control group; ##: P<0.01

-: Not applicable.
(Fisher)
{(Mann-whitney)
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Table 17-3. -continued Summary of histolegical findings
(sacrificed, recovery period)

Sex: Female

Exp. No. 9933 (115-212)

Dose level ( mg/kg ) 0 500

No. of animals necropsied 5 5

No. of animals examined histologically 5 5

Organ Findings i 2 3T 12 3 T

HEMATOPOIETIC SYSTEM

spleen { 5) { 5)
deposit, pigment 00 0 O 4 0 0 4+3

RESPIRATORY SYSTEM

lung { 5) { 5)
accumilation of foamy cells 2 0 0 2 0 0 0 0
osseous metaplasia 2 0 0 2 0 0 0 0O

DIGESTIVE SYSTEM

liver ( 5) { 5}
vacuclaticn in hepatocyte 1 ¢ ¢ 1 0 0 0 0
microgranuloma 5 ¢ 0 5 5 0 0 5
hepatodiaphragmatic nodule 10 0 1 0 0 0 0

VRINARY S¥YSTEM

kidney { 5) { 5)
mineralization 2 0 0 2 0 0 0 0
fibrosis 10 0 1 0 0 0 0

ENDOCRINE SYSTEM

thyroid gland ( 5) { 5)
ultimobranchial remnant c 0o 0 0 i 0 0 1

adrenal gland (5 ( 5}
angiectasis 0 0o 0 O 3 2 0 Stxik
degeneration, vacuolar o 0o 0 0 3 06 0 3
accumulation of macrophage 0 0o 0 O 2 0 0 2

1: slight 2: moderate  3: marked T: total

{(): No. of animals examined microscopically at this site. -: Not applicable,

Significantly different from control group; *; P<0.05 *%; P<0.01 {Fisher)
Significantly different from control group; #: P<0.05 ##: P<0.01 (Mann-Whitney)
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