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€:3 #1]

ysundF LT I vo80EREEORSERRAR (DEI4RMH) 2. #Hito
Sprague-Dawley % (Crj:CD) S v h2AVWTEML 7, 2581, MHE 0 5l
XTHREE) | 200 70 HXT 200 mg/kg & Ui, MEREE AR EL XU 200 ng/ke
RERFHTIR LRI, 20 BX T0 me/ke HREF TR 1B HICRABREMBL o, &%
SEHEK TRICERE L COWBPo—8iIc, 25EREEEI13E L THhR#EZRORE
B FEIREICER L, 3o BEEBBEOMER 581 XU 200 mg/kg BEHOD
HEIES 2 FlT W TR, UBRIOEERBRET > 72, B OHREHRMK TRAFE L.
BEMRKR TRICER Lic BRIBUTORICEHIN S,

1. ECEREE b 200 ng/kg ST, #HTREBSEILENS, #HTRIESE4LH
NoREL ., RSB T ECisiiciy o, BIHEBE TR, #58BL T I
HtiE & H 1365 8 FIMFET L,

2. —REEIZ VT, M DHBRYER S CRECEYE., BZBORE, i, ¥
RRE. RERFFOMRIERN RO o, FRICHREE S NSRS 70 ng/kg LIEOK
BEMTHONI, YV 7anFFUAT I ViR, REMEKERICBUES/ VT FLFY v
OHBEIPHEEANRE I NTE D ARXBRICBEWTA O I—RIREDE LB L UL
DOFEHIZ. REMEOBRESHBIC LS bDOLHEIND, LM L. ZhoOMBERIE
BREMEOHRT L L BITHA L. 2510, REEBFIIRECHRE. K. BHT ook
BRI ohEh - 1

3. BPECHOED | fITIRRBENREOER. LEH D LHEMNED Shich,
EDHOFECEYD.LIBICIR. BBRYEESICL S LEXShIPAOHAET(LIERED SN
Binotz, €DOMOREFHFTR, MKRFAIRELR, MEECFIRESRIC, ECK
ReEEBEEX SNBEEBBDSNIEH -7

4. 200 mg/kg IRSBOMHMETE. KEOFSENEENBEOAEDOTIHEEZTED
/o BEROELNZED SN T0 mg/kg LUITORGHOKESL LOEEARICT,



HEBIRHSNIED -1z, 200 ng/ke BREBOEKEOEHEIL, BEHRIKT% bkl
@A L7-h, EERICIHKE S & L ICENEERNEY S,

5. REHRPKR TG S EERRBME THIC, SMEKKOEMA 200 ng/kyg %
SHOETRS Sicd, HTEIRHoNT. iz BMMKES o idsa o
ot

6. G HRKTRIRE TR, BIBEROHEM 200 ng/kg HE5HOMIET, #T
SIRBEERORDN, 70 me/ke ALORGHRTRD SN, HRBIUVEIBOERIC
X BEBICIE, REEE & bicEEEENRD S,

7. FBREROR/DH 200 ng/kg BESBHOME TED Sn., EERRYIMEA% bE
BLEID -1, FREEBOB/DICOWTIE. FEENFRICL, MRACEORERRIC
bFDOEREEBEMNEHONLBVI EN S, HRITERSIC L BB 280
WINEBEIFICE B HDOMNTOVTRAOI TR - 1,

8. MEEALFHIRE T, SR THOREICEVT, EEY VBED L 200
ng/kg REROHE ST 70 ng/kg LELOBREGHOMT, AN 0 LBED RN
T0 mg/kg LI LOBRSEOMT, TAHY 7+ X7 77 —EiEHDO LR 200 ng/keg
BEHOETRD SN, 200 mg/kg BEFICH T ZMEDORE ) BT ALY
LEEOZELR. IEFBERR LB THEEEZLONBE T &, 200 ng/ky B5H
KBTI, YV - ALYy LRBICHT 2 BBME RS OB N EbN

9. LIEDEERNS, Yo rzanFdF 73 vo8BRBIKEGORSICL 5, HiES v b
ST AEAEBERIT 20 ng/kg THHEHM LI,



€

il
Bad

Ty ronFULT Iy ((ASES  101-83-T) B, Y7 undd/—pP7=y v
RN ELTaREIN. BB TABREOAREE TOMIER S5 NTRS 7 —D8EMIE
HIRHREOR B IEE BN & T AKHENHHE LTHV o N 28R 7 I U Th b, AR
WEIE. FE& : 18131, AEs-0. 'COBRBRTRERERIKAT, #HS13205.8 C. #
REFBEOLODFKEERT LTS, i, BVEKE, BOEIIHT A5l#dEA2E L,
BERICMET 2 LBALREZEI T EARONTVS,

7 I VORGEE, A7 3—-LT I oEEDE UTHRRBEERS V30 - IMEER
EROMENE . AEBYE LT v MEBELZHVIRET. 7 L H ) v a SEHIER
PRI B REERY 2/ L7 FLFH ) D ORIGICHT 2 BIERY 2852 &0
HonTWa, ZO3bB, AT FUFY vORIGIIS B38BERR. 7L FY 0%
BRI T AEREA TR T4 VREAT RO EREMERER~D / VT FLF
Y COBERDALBEBFICLE I EAHASMTE>TED? | BWEE TR AR
PRREBICLABENMERTIEBAOATVWSY , ChooRicESx4E, THF
{LEPEOZLERREE] 0—BE LT, AEBYE DB HMRERORSHEHRRE
ET2IH0. —BREOBEICSVWTHBBEORABEZEML. £/, R
THAKRICE VT, #RRICHT 2R AIRBECER T 2B EIEICRITZ 2 L
& L |

yranFULT I vid. 7y MERICE ) 2AERBT LERORENH SN E TS
DY RFENHIEINIATHWHN TS S 75 2 VEBF by v AoRBIEYE LTHS
he 9753 UBF b U D AREIRLAE b4 TR RSO 7 OAF LT I o
DEHLNTVBES O, ULrl. Ty MRUFFIZLs 53 VB MY o LEREREOR
HELTb, RPBRHBINBD V7 0NFULT I VB BBIZTERVWI &M b,
Vo7andF vl 7 iviRy 73 IVvBEF NI LAICKARBOBERORRE IEZLE
W Sy bRUHFIIBWTid, RS BV GEMCBEE S A LRI, FIBERIGIC
X0, Vv runFULTIUNISIEREERITELDLEXSATVSY,

ST, VY7 onF VLT I V0T v Mokid 3 BEROE SO0 BER
13, 373 mg/kg TH B I ENHSMTIE TV 5,

AL, TMEFEA S 724 - BAFEERVS28ARONEHRSEWRR —-) (F



FIGILE128 5 H. BHRESE 7008, BRHEI1039E. SIEBHEI0UE) BLU ({t¥oE
GLP) (FBFNS9EE 3 AS1H. BREH9S. EREF20 ., SOREESSE., KIS
F11H18H., BEME 2335, G4FERS. 63EEFER2S B) M-~ TEML -
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1. BEYMES L OCREREOTS
HERME L LT, ORI NIVyranFLILT
v (3FK : Ci2HesN. 2F & ¢ 181.31, CASES : 101-83-7. o v r &S .
Rl 0 -0.1°C, BB 255.8°C. MEEEBRHMKAR, BB @ 99. 63wt %) 3. BT
ATHEERT 5, HRYEIIAFR, ZR. BERCTRE LI,

/CHz —CHZ\ /Cﬂz—“CHz\

NH— CH
Ch—M—CH_, o, e

CHs
~CH,—CH,

VyranNFUATIvRI—VIEBIE T, 4,000 14.0 X 40.0 mg/mf D
REICIEBX DI L, RERETHERTRE L, ARK 6 OMLIPIZERE L,
B BHFAMCEWNT, ARBERBRLUANCY Y 7 oNF VT I D3~ VBBRPT
DEEMRBEIT - R GERITEES : C-96-005). T— VlAEDOKBRME I,
.00 205 100 mg/mé DFEEHTOULS L THHRETHS LA ERINTVS
(Appendix 10-1) o F/o. ARABRICHIT 55 IEOHMBRGEICHOVWT, SEHABREERL
FER. REREFOBERMEOSEL. IEBEDI02~113%TH 5B T L8

R/ (Appendix 10-2) o

2. BMBLUETLHE

Ktk 4BTHEALUIERED Sprague-Dawley £ v b (Crj:CD;SPF. BAF v —IVR -
Uoi—@, BEREF 7 —EE) (E1) %29 AMICHD PHEEAEE LK, kil
KREORD SN - 1R EHBRICB L (X2) . B3, £EEHEESE
UT. @24, 0~24.6°C, HEE46~63%. BKEEH15E],Hfel. FRBAI2EER (7 ~198F

G HBMAME : 199%6F11H208

AN B OUL % ;AT M 430C

AmmBEE : #; T72.1~8L2g (PG5 1710
, i 67.1~74.2 g (F45 70.38)
(E2) & 5 B th A 19964115 29

REALIF AR E H; 151.4~169.2 g

i ; 129.9~149.6 g



AT SN AEER T, SBBSHR — Y (220%270% 190 m) 12 1 PLFoUY
AL, EREE (B2, BAZ L7HE) SOk EHiKEEEK) £EICE
WS¢ THT LI, B, A LR L O8Rukic i, R KE R4 a0z
A SN BREMORE B WD 72, EBYOENCE L FE2RAWT—EO Rk
BRRESL. $7o. BROLICEORK S5 AVCRBIEES. #. BBL0HME
SELRALTHBY — Vb, BEBNOmNE L.

3. BBLUBSY |

BRERII. ARRMBANCERB LY Vv 70 F T I vOF5 v Mk 528ABK
ERORSBUFRO/-DOTFHAER (RBHEES : (-96-0050 ) OBELBEIILT
RE LT, BB, BH#AE (7 — 5 X—X: Material safety data sheets- OHS/199641
1k B) DR, AREBMEORERSIC L 350%BOER. 3713 ne/ke Th 7 &b
5. ARBRTHEAT 2 O LE—BEO Sprague-Dawley RiET v M, V¥ 7oy
VT 3@ 0. 500 1000 250 7 STNC 500 mg/kg 2 1 B 1B 7 BREESRIEROKRS
THFHRAREER L2 ZDORR. 500 ng/kg 25 L71c5 v b5 HI2HF 250 ng/ke
G5 LT v b5 FIp 4D | BEOKRSHRINICET L, ChoDHBREKRES
A AEEYIM SN, —F. 100 mg/kg ZHGFINKLT v MTBOTIHEE, —KRIRKE,
HRFREFCMoBHE(LRIBDSNED 1o COBRM G, AFBICE Y 2R EHE
i3 100 25 250 mg/kg DEBHATHRET 2 EPHENTH S &ML, F—Bmoik>
v &S FHTHERYE D 150 735N 200 mg/kg % T HEREG L THERET -7, £D
¥R, 200 mg/kg EE LeBMcB VTS Fild ] fISREARM Sh, —BAREBOH
EicEWTHEY, RREOERLVA S0, DUEOEREI G, ARBORESHRERICIE
200 mg/kg DSBEY)TH B LW L. PTAHMH I TRL, RS TICBRHERIZE 70 B&
U 20 mg/kg ZHRE L7,

B, FTHRERBILOARENE. AR L FHEFTTORIDES DS
WHDMSIBILE TICIZIF 7o, SO, HIPLEREIRL. {ELEEHA K1 -
A 528 E RO R SBURGE — | it -> TRIPET O B GENRERY) &
L. BT 7 A5 6 P8R U CRE MR TRICHIR L. fESROREEBFEIRE
1758y (MEEAREREEY) & Ui, W bIREHEHTIE OREICE S W TEHRER|
BLEEARMMERIC LD, BT Ui, BBOLBSIUH#MES ZLUTITR LI,

U, PR e e e e - B R



BEERESY

L (BmES)
i i

BRRXIBREE (30— ) 10 (1~10) 10 (31~40)
Fyrunkuiy 20 mg/ke fR5EF (4.00 me/mé) 5 (11~15) 5 (41~45)
Py9anEATy 70 mg/ke 1RSEE (14.0 mg/mb) 5 (16~20) 5 (46~50)
IY9NFVATIY 200 mg/ke RSB (40.0 mg/mf) 10 21~30) 10 (51~60)

#H (R5HORE

TER R B
L (EYES)
B RERORED
i3 1
R (20— ) 3 (61~63) 3 (67~69)

//70«#/)[:7 v 200 mg/kg 58 (40.0 mg/mb) 3 (64~66) 3 (70~72)

4, Be5FE

RS (LBERA A RS54 2 TRIIEE AV 2288 MORERSSHRBR <L
ROHEE L,

51X, 1A 1E, 288, BH 9:00~12:00 OB, 5 v NABEEREVTHRE
BCFFV, BRI, e b Sml/ke & LT, BREHICRLEVIFEETAEIN
phE A B UTERCEN U, 5. BEREBYICHEV T, ML HIRSHIRK
THIZAZELTWAEMO S b, BRMBEOR 5 #lH XU 200 ng/ke BE5EOD
& 2P AR EMME TR, 4ARORIERRICH VW,

5. REEH

1) —fiREEDEIE

FEYEE L CEERRPMEAE U T, 88, EUAOEREFAN/IEN EFEALE
KOWT, —fHREE RSP REE. RENBIUREH®O 2EBE L. £/, &
BYERSBEOEEIZOWT, ZNThEBTr —Uh oBMERO LT, ZOTEEF
AU TEBE L, COTEEIRE. 200 ng/kg REHOLEFEAD2FICO>VWTIE, &5
1., 8. 15, 2L U28AM S NICEIEE 7T HiZ. 70 ng/kg BEFHOLHICH>W\WT
2. 200 mg/kg BEHOBETRENEDONALELREFE R 150 228 L U28HIC, 20



ng/kg EBOLPNT>VTIE, 70 ng/kg HEBTREEIBH ONLBRTHI, 225
LUBHICEM U, THEEL. BULEES — VNIV ZRETHRES, 5%, §
BB X OBERTY. R, AR, 95 LUCREFROEES X UBREIOLWTEEL.
ROTEMEREr — O oI HTBIC, B 3RIG, REBLUOREEBEEL
2o X5IT. BMEEEL LIZBLTHSE, HIRER. $HITRIE, mEOREIRES S
IR OB AT - 12 |

2) hEBIUHBRERDHIE

HEHEBRESYICBVWTIR, REMFGER, RESHBENLRE5E 4 H, 52 LR
SHfE L O EEARIE I EFALFICOWT L 8IC 2 BIOSE TREEAE L.
HE5HES 2 VW 3EERARBER TEELUCHRBICOEEOMEET» 12, /. 85
BARSETIRIVEEIEEIC. B 2 LSO REMR G L VEERBRETR. AEFILFIC
DWT 1EIC 1 B0 T 1 BY/ D DIRERDRAIE T » 7o, MERERNETIZEL
TR BREBEBRTT 5 0FEREPN LB LBIRTHREAEZIT 720, T— 7 3%
Ef M ORAS AR Al

3) &
BEREHMCEVT, HESHMARTE RE5H268) <, FESEEL ST 70
ng/kg DT OHBMARSH TR, BHEL SBHNBESOFE VA SS5FIEERL. T
200 mg/kg PESHTRREA T TEFEL TOICEES 4 fE. ¥2485MR8 Y — VWS
LT L, UTORBII>WTRE L, £/, BIEABRHEKRTE (EHEEI2H) I
BEHERERR IR Lc2fl%, BRiCRE L, 36, o, #il. &8, ¥E. 7 b &,
EYLEY, 9oty /= FrBIURBEOREICI. BMERBy —JCRELTIH A
ErLANICERBE R AV £ OOIAR I3F24BFEIDER TIT - 72,



17 = , RMEEBLVHEBREE - B &

IRE HE R REBZHETKRT)
w3, BEE R2 —
HE BRE K (AE200)

7V EYLEY, REME 25 200 O mLE)
voby ) =4y
il R g 2470 €

+ Y LEE .
}4¢y%@m & BB EARE ST SEBEAS (ALT)

pH. #ill, EHA. ¥ }

7Y o LBE
SERBEE

4) MERFEIRE

FEERESIICB VT, 5K TE S LUEERBHABK THOHRIELSE, £
B8 S4B R X OB, Ry MULE Y — VR T CIEEEARIK K DEDTA
2K 2HEERE LTRIN L, UTOEBIC>WTRE LK, KB, Pobor Ui
MB X UFERBS o v R 75 2F VERBOREICIE. 7ZUBF Y U a2 fikER &
UTEER L /o Z VW oo

1 H #MooE & & A B &
FRIMBREL (RBC) HE (BRUEHHER)

B ¥k (WBC) 7o) Coulter Counter
MmeéEE (Hb) BE (RLEE) Model S-PLUS IV
SERFRINBRERE (MCV) » (BXUEHE) (a-Wg-2b) hazh 2D
Il )MREL 7 (B

N2 b7 )y ME (HY) B (RBCXMCYX0. 001)

ERmekmezE (MCH) 77 (Hhx 1000~ RBC)

iRk MERREE (MCHC)  ~ (HbXx100,7Ht) )

HMmER 5 RE (BIRMBHAZER, CEEBANEE
Wright-Giemsa Z:f&)

BRI MMER R Brecher & »”
o brorEUER (PD SeEELR CA-3000 CREREEFHET)

TEHEERSY YovAT7AF /B E] (APTT) FEBELRR Hik

5) MRELFEFIRE
BEEBREESMICE VT, FROMEFYRED /- DORMICT EHiE, N/ VU &ZH
BEHE LTRIL, 2N FhlfEE298 L TUTOHEBIZ DLW TREZIT- 70



18 S| A E &’ B oA # &

REORE B Ly bk

TINT I VRE BCG &

oL 7 o—/LBE COD » DAOSH:

7T RORERE haH-¥ - G6PDH

FREZEFRIRE (BUN) 9b7-¥ - GL. DH %

IVTFBE Jaffé % (Rate)

TWRY 74779 -¥iEHE (ALP) M5 by o) R R E ik BLARAES
GOT 7tk SSCCHE , HEATEE
GPT &M SSCCik ‘ COBAS- FARA
LDH &t Wroblewski-La Due % (2 a4t)
y - GTP 7 v IS IN-3-IEY-4-Zho7 o) PR

M) PR GPO * DADSIX:

R Y B (Inorg. phos) €Y 77 VRREHHE

YPLAN I3 OCPCH g

A/G i —

F UYL

7 ) O LR b s & EBRARE TR
R BAOS (ART)

6) REFHRA

EEREYICBV TR, EREORMICF #E &, LBEICC U THESRZ VI L TR
MERLI0E, BEBLCHBONBHEERET -, £/, 2EHOMK. TR, B
B, BB, BRI CIIBOERAEETV. ERTEREIRAOKETHRLT, 21
FhoEMEREER L, X510, K. B, TEE, BEK ~—7 -1 BRR (&
BAMEAED) . BN (ETREESC) « L. F. FE. BE. MR, B8, 5. +
Zieis. e, BB, 5. Bl BREGIE, B, AR, HE. B8 KR
B . ABEE. BRE (T BIURERICOVWTE, 0.1 M U YBREHR0% R
< Vi (R 7.2) TEELR. 205, BSHMETHIREMOBESREL 5
iz 200 mg/kg BEHOLFITOVT, B, LR, FFE. BB, R, 3%, LFmE
BIURSHRR THIRICBD 2REERNEOER. BRVHERSICI 5HENEED
NI S NS T &'/ 85 7 4 A%, BTN PRV v - A DR
EEAELERI L REABFIRELER L. $io. RTRCHORKRIBMSLNIRED
S 200 ng/kg BEBOEO | FITLEHLLHOBEENRD SN I Lo, RPRE
fild & U SR TS © N B ABRIARNE TR SR L 12 D 2510 LR ORE
HEFHIRES TN L. REHE bEMICRERBENICORE L, —F. #RER
SEMD S B, RSHIRR TEICER L CWO i Bt o i 2 41, 1 3. 200 me/kg
BEROMIES 1 Hli3, REHEE T, XY MLV E S — VR T TRBIREESAT K



D. 0.1 MY UEERBELISY LY —ILTITFE F2%/ 35k IVALTILTFE FEER CE
REEL. M. Flib L UOREHEO—RBE BRI ICEE L, RIBHBENICRE L
720

6. HEEHALER

fhE., EER. KRE CEFBREEZRC) |« MEFHIRE. MERELENRER ST
CREERTEOALEIISVWT, BECLICHBLVIEREZRERDI, . 1H
DOEFYIEAN 3 FILIEOBIBESBE L) I L LD 28413, BartlettoFEIC L S
AEO—BUEORE HEAKE : 52%) 2TV 2VT, SO —RIBERI. —TiE
RO/ ETH, B8 (FBKEE : 5%) O Dunnett &H 5\ Scheffe DAHE
TEERBRET 720 —FH. ARB—BETHEWVIBE R Kruskal-Wallis OMEMREZETT
W, BE (BEKEE: 5%) ¢HNIT Dunnett BH B3 Scheffe MDA ETEEHE
Efrofze 50, REBMGHEICOWTI, 7L — Fait L727—# i3 Mann-Whitney
OUREICED. /. BHES L — FOAFER. FisherOEEBROFHIREICLD.
AENBR L SERYERESHEOEOEERELE T (HFEKE : 5%) ,
200 mg/kg IREROUEHED., LEBRELZRCIRRE., MERFHRED L OIMgEE LSRN
REER, FEERENEET S CCEEPERETOKEL L ORERIZ, WTh HHAIEH 2
FITH > 1o e DPIGED A %KD, BERTTOE - o,



(% ®]

1. —HKEE (Table 1-1 ~1-10, Appendix 1-1~1-87)

AAEREY © 200 mg/ke REBOHETRIESEIBEN S, HTRIBREE 4 BH OHELH
HU., #EHEART £ TIZ&10Fd 6 FIATET Uic, —MKEEICEWTH T, s
B THEBN O VIR OSSN | fITED o0, AREREOED SNEVELTH
o7, WRHEEDY T0 ng/ke VAL DRGEOME T, ¥ 70 ng/kg LI LDRGEH ML S
T 200 mg/kg FREBOMET, 51T, BZBORE, BREFOKTH 50 I3HD, R
BHEE, BFRAY. BHEOFLBXUHEDN 200 ng/kg REHOME T, ZREN
200 mg/kg R EHDET, RE. YEEH IR 200 ng/kg {EHOMTRAD SN
Too HEDEEMBETA SNBSS o NS HiR ORI BYIRIE T % TEEE§.
D 200 ng/kg PEBTRD SHABEDERIEESE 6 B THIE LA, 51
iz A oic 2 ODER VIR b, [EHERBHRPICIIEZD Shlih - 7,

BMOTENCBT 2 REDKR. MED 70 ng/kg RS EHOME TG HISA OB
NS, 200 mg/kg IXFREDHENE TIHREE 8 HOBEL O 4 S, BEH22B L U28HIC
(& 70 mg/kg VL EORSEOIfHE LI TR o, i, B8 200 ng/kg BEH
DHEETIREE B HOBEI LB O, TORD, EEVPI T X DEOEROR
BRONICRERAD 200 ng/kg REBFOHE T, BED 200 ng/kg REBOMIET
FhFhERIniz, BRES, BRVBIURETE. HE. REFPR, By 3
UG, iR, BEREEL. BTRE, MRORRREICE, BRLTHIEYZRE, £F
R SNED =T,

PERBRRETEIY : 200 mg/kg BEHDOHEIFIDS b, HEFIHTONIBRICEL
BIBFET Lic, EBEDHETII 3 Bl 2 FIAR GBI Lic, —BIREBICBEWTHT
i 200 mg/kg G HTHME., B8R, ZHORE, HREPHOBETH 5V 3ED. #hE
DOERE JOHENA SH. TREIRHEROETED oNEROM, R, KRB X
UIENA LN,

BYOTEICMT 2RETIR. KEA 200 ng/kg BESBROBKETHRSES A, HT
BRESISANOA LN, BENHECIREE S SLULBOBE T, HTIIESES. 15
BLUBHOBETTNZNED SN, Fi. BTREBORES LUREREIES
ERAOHETED ON, BRER., VB L REITE. K. ZEFR, #iaic



ARG, iR, SHREI. SITREE. TR ORERES & RILOKEI 13, 5L
TWAEMERE, REIBEDONEI -T2,

2. &= (Fig. 1-1, 1-2, Table 2-1, 2-2, Appendix 2-1~2-4)

#EHEE. 200 ng/kg BEHOMIET I, FEOFIEENEENREOEEOFEE
ZTRED ., BTRIESE 8 B oREMRHK TRHIR & THRINC, TIR5%84. 25
BLU2BAIC, ENZTNEEMBEICLE L TERENED S, KEOTFHER, B
EELEEHMKE TR LR L TEREEZTR LI 70 ng/kg LITORSBOFEICRE
AR £:2 X8 g RATATCY fold

3. |eEE (Fig. 2, Table 3-1. 3-2, Appendix 3-1~3-4)

BEROE/DLHN 200 ng/kg BEHOMETED S/, BEBOBLVRIETRES
B8 HUM., REHMETELTA O, BREBLHICRFEENZD SN, HBTRES
H22HDAEICBVWTDAHEDNA o, BIFHEBRREFORMEE I & HE1EE 8
BicRBEEEARIZR Lz, 70 ng/kg DTO#REBHOFEEBEHBICIE/LIED SO
Mot

4. FRMZE (Table 4-1~4-8, Appendix 4-1~4-20)
BESREZAUEREICEVT, s LRGSR TR S i oE BRI A%
THOWTNORAFEREIZ S, BA. ¥ b, EVILEYBLEYa ) /=45 Ui
HE BB L B0 D, RibEhIC LR E - SERIBERINLFbH -1,
HOREHBERTHOREIR BT, REA ) U LBEDETH 20 XU 200 ng/ke
BERT, FPY D LR SCIEREBEDE TR 200 ng/kg BE5HTED SRhIH.
o DEIZVT N SEETREICHE L TRENENMIE N 10l LTk BENTH
D, INODOBREDUMOR I RIC(IEEBE & i L TEEED SN -
f2o ZOMOREHEIC I, BIEGRE L SRYERSHE -OMICERED S T,

5. MEFEYIRRZE (Table 5-1~5-4, Appendix 5-1~5-12)

REHERTEROREBICEWT., ETITEERMKMEREES S OIS ESFRMEKI
FROBEMAS 70 ng/kg HWEETRD SN, FMBREEL ST~ b7 Y » MMEICI



ZABA LW EhG, BROGEEHET LI, —F., HTROYEMIFRERESH
DEERETH SV L/ SERESROGERL LR 10 ng/kg F58T. HIMMKO®
s 200 mg/kg |EHFHTRD LN,

EEHBR R TRHRORETIE. OMKEOBEMA 200 ng/kg HE5EHOMTED S
itz

6. MERE(FIIRE (Table 6-1~6-4, Appendix 6-1~6-12)

BREHER THROREICEVWT, MR Y 7Y €5 (4 FEEOFEL LR 70 ng/ke
BEHOMET, BEZY VBED LA 200 ng/kg BE5HOEB LT 70 mg/kg LA ED
BRSBHOMET, LT LBEDO LN 70 ng/kg LLELOEREGHOEET, + ) 7 ABE
D EFEH 70 ng/kg L LOBRESHOBT, 4 )T LBED LRS 200 ng/kg REEHO
T, ERBEEDO LAM 20 ng/keg REHOBET, TLVAHV 7+ R 774 —EEHOLR
A 200 mg/kg EBHOHETRD LN,

EHELABRARE THOREICEWTIER. M7 )54 FRBEOIE TR S TICEEY ~
BEDERD 200 mg/kg HREHOHMTEY Sh, TOMORBIABICIE. EiESR
B EEBRYERSBROMICZIED oM -1,

T. REFNBRA

1) 3E=HER (Table T-1~T7-8, Appendix 7-1~T7-12)

FES THIREICB VT, BITOENERD JUHENEROEMNA 200 ng/ke
BEREOHE T, HFBROBYMERORB/DMN 200 ng/kg HEHOMEE T, Fi. HYE
BOE/LH 200 ng/kg HSHOMHE T, HMNEROMMAY 200 ng/kg HREFHOM T, IR
D} E RS o ITHNEEDEDA 70 ng/kg LU LOREFTED SNz 200 mg/keg
BEEICBOVTIE, S bEHRGE TREEMINHEHI D o T /oicd, BREIY
DK S I BB OENERIIEM L 20, HNERICRE(LRZA SN h -7,

EIESERRAE THIHRICHE VT, 200 ng/kg {5 TR, BIBFOHENERS S U
BEROBMAOHET. FROEHTEEORDOIHET, ROENEROBOITENE
nED LNz, Fioo EHERBRRE T b AEEIMNE AR L7725, lb X UBEOE
WEROBMAME T, ERELUBOHGEROEMAE TR SN, BUER
WKIRERRA ORI - T,

h et — e —— e e e = C o a e et e e . L - e e Attt o



2) #IEr R (Table 8-1~8-6, Appendix 8-1~8-6)

() BPFECHOHBRFE

200 mg/kg HEHOMES S PO HITEV TR, SROKR., RIROKES. RO
R & /o IR G, BROKRBIL STIRHEDS 2WIIOETLAMOKREDERS 5
WIRETEIRES oz, WINBERELB B3R EDOFELWELLTIZEL ., Z0M0EE
ICHF LWELRBD SN -7,

Q) BB TROIKRR

BEARE TRV TR, MoREEE LIREER. MokEiER, BEo
Ry AFROREIRR, FROMBEEE . NHOBBANHA IO, HEDOFRAH 200
mg/kg 1S HOMER 1 FIT. FIKOEBRIERIBHOED | FlcEhehB@Honic
A, HEOBERER WThoFRIC L, ABREFHRRD W 06, BBRME
BEICLBEEZ SNBHONREITIRIZWE M L7,

(3) EMEEBHEE THOHIRETR

EHERBHEK THROHRICBVL TR, THY v HOEX. MOBESE /(3R EHE
B, FRBOKEHER. ERAREOCREOREN S CITEORBIERANRD SN,
WFNOFRAELEIBEO S v ML ZBEDRHDONBIFRTH B Z 6. HERMERS
KL BEEZOCNBIEOORE(LTIIIIN & T U A,

3) IR E (Table 9-1~9-5, Appendix 9-1~9-5)

(1) RPFTHIOREHBEFRIFRR

200 mg/kg HBESFOARPHTHOKREMABFIREDORER., LEE O LHEENHED 1
flc@Ewonse (Photo. 1), HOHD 1 Filic b T BELLHEMHED Shicb,
BEAONIBELSTCAHDOEATHE I Lh o, BERBENIEIILLEL SN,
Z DOFRDIFETFNT D BOEZED Sl -7, TN, R TIZFIREHEE
DigHi{t. R TREAEMPEEaFLE. BETRIKEOHERMRME L S ITH
ErBEDohl, BRHEDT v P THENEGRIEDONIETH D, HBRYERS
KL BREELIEZEZ NN T

HNERAYRZESS & U CORIBESFBREEZEB LM TR, 2D 3 126, Mo 2
FITH L. 20D LIED 2 | TIRIAKMIADOERESH O O 1 fITIKENED LN
oo CORM BROHIN. KEOBEENZTNENED 1 Flicsoni, . HFREISV



A BRRICIIREBABECREIRD LN » 1o, BIBR SUICHO TEES LU
RS b RBIEA SN -7,

(2) &SRR T IR R BB AT B

RESBES TRREICE T 2R REE S 200 mg/kg HREHOLEICEBVTIE.
FFiB T PR E B o5 Hi{b A mWEL O MO 26T, BB TRMAEMI HEOMED L
picAh o, HOTMB2HIERBRLENED ON/, T2, BRTIE. HOBEESTR
B 5 Hefl. #o 200 ng/kg REED 2460 1 Fl. HOBEESEED 5 Fd 3 H).
D 200 mg/kg 5D 2 Fh | FITHREDIFHERERMEHERD S, eosinophilic
body M HEOHEEITEED b Fldh 3 FIT. HENHEOBENEEDCS fih 1 flTcThe
hA ohvieds, WTFNORBEEFENIR RIS b2 ORIFE I EETEE L 200 ng/ke
BREHOMTHEZRIBAD SN, -1,

B AR O CIC BRI 13, EERETY. HERERIBMOLTHL., WEE
BFHNERIIRD S > 7

BB E VTR E OB EA OB IRED | fLcBp bhicDBTH -1, HD
TR S IR IREBEEENLRE IEBD o NI h - o,

AP BIOBED | FUTLEELED S S, HRRID LR R AIC R
L7edd, BRRELEZ 5053 T BERTOHEES, AE I 1 Fl. 70 ng/ke
BB 3BlH SN DB TH o7,

Foft. HEFETEDSNIMHOEESEAAREEERZIENTH Y. ARFRTE
mDILENA S NIFITIR, REBHEBFHREORR. BROWENHRS NI LAICE
BB OISR RENRD o DA TH - 1o FFHOKERRORD o /-fITIE.
REHESFIREORR. U EARD oNi, i, HBOMREEE OF| T3 HimS
S I PR A BE DR ALAY. SRR OB EUS OF T REEKOHMARRI Wz, 7o, i
ORI EHEEOMD 1 FlTRD O, REARFAIREOER., BETH S
ZehHREN,

(3) EHEHERGIRHA TR OREHEBENAR

REFCFIDED | FlT OB S S i cwd, BERBRYME THHCB VT bES
B0 OB RER I RET L 7ot RERS SN -7z, BIEFTRICEV THFEO
IEARRD D SN BT, SRS SN DA TH > oo Fo, ROBESEE I
RS, WFnbHoBMTHY ., THY v/ EHOEAR. BEMAROBIER TS -



e EBE R BB OO | fITRE SN, WThoBR b EEE
D3y MNERBTAHATHI 0o, BBRYEERSL AT TRITVE M LI,



(= ]

DyionNFUAT IO 20 . 08K 200 ng/kg . BEHED Sprague-Dawley
% (Crj:Ch) S v biz1 B 1E. BAMIICOhR » TRIERO®RE L,

ZORR. —BREICBWT, Bl SEBRYMERSE THRECEY, KHORE, %
B, PFREE, RERAZOBBERGAD SN, FiC 70 mg/ks VL EOBEROKEHED
Z < OBITCHREDL A 571, 200 ng/kg BEFHICHIF ERBEK LB 720 F72. BB
NSRS 200 mg/kg EBFICSVTREHFITRD SN, Y7o F LT
IV Ty MEBO/ VT FLFU UERIGFED, 720 b5 3 vick BlEICRERT
HIEMBRESNTVWAY, i, BULK, v MEBEERHWLERT, /L7 FLH+Y
VICEBNMEERTAILHSMONTVEE Y, JIUTNLFY vickb5y MEED
RECHT By Yoy ank VAT I VL BREFRE. Lol ik ) MEEED
JNVT KLY UEEBIELLMFIINEIENS, Ih M UBRERICL B2 ENEAS
MSIE-TWVWBY , Fhe, BSEBEOY Y 70AF VT 3 U CIE. RREMSREEIC X 50
BENSRENEEZTR T L bAONTVWAY , Tbb, AHRRICEWTED S —%
REQOEL SVECOFRRIZEI, Pv 7oty T7 I itk / V7 KL+ y
DORBMERR~NOBROAABEFICL S, KEHGEHEERAICLZ bOLEERINS,
REZENRRICEV TR, N, Tt CLBHEICIIREENELRBY SHT. HD
ELFD ) BILEEOCHEENRD Sh L FIEBRE. 3R S IR EEERED
B HBMEERS I L ARELTROEAELIBO SN h -1,

FREREIIBWTI, BENREZEUSEEEHIIBVT, Bl s SRR TARL S
QI CHERBRPER TEOWTNORERHIC L, BEE. 7 Uk EYVILEYBXUY
ey ) =B E RGN L R ARINED o, CHNOOREESIFRTICE
WA 2 FRIC TBIF(LPMHOR2/RER) O—-RE LTThnl {RBROBHE
REZORSHEERBRO I b, REREZRL SHROMBEOBME L HET 5 & (RE.
BE) . BB URBHORITEE L S ICEEICRENED SNV LS. BB
MERSOEBRITVHO LU, £, RIEETICS SN/ M S ik
EEIVWTHhHT v MCBWTEEBREINS HOEINDTH -7



MEFHREICB VTR, #THOERFPREILOFRREBET LRSI L 38kES
HOBEES LERH 10 ng/kg BEBETH LN, £, BMEMOREMA 200 ng/kg £
5ﬁ® H SRR TS S IS EERBRBIER TIROREATRD OGN, TDHI B, &
ﬁﬁﬂ¢&§ﬁ&mgouu/nwﬁﬁm@£mm\mﬁmﬁﬁ@%wenuwﬁmfb
BIEMD, BWBMERSICEBETRIVE KM L, EEABKTHEOD 200 mg/kg
BEBRoQmMREL. Sicl~r 3RO MREZRORSETHRBRICB Y 2. OFER
BRI TROIMBKE & R LR (RE, Wik  EFEDFHENTH 5 LHlfrshic,
—%. BESHEKT RO BMBRKOEMIZECIREBD SRRV L, #ick\WTHEaMmik
BALICRERBLNENI 05, HBRYMERSICLZHETH S 06EMEIIENEE
Zbhsb,

REHBRTROREICEWVWT, MHERBED LR 20 ng/kg REHOET,
FRVTLBEOERN T0 ng/kg Lo GHOE T, W) T LEBED LAN
200 mg/kg BEHOMETED SN, o, RREICBVWTIESHRLE THORECE
WT, IR A YO LBEMN 20 BXTD 200 ng/kg REFHOMTHET L, 251
200 mg/kg REHTIX > MY T LR S UIERBENESHENBEHICHE L TET LA, &
NoDIENG, Dy rand LT I yEFICL Bk, ERERBICHT 5EENED
nied, ThoDEE. WINLIEEEOCHANDOZELLTH S LYl Lz, 3185,
MEEREOREREE., YHAEFCFVWTAE2E/RI. THELEDED

BEOD 3 RROBFENREFC BT FRREDEHBOSKE (15614

R T

#) =ZEB -1, £:4, +:10, +:0
MK —:10, *:4, +:1
YL EYy —-:15 =*£:0
voby =4y + : 15 +:0

() &EH —:13, x:0, +:1 Moot
bR —:15, +*:0, +:0
EVILEy —:14, *:1

 maEy -y 13 ¥2

EE AR AR T

() E-G —:0, X£:4, +:11, +:0
bk —:6, =+:85, 1 4,
EYILE Y —: 15 +:0
oty -4 + ¢ 14, +:1

(H) =ZEH —:14, *:1, +:0 0
bk —-:15 x:0, +:90
EYILE Y — : 15, *:0
yaby =4 X : 15, +:0



REWMGRER] O—RE LTUThh/: 3ERD. BEMRERORSEEARICE T 3
HBRELHEE TROBEEIBBEORBKRELET A& (M) . SRIOREZIIERNL

bOTHDEHMINIT &G, KEBLIUBMERAICIIEBRMERSIC L 28I
BHoNTWbDEEZ SN

MBEECFHEE TERESHER TROREICBV TR 50, BB VEBED ERN
200 mg/kg REHOEL LU 10 ng/kg DL LOHSEOBT, ALy 7 LBED AN
70 mg/kg I EOBREBOM T, TAAY 7+ A7 7 7 —CiEHO LBA 200 ng/kg &5
HOMTRED O, £/, OEABRIEKTROREICEWTH, HTIHERY) VBE
DERDPBHONBEI LMD, DV 7anF T I 51X 3Y) v ALy LRH
XY BB REDN, T0 ng/kg BREBOMICE T 2Z (LI, Kicl~7 3HERI
B 2R SPRKR THOBENREORELER S HEL T, EXRVEHEXNE DD,
200 mg/kg BEFICHT BEE. TIUHY) T+ R T 7§ —¥ERHEZBRVWT, WTFhHIE
BEHETER L TLEELTVALEIIhEI &N, Dy 7anF:F T ivo 200
mg/kg ORE/REICLD, Yy - ALY ARBISHT ARBIEETEHDEEZ SN
7o (RE. BE) o Vv ANy ARBIBEORED | »& LT, oz by
» VBEOETIEE LW S A bBbh 3,

HEER TR, BEHMKRTRIRFICEV T, AIBEEROENL SUTRFREERDOR
LAY 200 mg/kg BEEHOMET. NREROB/PHY 70 ng/kg L LOBREHTED S
Nice R MVRICENRRTFENSILF 3 b o B UiBEF (CRF) Agigdsh. R
RTH - TRA-HRRICBITB IR oV VEBEORBTMIZEIINBEZ EICK
b, AHEBRIIEAANRZZZEIASNTNET ¥, ARRICBEVWTIR, BIEBX U

CHES SRR T RE)
[ESMMEREL : 100/mm®, VB (-7 MyIfl) 1270 : T4£15,
n-ZhORAEVANEVERTROL 2 5210,
d- 73)-1-173V b vBRFMI9A - 44+20]
(MBS BRRARIH T E)
[ MmERER ; 100/mm®, ) /BRMAQ-TMyIF) A7) : 72220,
m-Z POV E AR VERFHY9L 2 521 8,
(zéi T3-1-+79 byt B ML - TH124]
(fs Y7 ABEE - mBe/ £ U/BRMAQ-TMYIF 1AL « 144.0 % 0.5,
m-= bR e ANE BRI ¢ 144.3 £ 0.9, 4-73)-1-F79buans EEFb9A - 144.0 £ 0.4]

(MnHEEEEE : wfq/ 2. V/ERMAQ-TMyrfl) 227 : 106.8 = 0.8
n-ZhoRyE AL B MIOL ¢ 106.4 £ 1.6, 4-T3)-1-F24bualkv@grhoL ¢ 1055 = 0.4]

(HE)
(Mnsh ) o LB mBq/ 2 Y

v (2-THFY1FMIATN @ 4. 44 + 0. 36,
m-2 bR AR R L 0 352

e hz
+ 0.15, 4-T3/-1-F79VaMb @EFhoA ¢ 3.84 + 0.24 ]



REBICF LAV A SN 200 ng/kg BFH TR, RO LEOFISTRTENHE L,
FREEEENERITENMDDOR PV ALPRREINLLDEEISNE I EM D, AR
BRICHIT2EIE R SCICIBEROELICIE. BELWEROBBEARBRIZL DI XX
iz CRF SIHEIMIC X 2 EEBARATOSHEERNEL SNE, WFRICLTH, |
ERRUMR TRARGICEVTIE, B 200 ng/kg HEHOBIBEROEM LD
70 mg/kg REBHOWREROBD BEEMERICH D . PR S FICEIBERICNT S
HBICIIBRERT L ELICEETAERNED oI eSS, Yy 7anF T Iy
WK BIIREPRIB I T 2 BIE. BEENLSEBILTH D, AIEMEFTE I ENHONT
b5, .
FREEDOREDIC >V, REABENETRICOEBRMERSICXE L EL 6N EH
SINVERENMRD ST MRECENRERBICOHEENRD NI &0 0, BB
MEHRSICE BFBICHT 28N, WHVEABFIREEZLOMTHOVTEHIAGHTI
Bhhote, —F. BIEZRBMETRIREICE VTS, ML 200 ng/kg BEE
THREERORE/ L DNA SN/ M6, 1ARRMOKREROTR T bEEMERIZRD Shis
WHDEEZL o, ARROBBRMETH 52V 7 oNF VLT I v EEMEICED
T\ MIOBREPAHUICEERZRAFTHRY RYT I v, BICZARLE Y vosszil
Tl EMMEINTHEY , Invivo THYY7aAF YT I Vicid, Bhrlich
ascites carcinoma %°Sarcoma 180 FEDEMMMFAER I I 2 EBEMND B 2 E2AS
MTIE>TVB, Efcw ARNNVITP VS y P b2 FY 7z, 1.8 nmol/mg &
HEEORBE CHEAETHIEVHEINTHWARIENS'Y | FEEOE(LIZY VY70
NFUNT I VDANN IV VESGERIFEN LB TH 2D 5 hdvbiie, L
L. FRRICBVWTIR, IRBLVEIB LR OEE. HACRERMERSOXE
BEHONT, ANV D VIERREREIRLA M T ErMEIhTWAIED
5. EARIMEHOZENFRIITRECL ERIELED -1, T, REEBFENICIF

()
(ks BE : ng/di. VEEMAQ-TMYIANIZTN : 6.7 + 0.3,
n-- bR eV AVEVEEH ML ¢ 8.0 £ LT, 4-73)-1-375b AkbvEE+ 9L © 8.2 = (.6)

(>
(MmrpfEss ) B : mg/di. V/BRMWXQ-TIyitl)127h © 6.8 = 0.6,
m-ZhoRYE AL RS PYSA 2 6.2 £ 0.4, 4-T3)-1-F79buans @+ %L ¢ 5.5 £ 0,5]

(e Lo LNBEE - ng/de. VUEBEMAQ-TMyIf ATl : 8.9 = (0.2,
- o e AN VBEF ML ¢ 8.0 = 0.2, 4-T3)-1-175V b BT oL ¢ 8.6 = 0.2]

(TAaN7+2775~¥E5HE « U/ 2 VUBEMAQ-TMyItW) 1i7l « 270 £ 80,
m-Z RV AN /BEF ML o 200 X B4, 4-T3)-1-F75V ankvBEFMOL @ 238 + B1]



iz B 2R EIR SRS EEZ SN AERAD SN -2 D, BHikE
T3, FRERBLOBEENERAASH TRUEM -1

DEOERNMS, DV 7und v T i vo 70 ng/kg PESTRER., —HHIKEOEEIC
POTRESEBNZY SN, HRWEIC L 5 RS 2 BHENEEN DN S
TEMD, HHES v MCBU ARREVERI 20 ne/ke THEEHHL .

.,22,.
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Fig 1-1 Body weight changes in female rats orally administered with dicyclohexylamine for 28 days
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Fig 1-2 Body weight changes in male rats orally administered with dicyclohexylamine for 28 days
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Administration period (day)

2 3 4 5 6 1T 8

1

Incidence of clinical signs in male rats crally administered with dicvclohexylamine for 28 days
Clinical signs

: Male

Sex

Group
No. of
animal
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Table 1-3 Incidence of clinical signs in male rats after 14 days withdrawal following oral administration of dicyclohexylamine for 28 days

Sex : Male
Group Withdrawal period (day)
Clinical signs
No. of animal { 2 3 4 5 6 7T 8 9 10 11 12 13 U4
Control No. of death o o0 0 o0 O 0 ©¢ O ¢ 0 0 O 0 0
n= 5 Crust 1 1 1 1 1 1 i 1 1 i 1 1 1 1
Ulcer i 1 1 1 1 1 1 1 1 1 1 1 1 1
200 mg/kg No. of death 0 0 0 0 0 O 0 O 0 0 o0 0 o0 O
n= 2 Abnormality 0 0 0 0 0 0 0 0 0 0 0 0 0 0




Table 1-4 Incidence of clinical signs in female rats after 14 days withdrawal following oral administration of dicyclohexylamine for 28 days

Sex : Female
Group Withdrawal period (day)
Clinical signs

No. of animal 1 2 3 4 5 6 7 8 9 10 11 12 13 U4
Control No. of death O 0 0 o0 ¢ 0 0 ¢ 0 0 ¢ 0 0 o0
n= 5 Abnormality o 0 0 0 0 0 O O O 0 0 0 0 O
200 mg/kg No. of death o 0 0 0 0 ¢ 0 0 ¢ 0 0 0 0 o0
n= 2 Soiled fur 1 1 1 1 1 1 0 O 0o o0 o 0 0 0




Table 1-5 Data of detailed clinical observations in male rats orally administered with dicyclohexylamine for 28 days

Sex : Male
Observation period : Administration period

Group

Inside the home cage

No. of
animals
observeg

Observation period :

Locomotor
activity

Posture

Grooming or
preening

Salivation

Lacrimation

Breathing

Normal

Normal

Crouching

Prone

Normal

N.D.* Salivation

ND*

Convulsion

ND*

Normal

Control
The 1st day
The Bth day
The 15th day
The 22nd day
The 28th day

COOOOD

20 mg/ke
The lIst day
The 8th day
The 15th day
The 22nd day
The 28th day

UInno o

moan

oy

[ RN )

[ R X o)

[S NSl

[S N8, K41

OO

agrs;

OO0

(SRS RS

[5; NS Ny

70 mg/ke
The 1Ist day
The 8th day
The 15th day
The 22nd day
The 28th day

gomctNo

groroian

(oS N4, Ko}

OO0

(=N RNt

[S2Rd  Rdr NS ]

OO

GNE=OD

agorowun

OO O

[Sa NS NSNS )
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200 mg/ke
The Ist day 13
The 8th day 13
The 15th day 9
The 22nd day 8
The 28th day 5
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= DO L

¥ N.D. = Not delermined



Table 1-6 Data of detailed clinical observations in male rats orally administered with dicyclohexylamine for 28 days

Sex : Male
Observation period : Administration period
Group Reactivity to handling Outside the home cage
Dbservation period :  No. of
animals Atitude Vocalization Body Urination Gait Mascle Mydriasis
observed temperature tone
Normal Vocalization N.D.*° Normal Normal Norma! Normal Mydriasis N.D.*®
Control
The 1st day 0
The 8th day 0
The 15th day 0
The 22nd day 0
The 28th day 0
20 mg/ke
The 1st day 0
The 8th day 0
The 15th day 5 5 0 5 5 5 5 5 0 5
The 22nd day 5 5 0 5 5 5 5 5 0 5
The 28th day 5 5 0 5 5 5 5 5 0 5
70 mg/kg
The 1st day 0
The 8th day 5 5 0 5 5 5 5 5 0 5
i The 15th day 5 5 0 5 5 5 5 5 0 5
The 22nd day 5 5 0 5 5 5 5 5 0 5
The 28th day 5 5 0 5 5 5 5 5 0 5
200 mg/ke
The st day 13 13 0 13 13 13 13 13 0 13
The 8th day 13 13 0 13 13 13 8 8 5 8
The 15th day 9 9 0 g 9 8 9 9 0 9
The 22nd day 8 8 1 7 8 8 8 8 0 8
The 28th day 5 5 0 5 5 5 5 5 0 5

#+ N.D. = Not determined



Table 1-7 Data of detailed clinical observations in female rats orally administered with dicyclohexylamine for 28 days

Sex : Female
Observation period : Administration period
Group Inside the home cage
Observation period : No. of =
animals Locomotor Posture Grooming or Salivation Lacrimation Convulsion Breathing
observed activity preening
Normal Normal Crouching Prone Norma} ND.* Salivation ND.* Convulsion ND.*° Norma!
Control
The 1st day 0
The 8th day 0
The 15th day 0
The 22rd day 0
The 28th day 0
20 mg/kg
The 1st day 0
The B8th day 0
The 15th day "5 5 5 ] 0 5 5 Q 5 0 5 5
The 22nd day 5 5 5 0 ] 5 5 0 5 0 5 5
The 28th day 5 5 5 0 0 5 5 ] 5 0 5 5
70 mg/ke
The 1st day 0
The 8th day 5 5 5 0 0 5 5 0 5 0 5 5
The 15th day 5 5 5 0 0 5 1 4 5 0 5 5
The 22nd day 5 5 5 0 ¢ 5 0 5 5 0 5 5
The 28th day 5 5 5 0 0 5 0 5 5 0 5 5
200 mg/kg
The Ist day 13 13 13 0 0 13 13 0 13 0 13 13
The Bth day 10 10 10 0 0 10 g 1 10 2 8 10
The 15th day 8 8 8 0 0 8 1 7 8 2 6 8
The 22nd day 7 7 7 0 0 7 0 7 7 2 5 7
The 28th day 7 7 7 0 0 7 0 7 7 3 4 7

t N0 = Not determined



Table 1-8 Data of detailed clinical observations in female rats orally administered with dicyclohexyiamine for 28 days

Sex : Female
Cbservation period : Administration period
Group Reactivity to handling Qutside the home cage
Observation period :  No. of
animajs Atitude Vocalization Body Urination Gait Mascle Mydriasis
observed temperature tone
Normal Vocalization N.D.* Norma) Normal Normal Normal Myvdriasis N.D.*
Contro}
The Ist day 0
The Bth day 0
The 15th day 0
The 22nd day 0
The 28th day 0
20 ng/kg
The 1st day 0
The 8th day 0
The 15th day 5 5 0 5 5 5 5 5 0 5
The 22nd day 5 5 0 5 5 5 5 5 0 5
The 28th day 5 5 0 5 5 5 5 5 0 5
70 mg/kg
The 1si day 0
The B8th day 5 5 0 5 5 5 5 5 0 5
The 15th day 5 5 0 5 5 5 5 5 0 5
The 22nd day 5 5 0 5 5 5 5 5 0 5
The 28th day 5 5 0 5 5 5 5 5 0 5
200 mg/kg
The Ist day 13 13 0 13 13 13 13 13 0 13
The 8ih day 10 10 ¢ 10 10 10 10 10 0 10
The 15th day 8 8 0 8 8 8 8 8 1 7
The 22nd day 7 7 0 7 7 7 7 7 1 6
The 28th day 7 7 0 7 7 7 7 7 0 7

¥ N.D. = Not determined



Table 1-9  Data of detailed clinical observations in male rats after 14 days withdrawal following oral administration of dicyclohexylamine for 28 days

Sex : Male
Observation period : Withdrawal period

Group Inside the home cage
Observation period :  No. of =
animals Locomotor Posture Grooming or Salivation Lacrimation Convulsion Breathing
observed activity preening
Normal Norma! Crouching Prone Normal N.D.* Salivation ND* Convulsion ND.*° Norma!
Control
The Tth day 0
The 14th day 0
200 mg/hg
The Ttih day 2 2 2 0 2 2 0 2 0 2 2
The 14th day 0
Group Reactivity to handling Qutside the home cage
Observation period :  No. of
animals Atitude Vocalization Body Urination Gait Mascle Mydriasis
observed temperature tone
Norma] Vocalization N.D.* Norma | Normal Normal Normal Mydriasis N.D.*
Control
The 7th day 0
The 14th day 0
200 mg/kg
The Tth day 2 2 0 2 2 2 2 2 0 2
The 14th day 0

$+ ND. = Not determined



Table 1-10 Data of detailed clinical observations in female rats after 14 days withdrawal following oral administration of dicyclohexylamine for 28 days

Sex : Female
Observation period : Withdrawal period
Group Inside the home cage
Observation period :  No. of
animals Locomotor Posture Grooming or Salivation Lacrimat jon Convulsion Breathing
observed activily preening
Normal Normal Crouching Prone Normal N.D.* Salivation ND*® Convulsion N.D.* Normal
Control
The Tth day 0
The 14th day 0
200 mg/kg
The 7th day 2 2 2 0 0 2 2 0 2 0 2 2
The 14ih day 0
Group Reactivity to handling Qutside the home cage
Observation period :  No. of
animals Atitude Vocalization Body Urination Gait Mascle Mydriasis
observed temperature tone
Normal Vocalization N.D.*° Normal Norma! Normal Normal Mydriasis R.D.*
Control
The 7th day 0
The 14Lh day 0
200 mg/kg
The T7th day 2 2 0 2 2 2 2 2 2
The 14th day 0

# N.0. = Nat determined



Table 2-1 Body weight changes in male rats orally administered with dicyclohexylamine for 28 days

Administration period ( day ) Withdrawal period ( day )
Group .
1st 4th 8th 11th “15th 18th 22nd 25th 28th 1st 4th 8th 11th 14th
(10) {(10) (10) (10) (10) (10 {10) (10) (10) (5) 5 (5) (5) (5)
Control 159.2 183.1 216.5 240.7 274.4 298.2 330.0 350.3 367.9 363.5 380.3 403.8 420.1 433.1
4.8 5.9 7.2 +7.6 8.0 9,7 £17.2 £21.5 +28.6 $33.6 £36.4 £39.4 +39.7 £43.6
(5 {(5) (5) (5 (5) (5) (5) (5 (5)
20 mg/kg 159.3 182.8 215.1 239.6 271.6 295.3 26.0 345.7 363.9
4.6 4.8 6.7 +7.5 +11.3 £12.8 +14.4 +13.1 £16.4
(5) (5) (5) - (5) (5) (5) (5) (%) (5)
70 mg/kg 161.3 184.2 222.1 246.2 281.8 308.9 344.5 367.6 384.7
5.5 7.9 $]15. £15.9 *£19.7 £24.2 +29.1 +£30.0 33,2
(10) (10) (10) (10) (7) n (6) (5) (4) 2) (2} 2) (2} (2)
200 mg/kg 159.1 174.5 192.1%*  211.7%x  239,3%% 254.2% 279.9%* 301.1* 299.9%*  295.4 307.9 335.1 354.6 369.6
4.3 *6.8 $12.1 £17.1 $20.2 £26.4 - £34.5 31,9 $21.5
Parameter: Mean{g)+S.D. *; Significantly different from control. p<0.05
(): N *%: Significantly different from control, p<0.01



Table 2-2 Body weight changes in female rats orally administered with dicyclohexylamine for 28 days

Administration period ( day ) Withdrawal period ( day )
Group
1st 4th 8th 1ith 15th 18th 22nd 25th 28th 1st 4th 8th 11th 14th
(10) (10) (10) {(10) (10) (10) (10) (10) (10) (S) (5) (5) (5) (5)
Control 139.7 155.0 172.4 182.7 196.9 212.7 229.9 239.8 247.4 252.2 263.6 273.2 279.5 290.5
4.4 *7.2 9.1 £10.1 *11.6 £12.4 $13.2 £11.9 $13.6 $12.2 *12.1 $13.9 +18.0 $16.2
(€3] (5 (5 (5) (5) (3) (5) (5) (5)
20 mg/kg 136.4 154.1 174.2 180.6 193.7 204.4 218.8 226.8 232.7
£2.4 4.7 +7.6 7.2 7.2 $12.3 $13.1 +9.9 +12.8
(5) (5) (5) (5) (5) (5 (5) (5) (5)
70 rg/kg 140.8 155.9 172.3 181.9 199.5 210.4 221.9 227.9 236.1
5.6 4.7 8.6 +11.2 $14.5 £15.1 *17.6 *18.7 £20.3
(10) [6¥1)) (7) (7) (5) (4) (4) (4) (4) (2) (2) (2) (2} (2)
200 mg/kg 137.2 142, 7%* 160.6 175.3 182.0 195.7 205.8 206.5* 214.7% 226.1 228.8 234.6 255.3 263.9
5.0 8.9 8.5 £13.7 £13.3 16.8 15.5 £20.6 +24.6
Parameter: Mean(g)*S.D. *; Significantly different from control. P<0.05
(J): N *%: Sigpnificantly different from control. p<0.01



Table 3-1 Food intake in male rats orally administered with dicyclohexylamine for 28 days

Administration period {(day) Withdrawal period (day)
Group
1st 8th 15th 22nd ist 8th
(10) (10) (1o (10) (5) (%)
Control 20.1 21.8 23.2 25.1 28.5 29.7
£1.4 £1.2 $1.1 +1.8 2.9 2.9
(5) (5) (5 (5)
20 mg/kg 20.5 21.5 23.7 24.1
2.1 1. 1.7 £0.9
(5) (5) (5) (5)
70 mg/kg 21.8 22.7 23.9 28.1
+1.8 2.3 £2.2 2.0
(10) (10) 7 (6) (2) (2)
200 mg/kg 20.0 19.1 21.1 21.1%x 17.8 26.2
1.3 3.1 +2.8 2.6

Parame%er: gean(g)tS.D.

-

kK.

Significnatly different from control.

p<0.01



Table 3-2 Food intake in female rats orally administered with dicyclohexYlamine for 28 days

Administration period (day) Withdrawal period (day)
Group
lst 8th 15th 22nd 1st 8th
(10) (10) (10} (10) (5) (5)
Control 17.9 17.3 16.8 18.2 22.7 24.4
1.3 2.1 *1.9 3.3 +3.9 1.9
(5) (5) (5) (5)
20 mg/kg 18.5 16.1 16.2 16.9
1.2 2.1 *1.6 3.4
(5) (5) (5) (5)
70 mg/kg 17.7 17.6 13.7 17.2
*1.9 1.5 $1.3 0.7
(10) n (5) (4) (2) (2)
200 mg/kg 18.1 20.0 17.0 14.9 18.6 22.3
0.9 4.6 4.6 *3.3

Parameter: Mean(9)*S.D.
(J): N



Table 4-1 Urinalysis in rats orally administered with dicycIohexylamine for 28 days
Resulis on the 26th day of the administration period

Number Color®  Turbidity® il Protein® Glucose®  Ketone®  Bilirubin® Occult blood® Urobilinogen”
Sex Group of Volume Specific
(mg/ke) animals (ml/2thr) gravity ly ¥ — + 6065707580850 — + + H - - % + - + - £ +
Control 5 95+38" 1.046%0020% 3 2 3 2 1 00 1 1 1 1 0 0 4 1 5 2 30 4 i 5 4 1
20 5 143%44 1.030= 0.014 4 1 4 1 0o 01 001 3 0 0 4 1 5 2 2 1 5 0 5 5 0
Male

7 S  A1xl19 LA 4 1 3 2 Q0 Q 0 Q0 ¢ Q4 8 g 1 3 1 8 311 8 | 9 8 Q
200 4 10.0+ 4.2 1.039= 0.020 1 3 4 0 0112000 01 2 1 4 2 1 1 4 0 4 3 1
Control 5 10510 1. 026+ 0.0086 4 1 4 1 0 02 0¢ 1 2 32 00 5 5 0 0 5 0 5 5 0
20 5 108*x47 L020x000 5 0 3 2 1 00 0 0 1 3 3110 5 4 1 0 5 0 5 4 1

Female
70 5 13045 1.028+ 0.010 4 1 4 1 0 01 110 2 4 01 0 5 4 1 0 5 0 5 5 0
20 4 B1£86 1.013% 0.002 4 0 4 9 0 001 1 0 2 3100 4 4 0 0 4 0 4 4 0

a) Mean+ S.D.

b) ly :Lighl yellow, v :Yellow

¢) — Negative, = :Trace, + :Slight

& — :Negative. = :Trace + :30 mg/dl. + :100 mg/dl
e) — :Negative

f) £:0.1E6/dl, + :1.0 EU/3I



Table 4-2 Urinalysis in rats orally administered with dicyclohexylamine for 28 days
Results{sediment) on the 26th day of the administration period

Number Red blood cell® Crystal® Cast® White blood cell®®  Epithelial cell®
Sex Group of
(mg/kg) animals — - + + - - — + +
Control 5 5 0 4 1 5 5 2 3 0
20 5 5 0 3 2 5 5 1 4 0
Male
70 5 5 0 2 3 5 ) 0 5 0
200 4 4 -0 1 3 4 4 1 2 1
Control 5 5 0 5 0 5 5 1 4 0
20 5 5 0 5 0 5 5 2 3 0
_ Female
70 5 5 0 5 0 5 5 1 4 0
200 4 4 0 2 2 4 4 I3 0
a) — :Not observed

b) — :Not observed, = :A few, + :Abundant



Table 4-3 Urinalysis in male rats orally administered with dicyclohexylamine for 28 days
Results on the 26th day of the administration period

Urinary volume Na K Cl Na K Cl

"~ Group (ml/day) (mEq/1) {mEg/1) (mEq/1) (mEq/day) (mBq/day) (mBq/day)
(5) 5) 5) (5) 5) 5) (5)
Control 8.5 132.6 358. 3 148.8 1.08 3. 16 1. 31
+ 3.8 + 77.6 + 81.9 + 45.7 +0. 34 +0. 89 +0. 43
5) (5) (5) (5) 5) (5) (5)
20 mg/kg 14.3 96. 2 281.7 133.1 1. 32 3.84 1. 80
+ 4.4 + 20.9 + 85.8 + 30.9 +0.25 +0.30 *0.17
(5) (5) 5) (5 (5) (5 (5)
70 mg/kg 24.1 93.7 216.9 109. 2 1. 39 3. 43 1.71
+ 17.9 + 84.3 *+159.4 + 87.2 +0. 61 +1.22 +0.60
(4) (4) 4) 4) €Y (4) @)
200 mg/kg 10. 0 89.6 253.9 118.2 0.76 2.23 1. 08
+ 4.2 + 55.1 +106.0 + 39.3 +0. 31 +(0. 49 +0.12

Parameter: Mean * S.D.
():N



Table 4-4 Urinalysis in female rats orally administered with dicyclohexylamine for 28 days
Results on the 26th day of the administration period

Urinary volume Na K Cl Na K Cl

Group {m1/day) (mEq/1) (mEq/1) (mEq/1) (nEq/day) (nBq/day) (mEq/day)
5 )] )] (5 (5 5 (5)
Control 10.5 85.5 247.1 111.0 0. 88 2. 60 1. 16
+ 1.0 + 24.0 + 15.3 + 19.3 +0.17 *0. 16 +0.09
(5) O (5) (5) (5) (5) 5)
20 mg/kg 10.8 54.6 152.1 * 75. 3 0. 60 1.72 0. 86
+ 4.7 + 16.2 + 61.3 + 27.9 +0.35 *1.15 *{.59
5) 5) (5) 5) (5) ), (5)
70 mg/kg 13.0 76.2 187.3 96. 5 0.91 2.33 1.19
* 4.5 = 270 + 69.7 + 28.6 +0.25 +(. 84 +0.35
(4) (4 @) (4) 4 4) 4)
200 mg/kg 18.1 46.2 * 100.3 ** 60.9 * 0. 81 1.72 1. 05
+ 8.6 + 7.9 + 20.5 + 13.0 +0. 31 +0. 63 +0.34

Parameter: Mean * S.D. ¥: Significantly different from control, p<0.05

(): N x%: Significantly different from control, p<0.0l



Table 4-5 Urinalysis in rats after 14 days withdrawal following oral administration of dicyclohexylamine for 28 days
Results on the [2th day of the withdrawal period

Number Color®  Turbidity® i Protein® Glucose®  Hetome®  Bilirubin® Occult blood® Urobilinogen”

Sex Group of Volume Specific

(mg/kg) animals (ml/24hr) gravity ly y - + 5560657075 — *+ + - -+ + - -+ + 4

Control 5 15248 L0800l 4 1 4 1 0 01 3 1 0 0 5 5 1 3 1 5 4 1 4 l
Male

200 2 160x03 10590003 2 O 1 1 6 0 0 1 1 6 1 1 2 1 190 2 2 0 2 0

Control 5 1B2x4¢ LRBE0003 5 © 3 2 1 01 3 0 3 11 5 5 ¢ 0 5 5 0 4 1
Female

20 2 12452 1060014 2 O 2 0 0110 0 1 1 0 2 2 0 0 2 2 0 2 0

a) Meanx S.D.

b) ly :Light yellow. v :Yellow

c) — :Negative, = :Trace. - :Slight
d) — :Negative, = :Trace. + :30 me/dl
e) — :Negative

) £:01 80/ + :10®/



Table 4-6 Urinalysis in rats after 14 days withdrawal following oral administration of dicyclohexylamine for 28 days
Results(sediment) on the 12th day of the withdrawal period

Number Red blood cell® Crystal® Cast®’ White blood cell®  Epithelial cell®
Sex Group of
(mg/kg) animals — - + + - — - + +
Control 5 5 0 2 3 5 5 2 3 0
Male -
200 2 2 0 2 0 2 2 1 1 0
Control 5 5 1 3 1 5 5 1 3 1
Female
200 2 2 1 0 1 2 2 0 2 0
a) — :Not observed

b) — :Not observed, = :A few, -+ :Abundant



Table 4-7 Urinalysis in male rats after 14 days withdrawal following oral administration of dicyclohexylamine for 28 days
Results on the 12th day of the withdrawal period

Urinary volume Na K C Na K Cl

Group (ml/day) (mEq/1) (mBq/1) (mEq/1) (mEq/day) (mEq/day) (mEq/day)
(5 (5) (5) (5) (5) (5) (5)
Control 15.2 83.0 244.6 85. 4 1. 19 3.58 1.31
+ 4.8 + 22.8 + 42.6 + 25.7 +0. 34 *0. 89 +0.52
@) (2) (2) @) 2 2) (2

200 mg/ke 16.0 74.6 222.6 83.5 1.20 3.56 1. 34

Parameter: Mean % S.D.
(): N



Table 4-8 Urinalysis in female rats after 14 days withdrawal following oral administration of dicyclohexvlamine for 28 days
Results on the 12th day of the withdrawal period

Urinary volume Na K Cl Na it €l
Group (ml/day) (mEq/1) (nEq/1) (mBa/1) (mEq/day) (mEq/day) (mEq/day)
5) (5) Q) (5) ) (5) (5)
Control 15.2 62. 1 207. 8 78.5 0.97 3.03 1.17
+ 4.0 + 8.1 * 43.6 + 87 +0.34 +0. 49 +0.27
(2) (2) 2 (2) @) 2 (2
200 mg/kg 12. 4 _ 66.0 235.2 ag.2 0. 87 2. 77 1. 24

Parameter: Mean * S.D,

()N



Table 5-1 Hematological findings in male rats orally administered with dicyclohexylamine

for 28 days

RBC Hemoglobin Hematocrit MCVY MCH MCHC Reticulocyte
Group (X104 /mm3) (g/dl) (%) (4m3) (pg) (%) (%)
(5) (5) (&) (5) (5) (5) (5)
Control 656 13.6 40.9 62.4 20.7 33.2 2.3
126 0.3 £1.3 £1.2 0.3 0.5 0.4
(5) (5) (5) {5) (5) (5) {5)
20 ma/kg 659 13.9 41.1 62.4 21.1 33.8 2-2
121 0.4 +0.7 1.0 +0.1 0.6 0.6
(5) {5} (5) (5) (5} (5) (5)
70 mg/kg 638 13.9 40.5 63.6 21.9* 34.4% 2.4
41 +0.6 £1.6 +2.1 0.6 *0.4 0.5
(2) (2) (2) (2) 2) (2) 2)
200 mg/ky 692 14.6 42.8 61.9 21.1 34.2 2.4
Band Segmented
WBC neutrophil neutrophil Eosinophil Basophil Monocyte Lymphocyte Platelet PT APTT
Group (X100/mm3) (%) % (% (%) (%) (%) {(x10¢ /mm3) (sec) (sec)
{5} (5) (5) (5) (5) (5) (5) (5) (5) (5
Control 81 0 8 1 0 1 20 103.4 20.3 26.9
+34 20 4 +1 *0 1 4 5.2 $1.9 +1.1
(5) (5) (5) (5) (5) (5) (5) (5) (5) (5)
20 mg/kg 77 0 9 1 0 2 88 104.0 20.8 28.1
33 10 ¢ ] £0 1] 14 $£10.4 1.4 ¥1.6
(S) {5) (5) (5) (5) 5 {(5) (5) (5) (5)
70 mg/kg 66 0 10 0 0 2 88 102.2 17.2 25.4
14 0 4 131 10 +1 t4 7.5 1.4 *0.5
(2) (2) (2) 2) (2) (2) (2) (2) (2) (2)
200 mg/kg 92 0 11 1 0 4 85 96.6 192.0 25.4
Parameter: Mean#S.D. *: Significantly gdifferent from control. p<0.05

C(): N



Table 5-2 Hematological findings in female rats orally administered with dicYclohexylamine for 28 days

RBC Hemoglobin Hematocrit MCV MCH MCHC Reticulocyte
Group (x10% /mm3) (g/al) (%) (£4m3?) (P9 (%) (%)
(5) (5 (5) (5) (5) (5) - (5)
Control 671 14.1 41.4 61.7 21.0 34.1 1.5
19 0.3 1.5 1.6 0.4 0. £0.4
(5) (5) (5) (5) (5) (5) (5)
20 mg/kg 667 13.9 40.6 60.8 20.9 34.3 1.5
5 $0.2 0.8 +1.2 0.3 0.4 0.1
(5) (5) (5) (5) (5) (5) (5)
70 mg/kg 654 13.8 40.3 61.6 21.1 34.2 1.4
£37 0.7 12.4 *1.5 0.6 *0.5 $0.5
(2) 2} (2) (2) (2) (2} (2)
200 mg/kg 741 15.0 43.2 58.4 20.3 34.7 0.9
Band Seamnented
WBC neutrophil neutrophil Eosinophil Basophil Monocyte Lymphocyte Platelet PT APTT
Group (x100/mm3) (%} (%) (%) (%) (%) (%) (%104 /mm3) (sec) (sec)
. (%) (5) (5) (5) (5) (5) (5) (5) (5) (5)
Control 40 0 13 1 0 2 84 106.4 14.8 23.6
+7 *0 5 ] 20 31 *6 7.4 0. 2.2
(5) (5) (5) (5) (5) (5) (5) (5) (5) (5)
20 mg/kg 50 0 7 0 0 1 22 101.8 13.8 22.2
22 +0 4 +] £0 4] 4 8.3 £0. £1.2
(5) (5) (5) (5) (5) (5) (5) (5) (5) (5)
70 ma/kg [53°] Q 4% Q Q 1 g4* 95.8 14.4 23.3
23 0 2 +0 *0 +1 Iy 9.8 %1, +0.9
(2) (2) (2) (2} (2) (2) (2) (2) (2) (2)
200 mg/kg 113 0 7 0 0 3 91 92.9 16.0 24.5

Parameter: MeantS.D.
{ Y: N

*: Significantly different from

control, p<0.05



Table 5-3 MHematological f£findings in male rats after 14 days withdrawal following oral administration of dicYclohexylamine for 28 days

RBC Hemoglobin Hematocrit MCV MCH MCHC Reticulocyte
Group (x104 /mm3) (gs/dl) (%) (tm3) {pg) %) (%)
(5) (5) (5) (5} (5) (5) (5)
Control 698 14.5 41.5 59.4 20.8 35.0 2.6
*54 £1.0 £2.7 0.9 20. +0.4 1.9
(2) (2) (2) (2) (2) (2) 2)
200 mg/kg 673 14.0 40.1 59.6 20.8 35.0 2.8
Band Segmented
WBC neutrophil neutrophil Eosinophil Basophil Monocyte  Lymphocyte Platelet PT APTIT
Group (x100/mm3) (% (%) (%) (%} (%) %) {x104 /mm3) (sec) (sec)
(5) (5) (5) (5} (5} (5 (5) (5) 5 {5)
Control 85 0 16 1 0 2 82 115.3 18.8 25.6
+29 0 212 *] £0 2 *13 £13.6 £2.3 £1.7
(2 () (2} (2} (2} (2) (2) (2) 2 (2)
200 mg/kg 78 0 13 0 0 3 84 98.6 18.0 25.3
Parameter : MeantS.D.

()

: N



Table 5-4 Hematological findings in female rats after 14 da¥s withdrawal following oral administration of dicyclohex¥lamine for 28 days

RBC Hemoglobin Hematocrit MCV MCH MCHC Reticulocyte
Group (x104 /mm3) (g/d1) (%) (£4n3) {(pg) (%) (%)
(5) (5) (5) (5) (5) (5) (5
Control 677 14.1 39.6 58.6 20.8 35.5 2.0
40 0.6 1.4 1.8 0.6 0.5 0.9
{2) (2) (2) (2) (2) (2) ()
200 mg/kg 673 13.7 39.1 58.1 0.4 35.1 1.8
Band Segmented
WBC nentrophil neutrophil Eosinophil Basophil Monocyte Lymphocyte Platelet PT APTT
Group (x100/mm3) (&%) (%) (%} (%) (&3] (%) (x104 /mm3) (sec) (sec)
(5) (5) (5) (5) (5) {5) {5) (5} (5) (5)
Control 38 0 22 1 0 3 74 96.1 14.9 23.6
+11 *+0 *8 ] Q0 +3 +10 114.3 0.6 0.9
(2) (2) (2) (2) (2) (2) (2) (2) (2) (2}
200 mg/kg 49 0 9 2 0 3 87 104.5 15.7 24.4
Parameter MeanzS.D.
() N



Table 6~1 Biochemical findings in male rats orally administered with dicyclohexylamine for 28 days

Total Total Inorg.
Protein Albumin A/G BUN Creatinine Glucose cholesterol Triglyceride phos. Ca
Group
tgs/4l) (g/dl) (mg/3d1) (mg/dl) (mg/al) (mg/31) (mg/4l) (mg/d1) (mg/dl)
; (5) (5) - (5) (5) (5) (5) {5) 5) (5) (5)
; Control 5.3 3.1 1.38 15 0.7 130 39 45 6.5 9.0
| 0.0 0.1 20.13 +3 0.1 x7 +3 +13 30.3 0.2
(5) (5) (5) - (5) (5) (5} (5) (5) (5) (5)
20 mo/kg 5.2 3.0 1.35 11 0.6 117 44 61 6.8 9.1
10.1 0.1 10.12 12 0.1 26 7 16 0.2 0.2
. (5 (5) (5) (5) (5) (5) (5) {5} (5) (5}
. 70 mg/kg 5.3 3.1 1.45 11 0.7 126 40 85% 6.9 9.2
0.1 0.2 $0.23 2 0.1 14 16 *+19 $0.3 0.2
(2) (2) (2) (2) (2) (2) 2) (2) 2) (2)
200 mg/kg 5.2 3.0 1.40 15 0.8 137 45 51 9.2 9.4
Na K Cl ALP LDH GPT GOT r-GTP
‘ Group
(mEQ/1}) (mEQ/1) (mEq/1) (U/1) (/1) (U/L) (u/1) (u/1)
(5) (5) (5) {5) (5) (5) (5) (5)
Control 141.9 3.95 104.9 339 213 27 68 0
0.5 10.22 0.7 73 +113 £3 113 10
(5) (5) (5) (5) (5) (5) (5) (5}
20 mg/kg 143.0 3.82 107.2% 345 129 26 58 0
£0.2 *0.15 *0.8 31 15 t8 11 0
(5) (5) (5) (5) (5) (5} (5) (5}
70 m9/kg 143.4% 3.73 105.7 360 100 27 57 0
i $:.0 0,13 1.1 £20 *17 27 +7 Q0
’ (2 (2) (2 (2 (2) (2) (2) (2
200 m9/kg 144.9 3.89 105.6 289 159 26 64 0

Parame%ef: geantS.D. x: Significantly different from control, p<0.05



Table 6-2 Biochemical findings in female rats orally administered with dicyclohexylamine for 28 days

Total Total Inorg.
protein Albumin A/G BUN Creatinine Glucose cholesterol Triglyceride phos. Ca
Group
(9/d1) (g/d1) (mg/dl) (mg/dl) (mg/dl) (mg/dl) (mg/dl} (mg/dal) (ng/dl)
(5) (5) (5) (5) (5) T (5} (5) (5) (5} (5)
Control 5.3 3.2 1.51 16 0.6 122 54 48 6.2 8.8
0.2 0.2 £0.12 ] $0.1 15 *13 10 0.5 0.1
- (5) 5 (5) (5) (5) (5) (5) {(5) (5) (5)
20 mg/kg 5.2 3.2 1.61 13 0.5 112 48 30 6.8 9.0
£0.1 0.1 0,07 2 +0.0 +7 16 +g 0.5 0.1
(5) (5) (5) (5) (5) (5) (5) (5) (5) (5)
70 mg/kg 5.2 3.1 1.52 15 0.6 117 63 40 T.2*% 9.3%
10.4 0.3 10.10 +3 +0.0 7 17 34 +0.3 +0.3
(2) (2) (2) (2) (2) (2) (2) (2} (2) (2)
200 mg/kg 5.0 2.9 1.33 17 0.6 126 52 46 10.5 10.7
Na K Cl ALP LDH GPT GOT r-GTP
Group
(mEa/1) (mEg/1) (mEq/1) (U/1) U/ (U/1) (/1) U/
(5) (5) (5) (5) (5) (5) (5) {(B5)
Control 142.4 3.85 107.0 186 155 23 70 0
0.9 $0.14 *0. 43 163 * 19 *0
(5) (5 (5) (5) {5) (5) (5) (5)
20 mg/kg 143.7 3.56 108.9 174 99 18 53 1
0.4 £0.17 0. 123 +9 +2 +3 %]
(5) (5) (5) (5) (5) (5) (5) (5)
70 mg/kg 142.4 3.88 107.3 177 109 19 55 0
1.8 *0.20 1.5 252 +32 13 4 )
(2) (2) ( (2) (2) (2) (2) (2)
200 mg/kg 142.8 4.34 106.0 270 191 30 57 1
Parameter: *

():

Mean#S.D.
N

: Significantly different from control. p<0.05



Table 6-3 Biochemical findings in male rats after 14 days withdrawal following oral administration of dicyclohexylamine for 28 days

Total Total Inorg.
Protein Albumin A/G BUN Creatinine Glucose cholesterol Triglyceride phos. Ca
Group
(g/d1) (g/dl) (mg/dl) (mg/d1) (mg/dl} (mg/dl} (mg/d1) (mg/dl) (mg/dl)
(5) (5) (5) (5) (5) (5) (5) {5) (5) (5)
Control 5.3 2.9 1.22 17 0.6 123 46 38 5.7 8.5
0.3 0.3 0. *3 +0.0 £11 +8 12 0.6 0.2
(2) (2) (2) (2) (2) (2) (2) (2) (2) (2)
200 mg/kg 5.1 2.9 1.32 17 0.7 100 45 43 6.3 8.9
Na K Cl ALP LDH GPT GOT r-GTP
Group
(mEq/1) (mEgq/l) (mEq/1) (U/1) (u/L) {U/1) (U/1) (U/1)
(5) (5) (5) (S5) (5) (5) (5) (5)
Control 143.9 3.98 108.5 218 100 22 56 0
1.0 $0.16 1.7 161 19 +3 6 0
(2) (2) 2) (2) {2) (2) (2) (2)
200 mg/kg 144.1 4.03 108.8 263 104 25 63 o
Parameter : MeaniS.D.

)

: N



Table 6-4 Biochemical findings in female rats after 14 days withdrawal following oral administration of dicyclohexylamine for 28 days

Total Total Inorg.
protein Albumin A/G BUN Creatinine Glucose cholesterol Triglyceride phos. Ca
Group
{gsdl) (g/dl) (mg/dl) (mg/4al) (mg/31) {mg/dl) {mg/dl) (mg/d41} {(mgs/4l)
(3) (5 (5) (5) (5 (5) (5) (5 5) (5)
Control 5.2 3.0 1.40 18 0.7 106 51 48 5.1 8.6
0.1 0.1 $0.14 2] 20.1 5 6 t11 0.7 0.
(2) (2) (2) (2) (2) (2} (2} (2) (2) (2)
200 mg/kg 5.1 3.0 1.37 i5 0.6 95 50 28 7.7 8.9
Na K Cl ALP LDH GPT GOT r=GTP
Group
{mEg/1} (mEq/1) {mEq/1) (/b (U/1) (u/1) (Us1) (u/1)
(5) (5) (5) (5) (5) (5) (5) (5)
Control 143.7 3.61 110.6 175 94 19 52 0
0.4 +0.12 1.0 +31 14 ] -4 *0
(2) (2} (2) (2) (2) (2) (2) (2)
200 mg/kg 144.9 3.31 111.8B 172 124 26 60 1
Parameter : MeanzS.D.
{) : N



Table 7-1 Absolute organ weights in male rats orally administered with dicYclohexylamine for 28 days

Body weight Brain Liver Kidney (R) Kidney (L) Kidnevs Adrenal Adrenal Adrenal Testis(R) Testis(L) " Testes
gland (R) gland (L) glands
Group
) (mg) (mg) (mg) (mg) (mg) (mg) (mg) (mg) (mg) (mg) (mg)
{5) (5) ( (5) (5) (5) (5) (5) (5) (5) (5 (5}
Control 355.1 1951.8 11761.2 1313.3 1293.4Q 2606.3 22.5 24.8 47.3 1424.0 1421.8 2845.8
$16.4 £64.1 +521.6 £106.2 99,6 £194.9 1.0 £2.2 2.9 +65.8 £51.0 +115.3
(5) (5) {5) (5) (5) (5) (5) (5} (5) (5) (5) (5)
20 mg/kg 339.1 1959.0 11199.8 1266.4 1235.5 2501.9 21.0 23.0 44.0 1398.5 1405.8 2804.2
£12.7 £115.2 2354.7 $126.1 +120.7 2242.1 1.8 +2.5 4.2 +97.8 +114.4 +208.6
(5) (5) {5) (%) (5) (5) {(5) 5 (5) (5) (3) (5)
70 mg/kg 357.5 1905.6 12084.4 1303.6 1269.6 2573.3 23.7 25.8 49.6 1395.5 1407.6 2803.1
$29.1 $63.2 +927.8 £129.0 £97.7 2221.7 *2.8 +2.8 5.5 +81.9 +103.1 £184.3
(2) (2) (2) (2} (2) (2) (2) 2) (2) 2) (2) (2)
200 mo/kg 285.0 1935.1 8733.8 1163.1 1166.7 2329.7 29.3 33.2 62.5 1417.7 1440.5 2858.2

Parameter: Mean:S.D.
(): N



Table 7-2 Absolute organ weights in female rats orally administered with dicyclohexylamine for 28 days

Adrenal Adrenal Adrenal
Body weight Brain Liver Kidney (R) Kidney (L) Kidneys gland (R) gland (L) glands Ovary(R) Ovary (L) Ovaries
Group

(g) (mg) (mg) (mg) (mg) (mg) (mg) (mg) (mg) (mg) (mg) (mg)

(5 (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5)

Control 232.0 1813. 7127.4 888.5 874.7 1763.3 29.5 31.5 61.0 51.8 46.4 98.2
£13.3 £90.0 $524.1 $63.5 +54.4 *112.7 3.4 t2.5 5.4 3.5 £2.7 6.0

(5) (5) (5) (5) (%) (5) (5) (5) (5) (5) (5) (5)

20 mg/kg9 215.9 1741.1 6781.1 871.3 863.4 1734.7 31.9 35.0 66.9 47.1 42.0 89.2
*9.6 $46.9 *220.9 +16.3 *18.7 £30.5 t3.6 2.7 6.2 5.6 8.3 213.2

(5) (5) (5) (5) (5) (5) (5 (5) (5) (5) (5) (5)
70 mg/kg 224.3 1798.4 7083.0 830.9 832.7 1663.6 33.4 35.2 68.6 39.9% 39.7 79.6%
$19.5 $69.0 +853.0 240.5 $47.0 £85.6 5.1 5.6 £10.6 6.0 2.9 7.2

(2) (2) (2) (2) 2 (2) (2) (2) (2) (2) (2) (2)

200 mg/kg 184.3 1649.9 5960.2 810.4 787.5 1597.9 42.4 45.8 88.2 31.5 28.5 59.9

Parameter: %eaniS.D. *: Significantly different from control, p<0.05



Table 7-3 Relative organ weights in male rats orally administered with dicyclohexylamine for 28 days

Body weight Brain Liver Kidney (R) Kidney (L} Kidneys Adrenal Adrenal Adrenal Testis (R} Testis(L) ‘Testes
gland (R) gland (L) glands
Group
(g) (mg/9) (mg/g) (mg/q) (mg/9) {mg/qg) (mg/9) (mg/9) (mg/g) (mg/g) (mg/9g) (mg/g)
(S) (§-9] {5) (5 (52 (5) (5} {5) (5) (5) (5) (5)
Control 355.1 5.500 33.144 3.703 3.640 7.343 0.064 0.079 0.134 4.018 4.014 8.032
16.4 $0.118 $1.310 10,323 £0.191 +0.491 +0.005 *0.009 £0.014 $0.292 0,289 x0.578
(5) (8) {(5) {5) (5) (3 (5) (5) (5) (5) (5) (5)
20 mg/kg 339.1 5.780 33.080 3.732 3.643 7.375 0.062 0.068 0.130 4.130 4.152 8.282
*12.7 +0.318 £1.942 +0.306 £0.326 $0.618 £0.005 . +0.006 *0.011 £0.357 20.393 *0.740
(5) 5) (5) (5) (5) (5) (5} (8) (5) (5} (5) (5)
70 mg/kg 357.5 5.359 33.840 3.651 3.558 7.209 0.067 0.073 0.139 3.925 3.962 7.886
$29.1 +0.465 +1.671 0,298 +0.240 $0.515 0.009 +0.011 +0.020 $0.410 £0.486 +0.896
(2) (2) (2) (2) (2) (2) (2) (2} (2) (2) (2) (2)
200 mg/kg 285.0 6.819 30.599 4.111 4,120 8.231 0.104 0.117 0.220 5.007 5.101 10.108

Parameter: Mean:S.D.
(): N



Table 7-4 Relative organ weights in female rats orallY administered with dicyclohexylamine for 28 days

Body weight Brain Liver KidneY(R) Kidney (L) Kidneys Adrenal Adrenal Adrenal Ovary(R) Ovary(L) ovaries
G gland (R} gland (L) glands
roup
{9) {mg/9) (mg/9) (mg/9) (mg/9) (mg/qg) (mg/9) (mg/9) (mg/g) {mg/q) (ng/9) {mg/9)
(5) (5) {5} (5) (5) (5) (5) (5) (5) (5) (5) (5)
Control 232.0 7.830 30.713 3.828 3.770 7.599 0.127 ¢.136 0.263 0.224 0.201 0.425
*13.3 +0.464 21,232 +0.129 £0.081 $0.151 £0.014 +0.010 +0.022 0,025 +0.019 £0.044
(5) (5) (5) (5) (5? (5) (5) (5) {5) (5) (5) (5)
20 m9/k9 215.9 8.073 31.473 4.043 4.005 8.048 0.148 0.163 0.311 0.219 0.195 0.414
9.6 +0.249 $1.941 0,209 £0.166 +0.368 +0.020 £0.016 £0.035 +0.030 +0.039 +0.065
(5) {(5) {5} (5) (5) (5) (5) (5) (5) (5) (5) (5)
70 mg/kg 224.3 8.046 31.530 3.720 3.723 7.443 0.150 0.159 0.309 0.179 0.179 0.357
$19.5 *+0.404 +1.803 0,267 0,191 $0.456 0,028 +0.031 +0.059 +0.029 £0.025 +0.045
2} (2) (2) (2) (2) (2) (2) (2) (2) (2) (2) (2)
200 ma/kg 184.3 8.949 32.352 4,396 4.272 8.668 0.230 0.248 0.478 0.171 0.155 0.325
Parameter: Mean:S.D.
(): N



Table 7-5 Absolute organ weights in male

rats after 14 days withdrawal following oral administration of

dicyclohexylamine for 28 days

Body weight Brain Liver KidneY(R) Kidney{(L) Kidneys Adrenal Adrenal Adrenal Testis(R) Testis(L) Testes
gland (R) gland(L) glands
Group
(g) (mg) (ng) (mg) {(mg) (mg) (ng) (ng) (mg) (mg) (ng) (mg)
(5) (5) (5) (5 (5) (5) (5) 5 (5) (5) {5 (s)
Control 399.9 1970.1 11753.2 1258.3 1284.8 2543.1 25.6 27.8 53.5 1582.3 1572.1 3154.4
+40.9 +65.6 *1667.9 82. *95.4 £173.0 *1.5 $1.5 +2.8 +81. $92.5 $172.6
(2) (2) (2) (2) (2} {2) (2) (2) (2) 2) (2
200 ma/kg 333.3 1942.3 B896B.3 1122.5 1089.2 2211.7 25.8 28.1 53.8 1570.8 1512.1 3082.9
Parameter : Mean:S.D.
() : N



Table 7-6 Absolute organ weights in female rats after 14 days withdrawal following oral administration of dicyclohexylamine for 28 days

Body weight Brain Liver KidneY(R) Kidney (L) Kidneys Adrenal Adrenal Adrenal ovary(R) Ovary(L) Ovaries
grand(R) grand (L) grands
Group
(g) (ng) (mg) (mg) {mg) . (mg) (mg) (mg) (ng) (mg) (mg) (mg}
(5) (%) (5) (S) (5) (5} (5) (5) (5) (5 (5) (5)
Control 266.2 1B34.6 7852.3 931.1 922.9 1854.0 33.5 37.7 71.2 48.1 46.4 94.5
$17.3 $38.3 $612.6 $47.5 *70.4 $112.8 5.2 5,5 #10.6 7.1 5.4 6.7
(2) (2) (2) (2) ) 2) (2) (2) (2) (2) 2) (2)
200 m9/kg 236.9 1805.8 6429.9 876.2 855.5 1731.7 46.5 48.4 94.9 39.4 38.8 78.2

Parame%ef H neaniS.D.



Table 7-7 Relative organ weights in male rats after 14 days withdrawal following oral administration of dicyclohexylamine for 28 days

Body weight

Brain

Liver

Kidney (R)

Kidney (L) Kidneys

Adrenal

Adrenal Adrenal Testis (R) Testis(L) Testes
gland (R) gland (L) glands
Group
(9) (mg/9) (ng/9) (mg/g} {mg/q) (mg/g) {mg/g) (mg/q9) (mg/q) (mg/g) (mg/g) (mg9/9)
(5) (S) (5) (5) {5) (5) (5) (5) (5) (5) {5) (5)
Control 399.9 4.974 29.301 3.158 3.225 6.382 0.064 0.070 0.135 3.982 3.957 7.939
+40.9 £0.610 +1.574 $0.150 10.202 +0.338 +0.005 £0.008 $0.014 $0.343 +0.373 $0.714
(2) (2) (2) (2) (2) (2) (2) (2) (2) (2) {2) (2)
200 mg/kg 333.3 5.830 26.888 3.370 3.270 6.639 0.077 0.084 0.161 4.720 4.542 9.262
Parameter Mean:S.D.

()

N -



Table 7-8 Relative organ weights in female rats after 14

days withdrawal following oral administration of dicyclohexylamine for

28 days

Body weight Brain Liver Kidney (R) Kidney (L) Kidneys Adrenal Adrenal Adrenal Ovary(R) Ovary(L) Ovaries
. gland(R) gland (L) glands
roup
() (mg/g) (mg/9) {(mg/9g) {mg/9) (mg/9) (mg/qg) (mg/9) (mg/9) (mg/g) (mg/9) {mg/g)
(5) (5) (5) (5) (5) (5) (5) (5) (3) (5) (5) (5)
Control 266.2 6.909 29.556 3.506 3.469 6.975 0.127 0.143 0.270 0.180 0.175 0.356
$17.3 +£0.358 £2.495 +0.233 +0.207 £0,410 £0.027 £0.027 +0.054 £0.024 £0.025 0,030
(2) 2) (2) (2) (2) (2) (2} (2) (2) (2) (2) (2)
200 mg/kg 236.9 7.64% 27.221 3.712 3.614 7.325 0.197 0.204 0.401 0.167 0.163 0.330

Parameter
)

: MeaniS.D.
: N



Table 8-1 Summary of macroscoplce findlngs In male rats
dled during adminlstration perlod of dicyclohexylamine

Group Control 200 mg/ke
Grade - + - +
(Thymus) [ 1} | 8)

Spot, red 1 0 7 1
(Lung) [ 1] { 8]

Area/Spot, dark 0 1 51 3
(Spleen) [ 1} [ 8]

Pale 1 0 [ 2
{Kidney) 1 1 [ 8}

Pale o] 1 8 (4]
(Skin) 1 1] 1 8)

Solled/Wet, around Lhe mouth 1 1 7

Solled/WeL fur 1 0 G 2

Crust 1 0 7 1

=, Negative; *, Posltlve
{ 1., Number of animals examlned



Table 8-2 Summary of macroscople findings In female rats
dicd durlng administration perlaod of dicycelohexylamione

i Group 200 mg/kg
{ Gradc - +
3 (Lung) [ 81
. Area/Spot, dark 3 53
(Spleen) [ 8]
Pale 6 2
X (Skin) [ 8]
! Solled/Wet, around the mouth 0 8
Soiled/Wet fur 4 4

—, Negative; *, Poslijve
| |. Number of animals examlned



Table 8-3 Summary of macroscopic findings in male rats orally administered with dicyclohexylamine for 28 days

Group Control 20 mg/kg 70 mg/kg 200 mg/kg
Grade - T - + - + - t
{Lung) { 51 I 51 [ 5] t 2]

Area/Spot, dark a 2 4 ] 2 3 2 0

Area, patle 5 0 4 1 5 [ 2 4]
(Kidney) [ 5] { 51 { 51 [ 2]

Dilatation, renal pelvis 5 0 4 1 5 0 2 0
{Liver) [ 51 [ 51 [ 5] [ 2]

Area, pale 5 0 4 1 5 0 2 (4]
(Skin) { 5] [ 51 [ 51 | 2}

Soiled fur 5 4] a 4] S 0 1 1

Crust 4 1 5 O 5 0 2 0

=. Negative: +, Positive
! }|. Number of animals examined



Table 8-4 Summary of macroscoplc¢ findings In female rats orally administered with dicyclohexylamlne for 28 days

Group Control 20 mg/kg 70 mg/kg 200 mg/kg
Grade - + - ¥ - + - +
(Lung) [ 5] [ 5) [ B8] I 2]

Spot, dark 4 1 4 1 5 0 2 0
(Liver) [ 5) [ 51 { 51 [ 2}

Area, pale 4 1 5 4] 5 0 2 0

Diaphragmatic nodule 5 4] 4 1 5 0 2 0
(Ovary) [ 5] [ 5] [ 5] | 2]

Spot, dark 5 0 5 0 4 1 2 0
(Skin) { 8] [ 5] [ 5) [ 2]

Solled fur 5 0 5 0 H 0 1 1

—. Negatlive; +, Positlve
{ 1, Number of anlmals examined



Table 8-5 Summary of macroscopic flndings 1n male rats
after 14 days wlthdrawal followlng oral administration of
dicyclohexylamine for 28 days

Group Control 200 mg/kg
Grade — + - +
{Mandibular lywph node) [ 51 { 2]

Enlargement 4 1 2 0
(Lung) [ 51 [ 21

Area/Spot, dark 3 2 2 0
{Liver) | 8] I 2]

Area, pale 5 0 1 1
{Skin) | 61 [ 2]

Crust 4 1 2 0

=, Negatlve; +, Positive
I ], Number of animals examlned



Tahlce 8-6 Summary of macroscoplce findlngs in female rats
af'ter 14 days withdrawal {'ollowing oral admlnistration of
dlcyclohexylamine for 28 days

Group Control 200 wmg/kg
Grade - + - +
(Abdominal cavity) [ 5] [ 21

Adhesion 5 0 1 1

—, Negatlive; +, Posjtive
{ ], Number of anlmals examined



Table $-1 Summary of hlstopathologlical findings in male rats
dled durlng administration perlod of dicyclohiexylamine

Group Control 200 mg/kg
Grade - t + +t +Ht pos. - +* + ++ ++ pos.
(Braln) [ 1] [ 8]

No remarkable change
(Spinal cord) [ 1] [ 8}

No remarkable change
(L.iver) [ 11 [ 8]

Fatty change, periportal 1 0 0 0 0 [4] 6 2 0 0 O 2
(licart) { 1] [ 81

Myocardlal degeneration 1 0 0 0 0O 0 6 1 0 1 O 2
(Spleen) [ 1] | 8]

Hematopolesis, extramedullary 0 0 1 0 Q 1 0 6 2 0 O a
(Kidney) { 1] | 8]

Basophille tubule, cortex 0 1 0 O 0 1 35 06 0 0O 5

Cast 1 0 0 0 O 0 7T 1 0 0 O 1
(Adrenal gland) | 1] [ 8]

No remarkable change
(Scilatle nerve) [ 11 { 8}

No remarkable change -
{Lung) [ 1] [ 3]

llemorrhage o 01 0 0 1 0 0 3 0 O 3

Accumulatfon, loam cell 1 ¢ 0 O ¢ 0 1 0 2 p O 2

Edema 0D 0 1 0 O 1 2 1 0 0 0 1
(Thymus) [ 0] I 1]

Hemorrhage 0 1 6 0 O 1
(Skin) [ 01 [ 1]

uleer 0 0 1 0 QO 1

—. Negative; %, very silght; +, Sllght; +, Moderate; +H, severe
Pas., Total of positive grade
| ), Nunber of anlmals examined



Table 9-2 Summary of hlstopathological findings In female rels
died durlng adminlstratlion period of dicyclohexylamlne

Group 200 mg/k
Grade - * + $+ ++ pos.
(Braln) [ 8]
No remarkable change
(Splnal cord) [ 8]
No remarkable change
(t.lver) [ 81
Fatty change, perlportal 5 3 0 0 © 3
(lleart) [ 8]
No remarkablie change
(Snleen) [ 81
Deposit, plgment. brown 5§ 3 0 0 O 3
Hiematopolests, exitramedullary 0 6 2 0 O 8
{(Kidney) { 8%
Basophilic tLubule, cortex 6 2 0 0 O 4
(Adrenal gland) [ 81

No remarkable change

{Sciatlc nerve) | 8]
No remarkable change

(Pituitary gland) [ 8]
No remarkable change

(Ovary) [ 8]
No remarkahle change

(Lung) | 5]
licmorrhage 3 0 2 0 0 2

—. Negatlves %, very slighe; +, Silght: +, Moderate; HH, Severe
IPos., Total of posiLlive grade
| ). Number of animals ¢xamined



Table 9-3 Summary of histopathologlcal flndings In male rats orally administered with dlicyclohexytamine for 28 days

Group Control 20 mg/kg 70 mg/kg 200 mg/kg
Grade - % + +H +H pos. - * + + ++ pos. - + + ++ H+ pos. - * + H ++ pos.
{Braln) [ 7] [ 0] [ 0] [ 31
No remarkable change
’ {Spinal cord) [ 71 [ o} | o] [ 3l
’ No remarkable change
(Liver) [ 5] t 1] [ 0] 2]
Fatty change, periportal 0O 1 4 0 O S 0 0 1 0 @O 1 0 2 0 0 0 2
Fatty change, focal 5 0 0 0 O 0. 0 0 1 0 O 1 2 0 0 0 0 0
' (lleart) ( 51 { 51 (- [ 2]
Myocardial degeneration 4 1 0 0 O 1 5 0 0 0 0O 1) 2 3 0 0 0 3 2 0 0 0 o 0
(Spleen) [ 51 { 0] [ 0l 1 21
Hematopolesis, extramedul lary 0O 1 4 0 0 5 0 1 1 0 0 2
1
. (Kidney) [ 51 [ 11 [ 0] | 21
Basophillc tubule, cortex 0O 5 0 0 O 5 0 1 0 O O 1 1 1 0 0 0 1
Eoslnophilic body 2 01 0 2 3 1T 0 0 O O o] 2 0 0 0 0 0
Dilatatlon, renal pelvis 5§ 0 0 0 O 1] ¢ 0 0 1 O 1 2 0 0 0 o o
(Adrenal gland) [ 51 [ 0] [ O [ 21
No remarkable change
(Sclatlc nerve) | 71 { 0] [ O} 1 3] -«
No remarkable change .
{Lung) { 21 [ 1} [ 31 | al
llemorrhage 6 0 2 0 0O 2 0 1 0 0 @ 1 1 0 2 0 o 2

{ (Skin) [ 1] 1 o] [ 0] [ 0]
. Ulcer 0 0 0 1 0 ]

, —. Negative: i, Very slight; +, Slighi; H, Moderate: +H+, Scvere: Pos.., Total of positive grade
| )}, Number of anlmals examlned



Table 9-4 Summary of hilstopathologlical Findings In female rats orally administered with dicyclohexylamlne Tor 28 days

Group Control 20 mg/kg 70 mg/kg 200 mg/kg
Grade -t + +H 4 ros. - t + + +++ pos. - t + + +H pos. - = + +H +H+ pos.
(Brain) 1 81 I o} { 0} { 31

No remarkable change
(Spinal cord) [ 8) [ o] | 0] [ 3]

No remarkable change
(Liver) | 5] { 1] [ o] I 2]

Farty change, periportal 01 4 0 O 5 0 1 0 0 O 1 0 1 1 0 0 2

Hemorrhage,

dlaphragmatic nodule 5 0 0 0 O 0 0O 01 0 O 1 2 0 0 0 0 0

(lleart) [ 51 | ol [ 0] I 21

No remarkable change
(Spleen) [ 51 [ 01 i ol 1 2]

Deposlit. plgment, brown 0 5 0 0 O 5 o0 2 0 0 0 2

Hematopofesis, extramecdullary 6 5 0 0 0 5 o 2 0 0 0 2
(Kidney) I 51 [ 0] [ ol [ 2]}

Basophilic tubule, cortex 2 2 1 0 O 3 Tt 1. 0 0 0 1

Cyst 4 0 1 0 0 1 2 0 0 0 0 0o
(Adrenal gland) [ 5] [ 0] { 01 { 2]

Hyperplasia, cortex, focal 4 0 1 0 O 1 2 0 0 0 o 0
(Sciatic nerve) [ 8] { ol { o] I 31

No remarkable change
(Pitultary gland) [ 51 | o} { 0] [ 2]

No remarkable change
(Ovary) | 5} [ o] [ 1] [ 2]

llemorrhage, corpus lulcum S 0 0 0 O 0 g ¢ 1 0 ¢ 1 2 a0 0 g 0 ]
(luag) [ 1l [ 11 [ o} [ 0]

llemorrhage 0 0 1 0 O 1 1 0 0 0 0 4]

=, Negatlve: %, very stighe: +, S1ight; ++, Moderate; 44+, Severe; Pos.. Total of posltive grade

{ |. Number of animals examlned



Table 9-5 Summary of histopathologlical findings In male rats
after 14 days withdrawal following oral administration of
dicyclohexylamine for 28 days

Group Contirol 200 mg/kg
Grade - £ + +H 4+ ros. - * + H 4+ ros.
(Liver) | o) [ 1}
Fatly change. perlportal 0 1 0 0 O 1
Fatty change, focal 6 ¢ 1 0 ¢ 1
{ilearl) [ 8l { 21
No remarkable change
(Lung) [ 2] [ 0]
llemorrhage 0O 0 2 0 O 2
{(Mandibular lymph node) {11 [ 0]
llyperplasia, plasma celd 0 0 1 0 O 1
(Skin) [ 1} [ 0]
Ulcer o 0 0 1 0 1

-, Negative: %, Very slight: +, slight: ++, Moderate; +H+, Severe
Pos., Total of positive grade .
I ]. Number of animals examined
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