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E B

=FNLT T u~FY 028 ARRERSEERBRE, 7o FEAV, 0, 40, 2003
X 1f 1000 mg/kg/day ORBOF/EGIT LV ERK L, BRI HIEEETNLENSLL
L, 6 BEZERT, 4 BRI G-I TRICER L7, 2 811X 0 36 KL T8 1000 mg/kg BED Y
T4 MET, #EHTH 14 PEOEEHMK TR ER L,

1000 mgkg B THHICRSERORENIRD bz, MEFREZBV T,
1000 mg/kg B THIZ 2 b EVRFEOER, #IChARREBIL B~ 2
v MEDEENRED b, MEAECFEREIZBVTIE, 200 3L 1000 mgkg B
THIZBRE Y VL BEORE, £56I12 1000 mgkg B THIZ v -GTP Fik iz y
N ABIUT MU AREORE, HZTAD ) KR T 74 —EBiEH, LEES
JUORFREFRREOEMELRD iz, FEBRIZEBV T, 200 mg/ke £ THEIZ BB
DOFEXEE, 1000 mgkg BEOHE TIIBHMOBER B L OCHMEROVTR b RENGE
iz, THIT, 1000 mekeg B CHEREIZATIROKERTS LU EROBEIBD
bivl, WEESFREIZBVTIX, 200mg/ke S _EOB TR BIROTA RAE L&
DOWEFROEMIBED bhfz, 1000mgkg HTiX, BOBRIZ a2u-ra7 ) %%
QMO RAE LGB MEOEMLBD bivk, S5HIZ, 1000mgkg BT
MERE N FFIR D /N E P D T RERR AE R ASEE 8 b7z,

DS RBEEHMETH D VIR SRR TRORE TRD b B, EEH
fiF & 5 WIXEEMRE TRORETHE, BOT o bor EUBROBERR o 228
FOMOEINTHHEIEL, TENRELTHD LB LN, £, BRIORE
HEEBIIRD NPT,

PEDHERNS, mFAT T a~FH DTy b~0 28 ABREREOREICL VER
b ERBIERFREG LOBRICH T RETH Y, BERDIKFNE LUK
EFROREEBLED LN, BEEERIT, ML Y 40 mgkg/day RSN,
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B ®
TFNVTa~FH U ETy M2 28 HERAOKRE L, APEORERSEHIZOW

TRET 2.

Mt L UHR

1. #BRYWE
TFNY 7 a~FH4 1 (ethylcyclohexane, B85 ECH, CAS No.1678-91-7) id,

SFE 112.22 O, KIZRE, =& ) —ARZ=—FNIAER, 77T BROHDLE
BEHAOWKBETHD, HRIZIX
Rt S hiz MEE 99.9%) %, GEFET (2~6 C) THR

LTHREL, L7, HERPEITRBRE TRIION L, RERETOREME 2R
L, ZFNAT 7 a~FH o O8L, Appendix 1 1277, BEBRWEITBEANET,
BMMICTAR TH-DT, BERKIIBFA) 7H (EBELHKEXESH, vy &
% BA26) #EGE LT, BIEORSARLARIBEORRICHAM L, BRDE
RAMKEDOREMRICZOWVT, 0.2 B LU 20 whBiEEBFT (2~6 °C) , AT T7 HHE
REL, ELITRSFOBHERMGT COREMZER L TRIRIC 1 BKE L%,
HAIZv< 75720 THHMLEER, TRETHRIZ AR INLL

(Appendix 2), L7=2i- T, REEDFHIEIIARE 7 ML L, ARLARE
HiX1 BOERARILIT/DT L, EARKE CART(2~6 C), BXTTRE L.,
i, PIEICAR L ZBERICOWVWTHNL, FIEORETHRMEh TSI %
#EsB L7 (Appendix 3),

2. BB LUHAESRHE (Appendices 4~6)

4 B# D SD RICr:)CDSD)] SPF 7 v b &, BAF ¥ —NLV R - Y X—ghAstt B
AEEEF— WENREATFER 795) »oMA (MRS 35 LU
EROMARIIMRES 36 L Th-o7) L, HEX 7 B, Ml 8 BMRBRRIZHIL
T, REHMIIBAOCBENGHETS A/, #T6 B E L, TORO—AR
BEGEEENENLL2FABRE THHIT LARBINZDOT, ZhbixHEy Tt
L7,

Z v M, BE 22 £ 3C, BF 55 = 10%, #KEHK 10 @ E B (F—
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NTVLyaxT—hHR), BH 12 B/ B (5801 7FH~F% 78) ICRELL
RYT—VRFLEBHE (B 6 B) T, BEEFEMIRAT LV AREHE —Y (260W
X 380D X 180H mm) IZINAL, THEATVLABSEDT v 7 CEBEELTRT
Lk, ff (BEBETERKXSH, ERFHMSE MR R by, vy hES
061255, 061272) BLUEEIAK (AR lpm OV— ) v P74 V& —TlRkiEHE
SOGRBH L-BEAEK) &, Theh 27y MEERERARERLS LI UH
R AEBIC LY BRICERSE, BOBESEINITE AV FEICLIITY, 7
—DIRIARES, R $YEERLVS—VBEERF LT ANVEMT T,

703, BMOFEHRZE LT, BWEOEET 21.7~22.6C, WL 55~62%
OHEBETHB L (BFE - BEORIERR : Appendix 4), T/, FRFOHBERY
BEOSHRER (Appendix 5) 1, KERERETAHEVERBED THEE L TE
HBOBERMERE (1979)) 2251 LU TUHERBRE L EEOFEHBEND
ETHY, SEKIIAEECE IS KERE (Appendix 6) TEEIDEE T L
PR LIz, LEX-T, BpomERNEILEC T, AREEOERRICEELR
ETEEIOLNIREEROERIL, RPolcbD LTSN,

ARRIL, BHERLBEOERE L ORENLERO TIZEET 57 OIC@F
TREFERLEED (MABA SEEVRFELEHRTOBYERERBE)
RE, REROBMEREZEROARBER/ TIT- 7,

3. BEBROBRE, HRBRBEOMER L UL FHik

BERY BEERERBOBRICESVWTRELE., & 1EOHS v Mz, =F
N7 a~FH 0300, 1000 &30 iE2000 mekg ABRZHEERARES LZEE,
B o0 AMEMMERED OS2, T2 T, 1R 40T v MZ, 00
HEEER) | 30, 100, 300 & 5V i 1000 mg/kg/day FBE%* 14 BREIEDHEL, —BK
BOBE, AERSIUREROHE, FRE, NRFRE, MEELERE, TRl
NICBREERORAEZToT, TORE, 1000 mgkeg # T, MR TIRERR LT
v -GTP OFE2V LEEFRLRD b, Rz 2 RENRB I, 300
mgkg HiZRBWTH, EOFBEROEEERIRBD bz, Zho0EIZML
T, 1000 mg/kg BEDOMEEICHESEHEZEDOHENBO bz, U EORRNO, ARHR
BT LIREGBIZONWTE, BRECRERSEENLREET DI L FRHIEH S 1000
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mgkg/day ¥ HEAR, EHERELRE LW EFRIEN S 40 mg/kg/day % HiE
ARE L, ZhbOAROMIZ 200 mg/kg/day DF 38 BEZHRE L.

REBOMRIT, ORAERER (UUT, 2B, OHBRMWED 40 mg/ke/day B 5
# (40 mghkeg #), @R 200 mgke/day H58 (200 mgke &), @F 1000
mg/kg/day B 58 (1000 mgkg B8) D 4FEL L, 1 B> X MERES 5 LB &4t
L, ¥£7, BN BTN, fFktt, BRIEBESIOVWTEBE TS, X
RS K U0 1000 mgrkg BEIZ-OVTIIBNIC 1 BAMERES 5 I 6725 Y7 71 MiE%
BT, By OB I, HRERBTRIZITY, BTN Th Y B ORESEDF
BEIGEN SO 6% 30 MBI L, FEICK @Ik L 2%, BmEEESics
BIZIRD 5, BBROBEFHERY—LTD L5 L7, RERMKE (58E) OF
WEE (KEF) 1%, . # 162 (1561~168) g, M 142 (133~151) g THH, &
BEOEEITIFHEEDOL20%UNICH B Z L 2B LI, BOTH%OKFEMIL,
BB LRA L,

BEHER, BEREFEE1 kg4 5 mL L, 77u B T ERES
LcBEREZAWT, #BMED 0.8wNv% (40 mg/kg B¥), 4.0wiv% (200 mg/kg
) HD5\T20wiv% (1000 mekeg #) # %, 1 B 18 (FFaI9) , 28 AMICHT
S>TROKRE L, FEGEOBRGEEZ, EREOREEKEICESWTEH LE, 3t
BB, BEL LTHVWEREAY THhE, BRICERE L, 7541 MO 28
AMBERTRICBIT2EEMRRZ 14 8f & L, TOMIIBEETORM-,

4. BEBLURE
1) —RIRESE
SFzoONT, 88, KEHMMIcEVLTIRRSE], REEE, BERER 30
Gr~1 B3 LUV 4 ReLIRE D 4 (8], BEIEHMRICIH W TR LS 1H, 849
DERE, SMB, ITEZEIZOVWTHRELE,
2) MR ERREIR
2HCONT, BEBBOFMBBLCEDHITE 1B (56, 18, 208&
V27T BV TF 574 METIHILIEHE 6 BL 13 B) X, ¥ —Y¥A F
TOBEIIMAT, Bz r— VoW TR KO — VA 0EEN 28
Bog (TAHIMA—F 71— F, 3T0WX560DX40H mm) T, FEHE74
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BERSEZITY, BOONEEEFATRG L, BERBEB LUOFRII,
Appendix 7 1277 ¢, BRIZNTZ- Tk, REEEALETHHDICBEES T
i}, BEHEUANOENHECENRSER R LT —VOTNVE2BEEEDH
For LZiilicl Bz, BEFISEESIECBEEZTOI ity &
EREBTHARREBCERE L,
3) BB RERE
BEHER TRESEBMIIRS 48 (8527 H) BLUYT 54 MEIREE
2@ (E# 13 B) i, FMREESERICNAT, \ARERS BEEICELT3T
EBAORR) , BERS (K -ty ey — VML o 2K |
MERS (BFicMhEReoRR) , BERE (BREBL Y 2y M THRA
EEEOE, BRESORIS) , MILRA CLicT 2BALORE) BITER
K& (ALETEBMICLEZGEOEFEBICL EARE) I2oWT, B#ENE
BARALZRETREL, BOO0N-RE%2FFES (Appendix 8) Ti& L7z,
4) BAB LB RESHERE
BEWBKETRERBYIRS 48 (8527 H) BEUYT 74 BidEHE 2
B (EH 13 B ITBWT, #h(F v b= ARBHRIEEE, MK-380R/FR,
FZAEERST) BLCRARENE (BREVRAELEE, SUPERMEX,
EITHBEAS) ZRIE L, B, REOAEXPTHRIRET, filk, #
&b 3EMIEL, £OEBHEILHROANDEEZERL 2 EOFHEL LB
WORAL L, ST, BREBEL, WEEXBAKEOHD 60 2T 5
BBEX (10 ZHEET 6 B, BB B RMRE B —2B&E) 2RIE
L7z,
5) HER L B ENE
2FZoNT, &5 1 H (REPBEOREERM) , 7, 14, 21 3LU'28 B, |
EIBIVC M HECCERBICEEZREL, RERMEPB LOEEHRF D
FEMMELZEN U, HERT, 58 16, g3ks5 5, 12, 198XLU'26 0
WIZEHE 5 B8 X712 B, #id 54, 11, 18 B L 25 ARGCICERE 4 B L
11 BiZ, ZhEhRAETO 24 FFHFARHEREZRIE LT,
6) RIRE
BREHME T IREREMIIFRS 48 (522 H) BXOY T 74 FXEE
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238 (ElE 8 A) i, BHEHE L CTHREREZERL, SBOBEE T pH,
i, #o°7, B, FhoE BIAECYBIEYRE) S UOEMES
BE RBERE: ~VT A AT A 9T R, XTI AF L ANVEREH) 21T
o7,
7 hEFRE

B, B85 R TREBEBMIC VTR S BN T, EESRET
BRERBMIC OV TIREENMKE TR, Thth 1ER (16~20FKH, #
AKOR) D%, =—F VEHRET CHEL CHEXBIR»HT-7, ERLUZ0LE
i3 8L, £O—#ik EDTA-2K CHEE LA L, £EE BBk
B (XT-2000iV, YRRy 7 AFREH) 2LV, Rk (RBC, EXEH
R , MEeRRE (Hb, SVIARBT NI UVA—~ETREE) , ~
< ;27 )y ME (Ht, RO ASVIEBERGE) , FHRORER (MCV,
HEE), THRMRMEARE (MCH, 3HAME), FiyRmuki 7% E (MCHC,
FHEE) , WRRMERS (Ret., 7 —4A b2 FU—i), AMEKE (WBC, 7
o—4A R MY —) BLOBRMIRE SR GFHEEER (Baso.), #FEEIR (Eosin.),
FHEk (Neutro.), V3% (Lymph.), BE (Mono.), 7ua—H%4 bA LY
—E) WS (Plat., BREFRHE) 2RELE, b, ~#Hik
3.8% 7t BT P VAR TABLTMIFZoREL, MEEREBSRAFEE
(KC-10A, XKET7 AN 7)) 2Xv, 7u bu EeE (PT, Quick —
BE) BLUEMRS b o RS 5 AF UM (APTT, =5 OV BiEH(L
&) #RELL,

8) MmKEFHRE

BB L - MEO—81roMiEL oL, £{LFEBTER (JCA-BM8 &/
;o4 ¥—, BEBFHRASH) 12Xy, BF2 /32 (TP, Ea—Ly bE),
FAT Iy (Alb, BCG #) , A/G ke (A/G, #EE) , ¥ (Glu.,
GluKY-G-6-PDH2¥) , # =2 L 25 1 —/L (T-Cho., Bé¥ 1 (CES®- CO9-PODS
), MY TUETA R (TG, EBRE (LPLO- GK?-GPO®-PODY%)] , R
RER (BUN, vv7—¥ - -UVE) , 7vT7F = (Crea., Jaffei®) , AST
(GOT, JSCC#9) , ALT (GPT, JSCC#:9) , v-GTP (SSCC #:19) , ALP
(JSCC ¥ 9), LDH (SFBC # 1V ) , A4 (Ca, OCPC #) BIWY
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wmps ) o (P, BEEiE (PNP12-XOD -PODYR)) %, ¥ -EMHEBLITE
# (NAKL-132, HREEHTEHRSH) X9, TFV UL (Na, 14VE
BIE) , HYoa K, A4 VEERE) BLUER (C, (48R ZRE
Ui, 7238, MiEIXSMEREHT 2% T, —~T5CUT CHBERE L7

D: ypaxi—t, D sra—-z-6) vEBKKEE D sLAFo—AT2TI—Y,

V. arzFu—atEsy—4, V. rryy—¥, 0. yRSaFL Y-,

V. yyeo—nxr—¥, 8 Lo sienygirss—¥, D AEGERILES,

10 o v eTEREnES, 1D 75 ARRENES,

12). 2y uxpvady kaa7a ) 5%, 19 2prFraes ¥

9) HRB LUBEERNE

FTEOHSHMSH 2V IEEMEETE B oRiziV: TRLER L, &R,
B O XU RE 2 NIBAICBIE Lz, £k, i, B, LR, PR,
B, B, B, FRR, TERE ILHIZHETIDER, BRLE, HTIIHE
PRE (EHNER) U, IHEERAOKERICESVTHEEL (AHER) %
BHLU-, B, B, HE, SREABIUIRIIEEEY—ELT, BB
FUTEEIEERICHELL,

10/ BMEFRE

ROBEELERL, 10% T4 VBREEF LV~ ) V& R, BRLERTT
CHECCHIER) CEEL, REFLL, |

i, BRER, TEME, FRIR (LB/MMEEST), BB (B, W, ER),
O, KREBLUH (BERZEAREST), TR, W iR b 20%,
B, B (+8E5, =5 5B 55 &8 BB SRR EE), AHESE

(R E7-IIORE), BIAERME OFRLE, sistR, REEETE, B, B
Bt, LEEHE, U (BEEY O, BRERY V) BIUEM (KRR
&)

AEARFEREL, RSHHKTRERDDOXREER L 1000 mg/keg
DEERFBEICOVTITY, BHRILESTRI 74 VIR ZERL, HE B
EBERLTHER L, £z, WBENEFRET 729, BEO—HOBBIZ W T
a2u- /a7 Y R EREYER LT, TOKR, HRYEOREIIERTIE
LA HERE D FFIES X ORED BIRIC B0 ST o, 40 38 & U8 200 mg/kg B O}
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CEEHRK T RERBMIC OV T, HEREDITIRE L OO BRI U AR
HRERUEREL.

5. MEEARHT

RIX N v F—F (B BRHEHR - KB - KEENE - BEE - ORF
RET—% « WREMCERET —F - BEER) 0oV UL, #BILCESEBLT
BEERZEEZ RO, 72, BBREDR 3 I ELOBR ST Bartlett DRBRER TV, £
DERGER —RR2BET—aBREBORBOT 2T o7z, FEB R TRVWEET
W2 7 A M) v o 7—5 (BLRESGR, RRET—F) i3, Kruskal-Wallis
DIEMREZITo T TN L DORBEREFEZELXRDE ST, Dunnett 720> L Dunnett
BMOBREETHREICHT2ABRELT/A. BRRHER 2HOBEIL, "FA M v
7T —FIZOVWTFREZITV, £ORRIBH—RLEFLIL Student D tREZ,
—RTRVWIEEIT Aspin-Welch D t REZTo72, (72, /U5 AN v o5 —
%1%, Mann-Whitney @ URE 21T - 7=,

BTV ANT—F (—RREBOBRE - SFMRERRBE - RIEEERE - 5% -
FEEBREREICRT DREFOREBEAE) (id Fisher DESERREL AV e, FE
KT, WTROREED 5% & LTz,
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W OR
1. —AREERB L UMFEC (Tables 1, 2, Appendices 9, 10)
BEME R OBEIZR T, 1000 mgkg H THEDL2FIZREEE ORENR
Do, METBELLOT, ETERE L~ OABRKEIREE 15 SRICITRS
LT, EERIRICEWT, MEEIRS bivkedof, JELIE, BEMBEZELT
BOLONRD 2T,

2. HHMEEREE (Tables 3~6, Appendices 11~14)
BEHMT R L OEEMBTOBERIIENT, SBEEEBIZAELRENITRD L
Nnichotz,

3. BEMAERE (Tables 7~10, Appendices 15~18)
BREHEF B L CREMBFOREICBWNT, E#REEBIZABRLRENIIED L
ﬁfii)”)to

4, BHHB LB FHESER (Tables 11~14, Appendices 19~22)
BROEORSIZ L A2RETRDLNEh -T2, BHEMBEPOREIZEBNT, 200
mg/kg BHTHOBMBBNICO:, FERLEHESED bR, Bz HEMBBMEX
B bhidol, EHEHMEFORIE T, BHIELREIRD 2o Tr, BRE
BRI, BEHMMPBLIOEEMMPORIEL b, FERELIRD SR o1,

5. #HE (Figures 1, 2, Tables 15, 16, Appendices 23, 24)
ZRERATOAERLRICRSHATE L OCREISMFPOGERENEZERLRE
LB bed o,

6. #EfHE (Tables 17, 18, Appendices 25, 26)
BREFMEB L UCEEHREL b, BEECHFERELMEIBRD N7,

7. [RIRE (Tables 19~22, Appendices 27~30)
KE5HMT B X UREHBFPOREIZB T, SREEHCABLELLIZRD S
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Nihof,

8. Mmik#RE (Tables 23~26, Appendices 31~34, &7 —%¥ : Appendices 51,

52)

B 5K TERERE®IZEBVT, 1000 mgke B THIZI 0 b YU BERO
HERER, HIChERBESLIO~~ b2 )y MEOFEREESBD ONE
B, MOEBHEREFHEOT 2 b €U BRIIHBE L R TER80I0RR%
fEfAMIZ3 Y, 1000 mg/kg BIZHEBEZSRBO O, £, 40 mgkg HOBEOHIR
RMFRIKICEERBRESFTD LN, L LR, BOBRKRLREOELIZIZA
BB ONT, BBRVEOREL RV T edoT,

EEMER TREREMIZBWT, 7o b EVEBROEESRDLIE
BENBR TR, HEHESLOEBHMBIIRGHRK TRHRERED L LT/HAED
o7, HEICREIIRD NI,

9. MKAELFEMRE (Tables 27~30, Appendices 35~38, &5 —4# : Appendices51,
52)

B 5 R TREZREMICIVT, 200 B X8 1000 mgke FHTHEIZKRE Y L
YREOERELBENEOON, FEET R oLFEIIENTS 200 BELW
1000 mg/kg HTRIBROBEMMBRD bz, X5, 1000 mgkg # Ty -GTP &
PRIZANVYTLABLTT Y U LABECEERRENEL, TAHVRRAT 7 ¥
—EEE T IO ERS LCRRERBEOFERBESBECBOONE, 225,
200 mg/kg DD LDH FHIZEBL2BIENRD b=, LDH OE{LICHEHE
BERRED b hot,

ERHEE TRERBMICEN T, FREFBICARLRELRIRO b ot

10. #F# (Tables 31, 32, Appendices 39~42)

BREHMKTRERSYITIVT, 1000 mgkeg BHOMBET, 1 IO B,
o 1 RO/ (BRD BRO oI, £, BROKREEI RELS X
X 1000 mg/kg BEDOW-TFh LD 1 LIZRD LR,

- EHEMAES TREREBIC BV T, EilhiBdbhidoi,
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11. B3EER (Tables 33~36, Appendices 43~50)

# 5 R TR EREBMIZBV T, 200 mgkg B THICFBOMEMER, 1000
mgrkg HOETIIBROENE LOHGEROWTH b HFELREENRD O,
200 X T 1000 mgkg BHOMICIIBROBHIEROADHFELRRENRD LN,
& 5Iz, 1000 mgrke BT, MERECIT OIS L UM EROFERBESRD
LT,

EEYRS TRESBMICEN T, FRETORNERL L UHNERICAERRE
LIEIBD O h o7,

12. JREAEMESHRE (Tables 37, 38, Appendices 39~42, Photos 1~4)
| WERME OREICRET 2 B{L A HEO TR L CHOBRIZRDO Hh i,

B EHIER TREREMIZRBW T, Fgo/NERLEFRRIERS 1000 mgkg
HTHO 4 CRBIUMD 5 ILIZBO LN, T bMBEORBRRIZIIHREE L T
FREPZD LN, FHREXIIVWTILBERETH- T,

BBV T, 200 B LT 1000 metkg BEOME TN RMEHE LR O FROBEM
LUV 1000 mekg BEDHE TALERME LR OFEBRIE/MEOEMABED bz,
FiEi, ARERSLOC 40 mgkg BIZBWTHRDLNER, WFhb—HDOR7
AN ESRFBEONEL LTROONIBEREILTH T, LM Liedb,
200 mg/kg HTIX 4 EBHBMNEL DR 71 TEOEBIKRE SN LI-F
SREF, 56121000 mghke BT IERTEEFABITIEIELAEDORT
VICEBDORERHFRBH O D BEST, 200 33 LU 1000 mg/kg HOPLER
JUBEFAORBRRICERENRDON, £z, =4V Vi, a2u-F 7y
RELFEBHED, ZRIABERROZRPIBRIN TV SEEBED L L THRE
gt/ MEL, SHRETRDONT, 40 BX T 200 mgkg HTH 2E, 1000
mg/kg BETIL5 ILIZRHHH, 1000 mgkg BORABICHFEENRDON,
BROEBEREHM TH- TH, BEMAMK TREZDMOXN BEEORE T 1 RIZHF
EEME/MEDIERD BTz,

2B, BEHEKTRERSMOFIR TR bz 1000 mgkg BEOHED 1 KO
AERARO R, BRRBFESEE L BN 2RESEEE FIZR->T
RO L, HEETORRESEIX, 1000 mgkg SO bBREAITED LT
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W3 £ ThB, 1000 mgkg FHOHEDORD 1 GIZRH b/ ML LRIz
BHEERBLUBEET I RILE LTUERE LEOHRE LEENEFRO BB D b
BRHEDETH o7, Eie, HREHB LTV 1000 mgkg HOEDOE 1 LIZRD 5
Ni-EROFAFCIHOLAIBH O, ZhbiR0TFnd, BRHBEORS LIIE
BfRieRE LT S, SbIC, REFIMK TREZDHOXMNBRIZOR, HDHWVIL
*ERBE & 1000 mg/kg BEICHRRAIC, MOMKMIER, SAREGREILE, MY R
U U RRIBRER L UELE, FROM/EEE, SERIFFMABIEFHEMES L Ui
TRAFEELEMEMRE, RE OB ERIGR, BROGEEMERBE R X U
B N MR O 23R Bk, iz, BBICHAELE L BAARILESBY
EHETRD LN, MBEEL 1000 mgkeg HIZBITIELOBREIZEZZIRD LN
otz MBEICIGED D THEBRYERESHICOZ,, O BRRERL OB
BREY R REEB LCRERECRIBO NS, Zhbid7 y MIERRE L
LTLRLERDONIEILTHY, AEMBMICEREENBMT 2ERbED DN
ol Ehh, HRYBOHRE L IXEBRLAEL L HMF S hiz,

B EAR A T BB REI DI VTS, B5-HIMKE T REREH CHY b TR
RERE R N HED B RO T 36 & UF B/ MEDBINITR D b g hr oz,
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zZ B

IFNAT T a~FH U E 40,200 BLU1000 mgkg PHET, 7 v MZ28 BEK
HREDEFE LR, iRl LUBRES T FEREENBYO LN,

FFI Iz 34 B BT DT, 1000 mglkg B CHEREIZAFROMER I L U ERD
BEARD N, REMEEERE T, R#EOFRBICFHIRO/NEFLERBKIE
Bih, FBRYUEORECLIEELEL LN,

MFFBRER L OCMEECFERETRD b7 2003 L UF1000 mgkg FFDOMEHED
REULEVBREOHED 2 VIIREMRIECIZ 1000 mgkg HO#OFa b v
VEEBIDER R LDy -GTP EHEOBEIC SOV T, HRYEOFBICR T2 BM4E
BLEETIEMLEZLND,

728, 1000mgkg BEOMO 7o b oL R MIIRE L TLSICEREEZ R LS, 7 a

b o e R OEMRICIIBRENREIID 2L, £, B AEMENICHEAT
HERMBRBOONTWRNWI LD, EROERES L IBHERE LI 28,

Bzt 2B OWT, ETEREN EROBIESN 200 meke BEIZ, EXER
BLUHEAEROBIES 1000 mgke HIZRBH O, HREABRERE TIL, 200 8L T
1000 mg/kg BEOHEOBBIIARME LR OMFEOBMNAED Hh, 1000mgke
HOBEORE CIXE IS RME LR OGBS/ MEOEMLRD bhis,

ITALRMAE LR CIIARETREIN-ERET L MY A P URIZK->THERIIL,
IRHRY VY- LADOEANEBERCLoTT I/ BEABREHh, BRSNS, ©
FHEIXZDY VY —AIIBT 2P TFEATNT I OERET, RREPLOER
OFRHOBFMRLY ¥ Y — LNBRIZL I RIMEROEBFICLVERTDLILEEILNT
Wb, =7, FEBYEIMEIIET v PO TERSNW BRI TFEHe2uZnr ) o
BRRIVAETIEKRY Y —AThY, EELestrogen fEHICI Y HIRISNE T v

MEEDOELE SNTW3 12, iz L b, FZRB TR b FEt/ME
o2uZu7 Y CORERTHDI L EHER LI,

MEELFRE TR Iz 1000 mgkg FHOHEDT HY U ABRERLHINLVV D AR
EOREDL, HBRHEOERICNT 2B LEET I TRENELOND,

723, 200 35 L U* 1000 mg/kg BHEOMIZIIBROKMN EEOADBMENEDH bl
23, MEOBIRICIIEE S 2 REBEARENERSED T, RIEREENRE L A
TRRFETH -T2 &I X 28 L IIEBBRAEL L HT S iz,
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1000 mgkg HTHICRD ON-ABEREB LU~ 7 U v MEDKE (£h
Zh, 18.6 g/dL 8L 41.1%) iZ2WT, WTFhbEFRT —FITBITHEHE (L
RWE : 13.5~159 g/dL, ~< b7V v ME : 41.2~47.9%) NOEETRHEMPH
RAFRMBRICEMAAEOELLBOONT, BELRFTA ThHo720, RBEOREIZIW
THRROELERIFbh, $#BROEONKICHTIBELRERL RIELLEL
2% 1

%72, 1000 mgkg B THEZERD DN MRELZHELIZONTS, TAH YRR
77 #—PEM (337 IU/L) 3EET—F ICBiT 5 EMEE (356~1087 IU/L) %M
I TEZIEETH - =28, MEEE (114 mg/dl) L RFZHRBE (9.2 mg/dL) @
BEZERT —FICBIT 5 ERE (MFEHE : 96~148 mg/dL, REZEF : 8.9~18.6
mg/dL) NOELTHY, DEEENEERL LTIBERLOTH 7,

7233, 1000 mgkg BEOMEREIZRD bNAREIZOWTIE, BEERIZHREL, &S
# 15 DEIZIIEHETIZ L0 b, BRERIINTIRBRIGERTIFHREEZZ N,
BOEOBRPUTHE D BHERE L 118 L #L,

ZOX S REEHH YT H D5V EIREHMR TRORE TR b &KX, EEH
M H2VIIEESME TIRORETIE, O v to  EVRFHOERSRHEL T
WELOOEEERMICH Y, ZOMOERIIVTRLEREL TV, LEBR-T, &
HEEITENTHLLELX DN, £, BRNLREHERIIBDON 2T,

UEDRERND, TFAL 7 a~FF DT v b0 28 ARRERABEICLVE
H o ERBHITIFEE LOCBRCHT2EETHY, BELOLBFNG L CMLEK
EFEMFEERORO O, BRI, M2 b 40 mg/keg/day LR INT,
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D BFRHFTF, ‘SRFEOEMELER 17, BARRFRR, KERHL, 1995:165-167.
2) Uwagawa,S., Saito,K., Nakayama,A., Umihira, M. and Yasuyoshi,O.:
Comparison of hyaline droplets in rats with chronic progressive nephropathy

and chemical-induced alfa 2u-globulin nephropathy. J. Toxicol. Pathol., 1992, 5,

195-21.

-15- Study No. 05-229



IFINI 2 OAFH 2L OFvRE WS 28 B BIRER 0 & 5545

ABRES . 05-229)

BRBEE BIEHA

(- BRI ER)

MHEEAN SELEMHERSHERT



633-G0'ON Apmig

Body weight (g)

Fig.1

500 -
450 -
400 -
350 -
300 A
250 -
200 -
150 -
100 A

50 A

—o— 0 mg/kg/day
—8— 40 mg/kg/day

—A— 200 mg/kg/day

—¥— 1000 mg/kg/day

Body weight change of male rats treated with ethylcyclohexane in the repeated dose 28-day oral toxicity study

7 14
Administration period (day)

21

28

\

€ 1

0 7
Recovery period (day)



633-G0°ON Apnig

Body weight (g)

Fig.2

500 -
—o— 0 mg/kg/day
450 -
—+— 40 mg/kg/day

400 - —A— 200 mg/kg/day

350 A —¥%— 1000 mg/kg/day

300 -
250 - . o ' ,,_—‘—’—’-4
200 -

150 1 &

100 -

50 -

0 1 ] | ’ i 1 '
0 7 14 21 28 0 7 14

Administration period (day) Recovery period (day)

Body weight change of female rats treated with ethylcyclohexane in the repeated dose 28-day oral toxicity study



633-90°ON Apmig

Table 1  General conditions and mortality of male rats treated with ethylcyclohexane in the repeated dose 28-day oral toxicity study

Administration period Recovery period
s Dose (mg/kg/day) 0 40 200 1000 0 1000
General conditions Fate KA KR Total KA KA KA KR Total KR KR
(Clinical signs) Grade No. of animals 5 5 10 5 5 5 5 10 5 5
Salivation - _ 5 5 10 5 5 0 0 0 5 5
+ 0 0 0 0 0 5 5 10" 0 0
Mortality (%) _ 0 0 0 0 0 0

KA : Killed by design at the end of administration period

KR : Killed by design at the end of recovery period

~— : Negative; + : Slight

** . Significantly different from control at 1% level of probability
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Table 2  General conditions and mortality of female rats treated with ethylcyclohexane in the repeated dose 28-day oral toxicity study

Administration period Recovery period
. Dose (mg/kg/day) 0 40 200 1000 0 1000
G
eneral conditions Fate KA KR Total KA KA KA KR Total KR KR
(Clinical signs) Grade No. of animals 5 5 10 5 5 5 5 10 5 5
Salivation — 5 5 10 5 5 0 0 0 5 5
+ 0 0 0 0 0 5 5 107 0 0
Mortality (% ) 0 0 0 0 0 0

KA : Killed by design at the end of administration period

KR : Killed by design at the end of recovery period

— : Negative ; + : Slight

*¥* : Significantly different from control at 1% level of probability



Table 3-1 Incidence of clinical signs in detailed observation of male rats treated
with ethylcyclohexane in the repeated dose 28-day oral toxicity study

{ Before administration period )

Dose(mg/kg/day) 0 40 200 1000
Items No. of animals 10 5 5 10
Reactivity on removal Normal 10 5 5 10
from the cage
Reactivity on handling Normal 10 5 5 10
Muscle tone Normal 10 5 5 10
Skin Normal 10 5 5 10
Fur : Normal 10 5 5 10
Piloerection Not detected 10 5 5 10
Eye discharge Not detected 10 5 5 10
Palpebral closure Not detected 10 5 5 10
Exophthalmos Not detected 10 5 5 10
Lacrimation Not detected 10 5 5 10
Smudge around mouth-nose Not detected 10 5 5 10
Salivation Not detected 10 5 5 10
Blotted fur in the lower Not detected 10 5 5 10
abdomen with urine
Blotted fur around anus Not detected 10 5 5 10
with feces
Vocalization Not detected 10 5 5 10
Breathing Normal 10 5 5 10
Body position Normal 10 5 5 10
Convulsion Not detected 10 5 5 10
Tremor Not detected 10 5 5 10
Exploration Normal 10 5 5 10
Alertness Normal 10 5 5 10
Locomotor activity Normal 10 5 5 10
Walk Normal 10 5 5 10
Abnormal behavior Not detected 10 5 5 10
Stereotypy Not detected 10 5 5 10
Failure of consciousness Not detected 10 5 5 10
Limb tone Normal 10 5 5 10
Urination Not detected or 1 10 3 5 10
2 or more 0 2 0 0
Color:Pale yellow 3/3 3/3 1/1 -
Defecation Not detected or 1 10 3 5 8
2 or more 0 2 0 2
Appearance:Normal in 3/3 - 3/3
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Table 3-2 Incidence of clinical signs in detatled observation of male rats treated
with ethylcyclohexane in the repeated dose 28-day oral toxicity study

( On week 1 of administration period )

Dose(mg/kg/day) 0 40 200 1000
Items No. of animals 10 5 5 10
Reactivity on removal Normal 10 5 5 10
from the cage
Reactivity on handling Normal 10 5 5 10
Muscle tone Normal 10 5 5 10
Skin Normal 10 5 5 10
Fur Normal 10 5 5 10
Piloerection Not detected 10 5 5 10
Eye discharge Not detected 10 5 5 10
Palpebral closure Not detected 10 5 5 10
Exophthalmos Not detected 10 5 5 10
Lacrimation Not detected 10 5 5 10
Smudge around mouth-nose Not detected 10 5 5 10
Salivation Not detected 10 5 5 10
Blotted fur in the lower Not detected 10 5 5 10
abdomen with urine
Blotted fur around anus Not detected 10 5 5 10
with feces
Vocalization Not detected 10 5 5 10
Breathing Normal 10 5 5 10
Body position Normal 10 5 5 10
Convulsion Not detected 10 5 5 10
Tremor Not detected 10 5 5 10
Exploration Normal 10 5 5 10
Alertness Normal 10 5 5 10
Locomotor activity Normal 10 5 5 10
Walk Normal 10 5 5 10
Abnormal behavior Not detected 10 5 5 10
Stereotypy Not detected ' 10 5 5 10
Failure of consciousness Not detected 10 5 5 10
Limb tone Normal 10 5 5 10
Urination Not detected or 1 10 5 4 10
2 or more 0 0 1 0
Color: Pale yellow 111 - 4/4 3/3
Defecation Not detected or 1 10 5 5 10
2 or more 0 0 0 0
Appearance:Normal - 11 - 1/1
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Table 3-3 Incidence of clinical signs in detailed observation of male rats treated
with ethylcyclohexane in the repeated dose 28-day oral toxicity study
{ On week 2 of administration period )
Dose(mg/kg/day) 0 40 200 1000
Items No. of animals 10 5 5 10
Reactivity on removal Normal 10 5 5 10
from the cage
Reactivity on handling Normal 10 5 5 10
Muscle tone Normal 10 5 5 10
Skin Normal 10 5 5 10
Fur Normal 10 5 5 10
Piloerection Not detected 10 5 b 10
Eye discharge Not detected 10 5 5 10
Palpebral closure Not detected 10 5 5 10
Exophthalmos Not detected 10 5 5 10
Lacrimation : Not detected 10 5 5 10
Smudge around mouth-nose Not detected 10 5 5 10
Salivation Not detected 10 5 5 10
Blotted fur in the lower Not detected 10 5 5 10
abdomen with urine
Blotted fur around anus Not detected 10 5 5 10
with feces
Vocalization Not detected 10 5 5 10
Breathing Normal 10 5 5 10
Body position Normal 10 5 5 10
Convulsion Not detected 10 5 b 10
Tremor Not detected 10 5 5 10
Exploration Normal 10 5 5 10
Alertness Normal 10 5 5 10
Locomotor activity Normal 10 5 5 10
Walk Normal 10 5 5 10
Abnormal behavior Not detected 10 5 5 10
Stereotypy Not detected 10 5 5 10
Failure of consciousness Not detected 10 5 5 10
Limb tone Normal . 10 5 5 10
Urination Not detected or 1 9 5 5 10
2 or more 1 0 0 0
Color: Pale yellow 1/1 - 11 -
Defecation Not detected or 1 9 5 5 10
2 or more 1 0 0 0
Appearance:Normal 2/2 - - 1/1
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Table 3-4 Incidence of clinical signs in detailed observation of male rats treated
with ethylcyclohexane in the repeated dose 28-day oral toxicity study
{ On week 3 of administration period )
Dose(mg/kg/day) 0 40 200 1000
Ttems No. of animals 10 5 5 10
Reactivity on removal Normal 10 5 5 10
from the cage
Reactivity on handling Normal 10 5 5 10
Muscle tone Normal 10 5 5 10
Skin Normal 10 5 5 10
Fur Normal 10 5 5 10
Piloerection Not detected 10 5 5 10
Eye discharge Not detected 10 5 5 10
Palpebral closure Not detected 10 5 5 10
Exophthalmos Not detected 10 5 5 10
Lacrimation Not detected 10 5 5 10
Smudge around mouth-nose Not detected 10 5 5 10
Salivation Not detected 10 5 5 10
Blotted fur in the lower Not detected 10 5 5 10
abdomen with urine
Blotted fur around anus Not detected 10 5 5 10
with feces

Vocalization Not detected 10 5 5 10
Breathing Normal 10 5 5 10
Body position Normal 10 5 5 10
Convulsion Not detected 10 5 5 10
Tremor Not detected 10 5 5 10
Exploration Normal 10 5 5 10
Alertness Normal 10 5 5 10
Locomotor activity Normal 10 5 5 10
Walk Normal 10 5 5 10
Abnormal behavior Not detected 10 5 5 10
Stereotypy Not detected 10 5 5 10
Failure of consciousness Not detected 10 5 5 10
Limb tone Normal 10 5 5 10
Urination Not detected or 1 9 4 5 10
2 or more 1 1 0 0
Color: Pale yellow 3/3 2/2 - 212
Defecation Not detected or 1 7 5 4 9
2 or more 3 0 1 1
Appearance:Normal 3/3 - 1/1 111
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Table 3-5 Incidence of clinical signs in detailed observation of male rats treated
with ethylcyclohexane in the repeated dose 28-day oral toxicity study

{ On week 4 of administration period )

Dose(mg/kg/day) 0 40 200 200
Items No. of animals 10 5 5 10
Reactivity on removal Normal 10 5 5 10
from the cage
Reactivity on handling Normal 10 5 5 10
Muscle tone Normal 10 5 5 10
Skin Normal 10 5 5 10
Fur Normal 10 5 5 10
Piloerection Not detected 10 5 5 10
Eye discharge Not detected 10 5 5 10
Palpebral closure Not detected 10 5 5 10
Exophthalmos Not detected 10 5 5 10
Lacrimation Not detected 10 5 5 10
Smudge around mouth-nose Not detected 10 5 5 10
Salivation Not detected 10 5 5 10
Blotted fur in the lower Not detected 10 5 5 10
abdomen with urine
Blotted fur around anus Not detected 10 5 5 10
with feces
Vocalization Not detected 10 5 5 10
Breathing Normal 10 5 5 10
Body position Normal 10 5 5 10
Convulsion Not detected 10 5 5 10
Tremor Not detected 10 5 5 10
Exploration Normal 10 5 5 10
Alertness Normal 10 5 5 10
Locomotor activity Normal 10 5 5 10
Walk Normal 10 5 5 10
Abnormal behavior Not detected 10 5 5 10
Stereotypy Not detected 10 5 5 10
Failure of consciousness Not detected 10 5 5 10
Limb tone Normal 10 5 5 10
Urination Not detected or 1 9 3 5 10
2 or more 1 2 0 0
Color: Pale yellow 33 4/4 212 4/4
Defecation Not detected or 1 8 3 4 8
2 or more 2 2 1 2
Appearance:Normal 3/3 2/2 212 3/3
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Table 4-1 Incidence of clinical signs in detailed observation of female rats treated
with ethylcyclohexane in the repeated dose 28-day oral toxicity study

( Before administration period )

Dose(mg/kg/day) 0 40 200 1000
Items No. of animals 10 5 5 10
Reactivity on removal Normal 10 5 5 10
from the cage
Reactivity on handling Normal 10 5 5 10
Muscle tone Normal 10 5 5 10
Skin Normal 10 5 5 10
Fur Normal 10 5 5 10
Piloerection Not detected 10 5 5 10
Eye discharge Not detected 10 5 5 10
Palpebral closure Not detected 10 5 5 10
Exophthalmos Not detected 10 5 5 10
Lacrimation Not detected 10 5 5 10
Smudge around mouth-nose Not detected 10 5 5 10
Salivation Not detected 10 5 5 10
Blotted fur in the lower Not detected 10 5 5 10
abdomen with urine
Blotted fur around anus Not detected 10 5 5 10
with feces
Vocalization Not detected 10 5 5 9
Temporally in handling 0 0 0 1
Breathing Normal 10 5 5 10
Body position Normal 10 5 5 10
Convulsion Not detected 10 5 5 10
Tremor Not detected 10 b 5 10
Exploration Normal 10 5 5 10
Alertness Normal 10 5 5 10
Locomotor activity Normal 10 5 5 10
Walk Normal 10 5 5 10
Abnormal behavior Not detected 10 5 5 10
Stereotypy Not detected 10 5 5 10
Failure of consciousness Not detected 10 5 5 10
Limb tone Normal 10 5 5 10
Urination Not detected or 1 10 5 5 9
2 or more 0 0 0 1
Color: Pale yellow 212 - 3/3 3/3
Defecation Not detected or 1 10 5 5 ]
2 or more 0 0 0 1
Appearance:Normal - - 1 3/3
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Table 4-2 Incidence of clinical signs in detailed observation of female rats treated
with ethylcyclohexane in the repeated dose 28-day oral toxicity study

{ On week 1 of administration period )

Dose(mg/kg/day) 0 40 200 1000

Items No. of animals 10 5 5 10
Reactivity on removal Normal 10 5 5 10

from the cage
Reactivity on handling Normal 10 5 5 10
Muscle tone Normal 10 5 5 10
Skin Normal 10 5 5 10
Fur Normal 10 5 5 10
Piloerection Not detected 10 5 5 10
Eye discharge Not detected 10 5 5 10
Palpebral closure Not detected 10 5 5 10
Exophthalmos Not detected 10 5 5 10
Lacrimation Not detected 10 5 5 10
Smudge around mouth-nose Not detected 10 5 5 10
Salivation Not detected 10 5 5 10
Blotted fur in the lower Not detected 10 5 5 10
abdomen with urine
Blotted fur around anus Not detected 10 5 5 10
with feces

Vocalization Not detected 10 5 5 10
Breathing Normal 10 5 5 10
Body position Normal 10 5 5 10
Convulsion Not detected 10 5 5 10
Tremor Not detected 10 5 5 10
Exploration Normal 10 5 5 10
Alertness Normal 10 5 5 10
Locomotor activity Normal 10 5 5 10
Walk Normal 10 5 5 10
Abnormal behavior Not detected 10 5 5 10
Stereotypy Not detected 10 5 5 10
Failure of consciousness Not detected 10 5 5 10
Limb tone Normal 10 5 5 10
Urination Not detected or 1 10 5 5 10
2 or more 0 0 0 0

Color: Pale yellow 111 - 2/2 1

Defecation Not detected or 1 10 5 5 10
2 or more 0 0 0 0

Appearance:Normal -
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Table 4-3 Incidence of clinical signs in detailed observation of female rats treated
with ethyleyclohexane in the repeated dose 28-day oral toxicity study

( On week 2 of administration period }

Dose(mg/kg/day) 0 40 200 1000

Items No. of animals 10 5 5 10
Reactivity on removal Normal 10 5 5 10

from the cage
Reactivity on handling Normal 10 5 5 10
Muscle tone Normal 10 5 5 10
Skin Normal 10 5 5 10
Fur Normal 10 5 5 10
Piloerection Not detected 10 5 5 10
Eye discharge Not detected 10 5 5 10
Palpebral closure Not detected 10 5 5 10
Exophthalmos Not detected 10 5 5 10
Lacrimation Not detected 10 5 5 10
Smudge around mouth-nose Not detected 10 5 5 10
Salivation Not detected 10 5 5 10
Blotted fur in the lower Not detected 10 5 5 10
abdomen with urine
Blotted fur around anus Not detected 10 5 5 10
with feces

Vocalization Not detected 10 5 5 10
Breathing Normal 10 5 5 10
Body position Normal 10 5 5 10
Convulsion Not detected 10 5 5 10
Tremor Not detected 10 5 5 10
Exploration Normal 10 5 5 10
Alertness Normal 10 5 b 10
Locomotor activity Normal 10 5 5 10
Walk Normal 10 5 5 10
Abnormal behavior Not detected 10 5 5 10
Stereotypy Not detected 10 5 5 10
Failure of consciousness Not detected 10 5 5 10
Limb tone Normal 10 5 5 10
Urination Not detected or 1 10 5 5 9
2 or more 0 0 0 1

Color:Pale yellow 1/1 - - 11

Defecation Not detected or 1 10 5 5 10
2 or more 0 0 0 0

Appearance:Normal
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Table 4-4 Incidence of clinical signs in detailed observation of female rats treated
with ethyleyclohexane in the repeated dose 28-day oral toxicity study

{ On week 3 of administration period )

Dose(mg/kg/day) 0 40 200 1000

Items No. of animals 10 5 5 10
Reactivity on removal Normal 10 5 5 10

from the cage
Reactivity on handling Normal 10 5 5 10
Muscle tone Normal 10 5 5 10
Skin Normal 10 5 5 10
Fur Normal 10 5 5 10
Piloerection Not detected 10 5 5 10
Eye discharge Not detected 10 5 5 10
Palpebral closure Not detected 10 5 5 10
Exophthalmos Not detected 10 5 5 10
Lacrimation Not detected 10 5 5 10
Smudge around mouth-nose Not detected 10 5 5 10
Salivation Not detected 10 5 5 10
Blotted fur in the lower Not detected 10 5 5 10
abdomen with urine
Blotted fur around anus Not detected 10 5 5 10
with feces

Vocalization Not detected 10 5 5 10
Breathing Normal 10 5 5 10
Body position Normal 10 5 5 10
Convulsion Not detected 10 5 5 10
Tremor Not detected 10 5 5 10
Exploration Normal 10 5 5 10
Alertness Normal 10 5 5 10
Locomotor activity Normal 10 5 5 10
Walk Normal 10 5 5 10
Abnormal behavior Not detected 10 5 5 10
Stereotypy Not detected 10 5 5 10
Failure of consciousness Not detected 10 5 5 10
Limb tone Normal 10 5 5 10
Urination Not detected or 1 10 5 5 10
2 or more 0 0 0 0

Color: Pale yellow 2/2 - 1/1 2/2

Defecation Not detected or 1 10 5 5 10
2 or more 0 0 0 0

Appearance:Normal -
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Table 4-5 Incidence of clinical signs in detailed observation of female rats treated
with ethylcyclohexane in the repeated dose 28-day oral toxicity study

( On week 4 of administration period )

Dose(mg/kg/day) 0 40 200 200
Ttems No. of animals 10 5 5 10
Reactivity on removal Normal 10 5 5 10
from the cage
Reactivity on handling Normal 10 5 5 10
Muscle tone Normal 10 5 5 10
Skin Normal 10 5 5 10
Fur Normal 10 5 5 10
Piloerection Not detected 10 5 5 10
Eve discharge Not detected 10 5 5 10
Palpebral closure Not detected 10 5 5 10
Exophthalmos Not detected 10 5 5 10
Lacrimation Not detected 10 5 5 10
Smudge around mouth-nose Not detected 10 5 5 10
Salivation Not detected 10 5 5 10
Blotted fur in the lower Not detected 10 5 5 10
abdomen with urine
Blotted fur around anus Not detected 10 5 5 10
with feces
Vocalization Not detected 10 5 5 10
Breathing Normal 10 5 5 10
Body position Normal 10 5 5 10
Convulsion Not detected 10 5 5 10
Tremor Not detected 10 5 5 10
Exploration Normal 10 5 5 10
Alertness Normal 10 5 5 10
Locomotor activity Normal 10 5 5 10
Walk Normal 10 5 5 10
Abnormal behavior Not detected 10 5 5 10
Stereotypy Not detected ' 10 5 5 10
Failure of consciousness Not detected 10 5 5 10
Limb tone Normal 10 5 5 10
Urination Not detected or 1 10 5 4 10
2 or more 0 0 1 0
Color: Pale yellow 1/1 - 2/2 -
Defecation Not detected or 1 10 5 5 10
2 or more 0 0 0 0

Appearance:Normal
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Table 5-1 Incidence of clinical signs in detailed observation of male rats treated
with ethylcyclohexane in the repeated dose 28-day oral toxicity study

{ On week 1 of recovery period )

Dose(mg/kg/day) 0 1000
Items No. of animals 5 5
Reactivity on removal Normal 5 5
from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 b
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Smudge around mouth-nose Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Vocalization Not detected 5 5
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Alertness Normal 5 5
Locomotor activity Normal 5 5
Walk Normal 5 5
Abnormal behavior Not detected 5 5
Stereotypy Not detected 5 5
Failure of consciousness Not detected 5 5
Limb tone Normal 5 5
Urination Not detected or 1 5 5
2 or more 0 0
Color:Pale yellow - 111
Defecation Not detected or 1 5 5
2 or more 0 0
Appearance:Normal 1/1 -
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Table 5-2 Incidence of clinical signs in detailed observation of male rats treated
with ethyleyclohexane in the repeated dose 28-day oral toxicity study

( On week 2 of recovery period )

Dose(mg/kg/day) 0 1000
Items No. of animals 5 5
Reactivity on removal Normal 5 5
from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Smudge around mouth-nose Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Vocalization Not detected 5 5
Breathing Normal 5 5
Body postition Normal 5 53
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Alertness Normal 5 5
Locomotor activity Normal 5 5
Walk Normal 5 5
Abnormal behavior Not detected 5 5
Stereotypy Not detected 5 5
Failure of consciousness Not detected 5 5
Limb tone Normal 5 5
Urination Not detected or 1 3 5
2 or more 2 0
. Color: Pale yellow 2/2 3/3
Defecation Not detected or 1 4 5
2 or more 1 0
Appearance:Normal 212 11
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Table 6-1 Incidence of clinical signs in detailed observation of female rats treated
with ethylcyclohexane in the repeated dose 28-day oral toxicity study

{ On week 1 of recovery period )

Dose(mg/kg/day) 0 1000

Items No. of animals 5 5
Reactivity on removal Normal 5 5

from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Smudge around mouth-nose Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted -fur around anus Not detected 5 5
with feces

Vocalization Not detected 5 5
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Alertness Normal 5 5
Locomotor activity Normal 5 5
Walk Normal 5 5
Abnormal behavior Not detected 5 5
Stereotypy Not detected 5 5
Failure of consciousness Not detected 5 5
Limb tone Normal 5 5
Urination Not detected or 1 4 5
2 or more 1 0

Color: Pale yellow 2/2 -

Defecation Not detected or 1 5 5
2 or more 0 0

Appearance:Normal

.17_
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Table 6-2 Incidence of clinical signs in detailed observation of female rats treated
with ethylcyclohexane in the repeated dose 28-day oral toxicity study

{ On week 2 of recovery period )

Dose(mg/kg/day) 0 1000
Items . No. of animals 5 5
Reactivity on removal Normal 5 5
from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Smudge around mouth-nose Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Vocalization Not detected 5 5
Breathing Normal 5 5
Body position Normal 5 5
Convulgion Not detected 5 b
Tremor Not detected 5 5
Exploration Normal 5 5
Alertness Normal 5 5
Locomotor activity Normal 5 5
Walk Normal 5 5
Abnormal behavior Not detected 5 5
Stereotypy Not detected 5 5
Failure of consciousness Not detected 5 5
Limb tone Normal 5 5
Urination Not detected or 1 5 5
2 or more 0 0
Color:Pale yellow 1/1 -
Defecation Not detected or 1 5 5
2 or more 0 0

Appearance:Normal
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Table 7  Incidence of responses in the sensory function test of male rats treated with
ethylcyclohexane in the repeated dose 28-day oral toxicity study

{ On week 4 of administration period )

- 61 -

Dose(mg/kg/day) - 0 40 200 1000
Items ' No. of animals examined 5 5 5 5
Eye sight reaction Normal 5 5 5 5
Hearing reaction Normal 5 5 5 5
Sense of touch reaction Normal 5 5 5 5
Pain reaction Normal 5 5 5 5
Pupil reflex Normal 5 5 5 5
Righting reflex Normal 5 5 5 5

623-S0ON Apnig



Table 8  Incidence of responses in the sensory function test of female rats treated with
ethylcyclohexane in the repeated dose 28-day oral toxicity study

{ On week 4 of administration period )

Dose(mg/kg/day) 0 40 200 1000
Items No. of animals examined

an
(211
o
ot

_OZ_

Eye sight reaction Normal 5 5 5 5
Hearing reaction Normal 5 5 5 5
Sense of touch reaction Normal 5 5 5 5
Pain reaction Normal 5 5 5 5
Pupil reflex . Normal 5 5 5 5
Righting reflex Normal 5 5 5 5

822-G0'ON Apunig



Table 9  Incidence of responses in the sensory function test of male rats treated with
ethylcyclohexane in the repeated dose 28-day oral toxicity study

( On week 2 of recovery period ?

-'[z-

Dose(mmg/kg/day) 0 1000
Items No. of animals examined 5 5
Hearing reaction Normal 5 5
Eye sight reaction Normal 5 5
Sense of touch reaction Normal 5 5
Pain reaction Normal 5 5
Pupil reflex Normal 5 5
‘Righting reflex Normal 5 5

633-G0'ON ApmiS



Table 10 Incidence of responses in the sensory function test of female rats treated with
ethylcyclohexane in the repeated dose 28-day oral toxicity study

{ On week 2 of recovery period )

-ZZ.

Dose(img/kg/day) 0 1000
Items No. of animals examined 5 5
Eye sight reaction Normal 5 5
Hearing reaction Normal 5 5
Sense of touch reaction Normal 5 5
Pain reaction Normal 5 5
Pupil reflex Normal 5 5
Righting reflex Normal 5 5

622%-90°ON Apn1S
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Table 11

Mean value of grip strength and motor activity of male rats treated with
ethylcyclohexane in the repeated dose 28-day oral toxicity study

{ On week 4 of administration period }

Dose No. of Grip strength (g) Motor activity (counts)
(mg/kg/day) animals Forelimb Hindlimb 0~60min.
0 20 511 365 10964
x 67 + 173 + 3835
40 10 639 412 15707
= 72 + 47 + 1358
200 10 656 * 379 13960
x 106 + 47 + 3229
1000 10 559 368 15112
+ 69 + 65 + 1833

Each value is exprssed as mean+S.D.
* : Significantly different from control at 5% level of probability
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Table 12

Mean value of grip strength and motor activity of female rats treated with
ethylcyclochexane in the repeated dose 28-day oral toxicity study

( On week 4 of administration period )

Dose No. of Grip strength (g) Motor activity (counts)
(mg/kg/day) animals Forelimb Hindlimb 0~60min.
0 20 . 506 348 14819
+ 94 = 75 + 1893
40 10 515 324 14760
+ 106 + 99 +* 2205
200 10 614 388 15436
+ 133 + 82 + 1972
1000 10 580 401 16637
+ 77 + 69 + 585

Each value is exprssed as mean+S.D.
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Table 13 Mean value of grip strength and motor activity of male rats treated with
ethyleyclohexane in the repeated dose 28-day oral toxicity study

( On week 2 of recovery period )

Dose No. of Grip strength(g) Motor activity (counts)
(mg/kg/day) animals Forelimb Hindlimb 0~60min.
0 10 756 312 13379
+ 161 = 69 + 2193
1000 10 712 383 14024
+ 182 + 85 + 3368

Each value is exprssed as mean+S.D.



Table 14 Mean value of grip strength and motor activity of female rats treated with
ethylcyclohexane in the repeated dose 28-day oral toxicity study

( On week 2 of recovery period )

Dose No. of Grip strength(g) Motor activity (counts)
(mglkg/day) animals Forelimb Hindlimb 0~60min.
0 10 630 299 10125
+ 180 = 61 + 3929
. 1000 10 558 335 10993
N £ 144 : T8 + 2417

Each value is exprssed as mean+S.D.

633-G0'ON Apig
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Table 15 Body weight of male rats treated with ethylcyclohexane in the repeated dose 28-day oral toxicity study

()
Administration period Recovery period
Dose Gain Gain
(mg/kg/day) Day 1 7 14 21 28 1~28 0 7 14 0~14
0 162 208 266 316 349 187 342 369 389 47
+ 5 + 11 + 20 + 30 + 34 + 31 + 46 + b5 + 57 + 11
(10) (10) (10) (10 (10) (10) 6)] (5) (5 (5
40 162 210 270 324 364 203
+ 6 + 11 + 14 £ 20 + 19 + 14
(5 (5) (6)) 6)) (5) (5)
200 161 205 260 307 338 176
+ 6 =+ 11 + 18 + 28 + 36 <+ 338
(5) 5 (5) (5) 6)] (5)
1000 163 210 267 316 353 190 355 389 414 59
£ 5 + 6 + 11 + 12 = 13 + 13 + 18 += 20 + 24 + 11
(10) (10) (10) (10) 9 (10) () (5) (6)] 6)]

Each value is expressed as mean+S.D.

(n) : No. of animals



Table 16 Body weight of female rats treated with ethylcyclohexane in the repeated dose 28-day oral toxicity study

(8)
Administration period Recovery period

Dose Gain Gain

(mg/kg/day) Day 1 7 14 21 28 1~28 0 7 14 0~14

0 142 171 193 216 238 96 247 267 278 31

+ 6 + 9 + 9 + 12 + 15 + 12 = 13 + 17 + 19 + 9

(10) 10) (10) (10) (10) (10) 5) (5) 6)) (5)
40 144 174 195 215 234 91
+ 5 + 8 + 7 + 10 + 13 + 9
(5) ) ® 5) 5) (5)
350 200 143 176 202 228 245 102
. + 7 + 9 + 13 + 15 + 13 + 11
(5 (5) 5) ®) (5) (5)

1000 142 176 199 223 244 102 248 261 268 20

+ 5 + 7 +£ 11 + 16 + 19 + 17 v + 10 + 11 + 11 + 4

(10) (10 (10) (10) 9 (10) 5) (5) 6)] (5)

Each value is expressed as mean+S.D.

(n) : No. of animals

622-G0°ON Apnig



Table 17 Food consumption of male rats treated with ethylcyclohexane
in the repeated dose 28-day oral toxicity study

( g/rat/day )
Dose Administration period Recovery period
(mg/kg/day) Week 1 2 3 4 1 2
0 26 28 29 27 29 31
+ 2 = 3 = 4 =x= 8 + 6 <+ b5
10 (10) (10) (10) (5) (5)
40 26 28 29 28
+ 1 + 2 = 2 + 2
(5) (5) (5) (5)
200 27 28 29 29
o £ 2 + 3 x 3 £ 4
® ® (5 (5) (5)
1000 27 29 30 31 23 35
+ 4 £ 3 £ 2 £ 3 = 2 = 4
(10) (10) (10) (10 (5) )]

Each value is expressed as mean+S.D.
(n) : No. of animals

623-S0'ON Apm1S



Table 18 Food consumption of female rats treated with ethylcyclohexane
in the repeated dose 28-day oral toxicity study

( g/rat/day )
Dose Administration period Recovery period
(mg/kg/day) Week 1 2 3 4 1 2
0 20 20 21 21 16 29
+ 2 x 2 + 4 £ 3 + 3 = 3
(10) (10) (10) (10) (5) 6
40 21 18 21 19
+ 3 £ 3 = 2 = 3
(5 (5) (5) (5)
200 21 20 22 21
o + 2 =+ 2 = 2 = 2
< %) (5) 5 5)
1000 21 21 21 21 14 24
+ 2 £ 2 + 3 = 4 £+ 1 = 4

(10) (10) (10) (10) (5 ()

Each value is expressed as mean+S.D.
(n) : No. of animals

623-90°ON Apnig
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Table 19

< On week 4 of administration period >

Urinary findings of male rats treated with ethylcyclohexane in the repeated dose 28-day oral toxicity study

Dose No. of Color Cloudy pH Protein Glucose
(mg/kg/day) animals C PY — + 50 60 65 7.0 7.5 80 85 — + 1+ 2+ 3+ — 1+ 2+ 3+
0 5 5 5 1 3 1 2 3 5
40 5 5 5 5 2 2 1 5
200 5 5 5 3 2 1 4 5
1000 5 5 5 4 1 5 5
Dose  No.of Ketone body — Oceult blood Urobilinogen Bilirubin
(mg/kg/day) animals — * 1+ 2+ 3+ = 1+ 9o+ 3+ 01 1 2 4 8 — 1+ 2+ 3+
0 5 3 2 5 5
40 5 4 1 5 5
200 5 4 1 5 5
1000 5 4 1 5 5

Color : C(colorless), PY(pale yellow)
Cloudy : —(negligible}, +(cloudy)

Protein : —(negligible), +(15~30mg/dL), 1+(30mg/dL), 2+(100mg/dL), 3+(300mg/dL)

Glucose : —(negligible), 1+(100mg/dL), 2+(250mg/dL), 3+(500mg/dL)

Ketone body : —(negligible), +(5mg/dL), 1+(15mg/dL), 2+(40mg/dL), 3+(80mg/dL)

Occult blood : —(negligible), +(trace), 1+(slight), 2+(moderate), 3-Hmarked)
Urobilinogen : Ehrlich unit/dL
Bilirubin : —(negligible), 1+(slight), 2+(moderate), 3+(marked)



Table 20 Urinary findings of female rats treated with ethylcyclohexane in the repeated dose 28-day oral toxicity study

< On week 4 of administration period >

Dose No. of Color Cloudy pH Protein Glucose
(mg/kg/day) animals C PY — + 50 60 65 7.0 7.5 8.0 85 — & 1+ 2+ 3+ — 1+ 2+ 3+
0 5 5 5 5 1 2 2 5
40 5 5 5 1 1 1 2 2 3 5
200 5 5 5 4 1 1 4 5
1000 5 - 5 5 1 -2 2 1 1 3 5
Dose No. of Ketone body , _Occult Blood _ Ufobiﬁiggh Bilirubin
(mg/kg/day) animals — =+ 1+ 2+ 3+ — 1+ 2+ 3+ 01 1 2 4 8 — 1+ 2+ 3+
o 0 5 5 5 5 5
R
40 5 5 3 2 5 5
200 b 5 5 5 5
1000 5 5 B 1 5 5

Color : C(colorless), PY(pale yellow)

Cloudy : —(negligible), +(cloudy)

Protein : —(negligible), +(15~30mg/dL), 1+(30mg/dL), 2+(100mg/dL), 3+(300mg/dL)
Glucose : —(negligible), 1+(100mg/dL), 2+(250mg/dL), 3+(500mg/dL)

Ketone body : —(negligible), #(5mg/dL), 1+{15mg/dL), 2+(40mg/dL), 3+(80mg/dL)
Occult blood : —(negligible), +(trace), 1+(slight), 2+(moderate), 3+(marked)
Urobilinogen : Ehrlich unit/dL

Bilirubin : —(negligible), 1+(slight), 2+(moderate), 3+(marked)

623-S0'ON Apnig



Table 21 Urinary findings of male rats treated with ethyleyclohexane in the repeated dose 28-day oral toxicity study

< On week 2 of recovery period >

Dose No. of Color Cloudy pH Protein Glucose
(mg/kg/day) animals C PY — + 50 60 65 70 75 80 85 — £ 1+ 2+ 3+ — 1+ 2+ 3+
0 5 - 5 5 1 1 3 4 1 5
1000 5 5 5 3 2 4 1 5
Dose . No. of Ketone body Occuit blood . Urobﬁnom Bilirubin
(mg/kg/day) animals — + 1+ 2+ 3+ —  + 1+ 2+ 3+ 01 1 2 4 8 — I+ 2+ 3+
0 5 3 2 5 5 5

1000 5 3 2 5 5 5

Color : C{colorless), PY(pale yellow)

Cloudy : —(negligible), +{(cloudy)

Protein : —(negligible), +(15~30mg/dL), 1+(30mg/dL), 2+(100mg/dL), 3+(300mg/dL)
Glucose : —{(negligible), 1+(100mg/dL), 2+(250mg/dL), 3+(500mg/dL)

Ketone body : —(negligible), #(5mg/dL), 1+(156mg/dL), 2+(40mg/dL), 3+(80mg/dL)
Occult blood : —(negligible), {trace), 1+(slight), 2+(moderate), 3+(marked)
Urobilinogen : Ehrlich unit/dL

Bilirubin : —(negligible), 1+(slight), 2+(moderate), 3+{(marked)

-gg.-
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Table 22 Urinary findings of female rats treated with ethyleyclohexane in the repeated dose 28-day oral toxicity study

< On week 2 of recovery period >

Dose  No. of Color Cloudy pH Protein Glucose
(mg/kg/day) animals C PY — + 50 60 65 70 75 80 85 — £ 1+ 24+ 3+ - 1+ 2+ 3+

) 5 5 5 1 4 1 1 3 5

1000 5 5 5 1 4 1 4 5

Dose  No.of Ketone body Occult blood __Urobilinogen Bilirubin

' (mg/kg/day) animals — + 1+ 2+ 3+ — £ 1+ 2+ 3+ 01 1 2 4 8 = 1+ 2+ 3+

0 5 5 5 5 5

1000 5 5 5 5 5

Color : C(colorless), PY(pale yellow)

Cloudy : —(negligible), +(cloudy)

Protein : —(negligible), £(15~30mg/dL), 1+(30mg/dL), 2+(100mg/dL), 3+(300mg/dL}
Glucose : —(negligible), 1+(100mg/dL), 2+(250mg/dL), 3+(500mg/dL)

Ketone body : —(negligible), +(5mg/dL}, 1+(15mg/dL), 2+(40mg/dL), 3+(80mg/dL)
Occult blood : —(negligible), +(trace), 1+(slight), 2+(moderate), 3+(marked)
Urobilinogen : Ehrlich unit/dL

Bilirubin : —(negligible), 1+(slight), 2+(moderate), 3+(marked)
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Table 23 Hematological findings of male rats treated with ethylcyclohexane in the repeated dose 28-day oral toxicity study

< At the end of administration period >

Dose No. of RBC Hb Ht MCV MCH MCHC Ret. PT
(mg/kg/day) animals (10*qL) (g/dL) (%) (L) (g (%) (%) (sec)
0 9 800 15.5 47.3 59 194 32.8 28.6 13.2
+ 36 + 0.7 + 20 + 1 + 05 + 02 + 4.5 + 086
40 5 788 15.3 47.2 60 19.5 32.5 38.1* 13.0
+ 23 + 05 + 14 * 1 + 02 + 04 + 42 + 04
200 5 794 15.3 46.8 59 19.3 32.6 29.0 13.4
+ 56 + 09 + 24 3 + 05 + 08 + 82 + 03
1000 5 760 15.1 486.0 61 19.9 32.9 30.0 140*
+ 27 + 03 + 1.3 + 2 + 05 + 04 + 28 = 06
Dose No. of APTT Plat. WBC Differential leukocyte counts (%)
(mg/kg/day) animals (sec) (10*uLl)  (10°%muL) Baso. Eosin. Neutro. Lymph. Mono.
0 5 22.0 158 - 60 0.0 0.9 19.8 77.0 2.3

£ 07 + 28 + 9 + 00 + 05 + 6.0 + 52 + 0.7

40 5 228 147 54 0.0 0.6 17.9 80.0 L5
+ L8 £ 19 £ 23 x 00 + 03 + 81 + 82 = 02

200 5 21.0 139 73 0.0 0.5 14.2 83.3 2.0
£ 20 + 8 + 18 + 0.0 + 0.2 + 13 + 12 + 08

1000 5 225 160 66 0.0 0.5 19.0 78.4 2.1
£+ 21 + 14 + 13 + 00 + 0.1 + 65 + 6.7 + 04

Each value is expressed as mean+S.D.
* : Significantly different from control at 5% level of probability
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Table 24 Hematological findings of female rats treated with ethyleyclohexane in the repeated dose 28-day oral toxicity study

< At the end of administration period >

Dose No. of RBC Hb Ht MCV MCH MCHC Ret. PT
(mg/kg/day) animals (10*ml)  (g/dL) (%) (fL) ~ (pe) (%) (%0) (sec)
0 5 742 14.6 44.1 60 19.7 33.1 33.3 12.2
= 30 + 03 + 1.3 + 1 + 04 + 04 + 6.3 + 0.5
40 5 760 14.7 43.6 58 194 33.7 30.3 11.6
= 34 + 06 + 11 + 2 -+ 05 + 086 + 5.4 # 04
200 5 761 14.9 44.3 58 19.5 33.6 34.7 11.9
+ 28 + 06 + L8 + 1 + 03 + 0.5 + 121 + 0.1
1000 5 697 13.6 * 41.1 * 59 19.6 33.2 37.1 11.5 *
' + 26 + 04 + 15 + 1 + 04 +x 04 + 106 + 05
Dose No. of APTT Plat. WBC Differential leukocyte counts (%)
(mg/kg/day) animals (sec) (10%uL)  (10°ml) Baso. Eosin.  Neutro. Lymph. Mono.
0 5 17.7 142 48 0.0 1.3 19.7 77.6 14

+ 1.8 + 21 + 19 + 00 + 05 + L5 + 1.6 x 07

40 5 19.0 154 53 0.0 1.5 17.0 79.7 19
+ 13 + 12 + 11 + 00 + 05 + 1.7 + 1.9 + 08

200 5 18.3 150 55 0.0 0.9 18.4 79.7 1.
+ 0.3 + 9 + 14 + 00 + 02 + 40 + 3.9 + 0

1000 5 20.8 139 47 0.0 1.0 21.1 76.4 1.5
+ 34 + 10 + 8 + 00 + 03 + 83 + 8.2 + 04

Each value is expressed as mean+S.D.
* : Significantly different from control at 5% level of probability



Table 25 Hematological findings of male rats treated with ethyleyclohexane in the repeated dose 28-day oral toxicity study

< At the end of recovery period >

Dose No. of RBC Hb Ht MCV MCH MCHC Ret. PT
(mg/kg/day) animals (10%pL)  (grdl) (%) (fL) (pg) (%) (%o) (sec)
0 5 837 15.8 46.8 56 18.9 33.7 23.6 12.1
+ 47 + 07 + 14 + 2 + 0.5 + 05 £ 6.0 + 0.5
1000 5 845 15.9 46.9 56 18.8 33.8 20.6 129 *
+ 22 + 05 + 12 + 1 + 05 + 05 + 29 £ 05
Dose No. of APTT Plat. WBC - Differential leukocyte counts (%)
(mg/kg/day) animals (sec) (10%pL)  (10*mL) Baso. Eosin. Neutro. Lymph. Mono.
0 5 17.2 137 74 0.0 1.0 13.6 81.8 3.7

+ 1.2 + 11 + 19 + 00 + 03 + B5.7 + 63 + 05

-LE -

1000 5 16.0 136 68 0.0 1.2 15.9 78.4 45
£ 17 + 18 + 13 + 00 + 03 = 30 x 28 + 10

Each value is expressed as mean+S.D.
* : Significantly different from control at 5% level of probability

623-90'ON Apm1S



Table 26 Hematological findings of female rats treated with ethyleyclohexane in the repeated dose 28-day oral toxicity study

< At the end of recovery period >

Dose No. of RBC Hb Ht MCV MCH MCHC Ret. PT
(mgrkg/day) animals (10*/uL) (g/al) (%) (L) (g (%) (%) (sec)
0 5 800 15.1 44 2 55 189 34.3 16.7 12.2
= 34 + 06 + 18 + 1 + 0.3 + 04 + 4.5 + 05
1000 5 745 14.2 422 57 19.0 33.5 22.6 12.7
+ 59 + 1.7 + 4.3 + 2 + 038 + 08 + 118 + 0.5
Dose No. of APTT Plat. WBC ._ Differential leukocyte counts (%)
(mg/keg/day) animals (sec) (10*mL) = (10*ml) Baso. Eosin.  Neutro. Lymph. Mono.
0 5 16.9 133 52 0.0 2.2 14.1 79.5 43

+ 0.9 + 13 + 13 + 0.0 + 09 + 4.0 + 58 + 12

-8¢ -

1000 5 15.6 115 56 0.0 1.6 9.9 84.1 4.4
+ 15 + 21 + 25 + 00 + 08 + 20 + 2.6 + 24

Each value is expressed as mean+S.D. -

662-G0'ON 4pm1§



Table 27 Blood biochemical findings of male rats treated with ethylcyclohexane in the repeated dose 28-day oral toxicity study

< At the end of administration period >

Dose No. of LDH AST ALT ALP Yy-GTP T.P. Alb. AIG T-Cho. T.G.
(mg/kg/day) animals (tu) qua)y o) aqum) QUML) {g/dL) (g/dL) (mg/dL)  (mg/dL)
0 5 219 65 33 683 0.38 5.80 2.92 1.02 67 66

+ 68 + 8 =+ b + 133 +014 010 =x012 008 <+ 12 <+ 14

40 5 328 64 33 786 0.44 5.96 3.03 1.03 66 54
£ 211 £ 7 =+ 2 £ 7 x£017 =014 012 006 =+ 156 + 24

200 5 599 ¥ 78 34 882 0.51 5.89 293 0.99 72 79
+ 460 =+ 8 + 6 x 163 011 + 0.22 +019 +£006 = 11 =+ 19

1000 5 394 79 40 691 1.17** 6.06 299 0.97 68 70
£ 224 + 30 + 23 =+ 116 =045 036 +£026 +007 =+ 14 = 27

Dose No. of Glu. BUN Crea. T-Bil Ca P Na K Cl

-6¢ -

(mg/kg/day) animals (mg/dL)  (mg/dL) _(mg/dL) (mg/di,) (mg/dL) (mg(_dL) (mEg/L) (mE¢L) (mEqL)

0 5 136 10.2 0.30 0.37 9.9 - 1.8 145 4.73 105
+ 5 + 24 + (.02 + 0.03 0.2 + 06 + 1 + 0.14 + 1

H_

40 5 142 10.5 0.36 0.37 10.1 8.3 145 4.86 104
= 9 <+ 17 012 +£002 =+ 05 =+ 04 == 2 022 =« 2

200 5 127 11.3 0.29 0.42 10.0 8.9 144 4.89 103
+ 14 + 1.7 + 0.02 + 0.04 + 0.2 + 13 + 1 + 0.19 + 1

1000 5 118 9.7 0.26 0.44 10.5 * 8.7 147 * 4.61 102
= 23 <+ 26 004 008 =+ 04 =+ 03 = 1 +£017 == 3

Each value is expressed as mean+S.D.
* : Significantly different from control at 5% level of probability
** : Significantly different from control at 1% level of probability

622-S0'ON Apnig
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Table 28

< At the end of administration period >

Blood biochemical findings of female rats treated with ethylcyclohexane in the repeated dose 28-day oral toxicity study

Dose No. of LDH AST ALT ALP v GTP T.P. Alb. AIG T-Cho. T.G.
(mg/kg/day) animals (IU/L) qum) QUL aquay QUL (g/dL) (g/dL) (mg/dL)  (mg/dL)
0 5 361 63 23 505 0.96 5.83 2.98 1.05 68 27
+ 172 + 5 + 3 + 83 + 0.53 + 0.30 + 0.25 + 008 + 10 + 11
40 5 420 66 24 433 0.86 6.02 3.06 1.04 76 34
+ 103 * 10 + 3 + 65 + 0.49 + 0.35 + 0.29 + 0.10 + 13 + 14
200 5 530 67 23 435 0.75 5.86 3.04 1.08 83 46
+ 128 + 10 + 5 + 106 + 0.28 + 0.18 + 0.12 + 0.05 + 9 + 14
1000 5 370 61 22 337 * 1.08 6.04 3.10 1.056 80 24
£ 121+ 7 x 2 + 61 =048 x£022 +£024 +009 =+ 23 + 8
Dose No. of Glu. BUN Crea. T-Bil. Ca P Na K Cl
{mg/kg/day) animals (mg/dL)  (mg/dL) (mg/dl) (mg/dl) (mg/dl) (mg/dl) (mEq/L) (mEq/L) @@Eq/L)
0 -5 140 13.9 0.31 0.24 10.1 8.0 143 4.86 105
+ 8 + 1.8 + 0.02 + 0.01 + 04 + 11 + 2 + 0.21 + 2
40 5 134 11.7 0.29 0.25 10.0 7.4 143 4.67 105
+ 24 + 1.2 + 0.03 + 001 + 03 + 04 + 1 + (.20 + 2
200 5 139 11.0 0.29 028 * 9.8 7.0 143 4.70 104
+ 10 + 3.5 + 0.02 + 0.03 + 02 x 04 + 1 +* 0.32 + i
1000 5 114 * 92 * 0.37 0.29 ** 9.8 7.2 143 4.62 105
+ 8 + 2.2 + 0.06 + 0.02 + 0.3 + 06 + 1 + 0.32 + 2

Each value is expressed as mean+S.D.

* : Significantly different from control at 5% level of probability
** : Significantly different from control at 1% level of probability



Table 29

< At the end of recovery period >

Blood biochemical findings of male rats treated with ethyleyclohexane in the repeated dose 28-day oral toxicity study

Dose No. of LDH AST ALT ALP y-GTP T.P. Alb. AG T-Cho. T.G.
(mg/kg/day) animals IuU/L) {187} 9] (1U/L) (TU/L) (IU/L) (g/dL) (g/dL) (mg/dL)  (mg/dL)
0 5 361 81 40 973 0.47 5.78 2.81 0.95 66 56
+ 2569 x 21 % 6 =+ 168 + 021 + 016 <« 0.13 + 0.07 + 6 <+ 23
1000 5 259 78 35 559 0.53 5.78 2.86 0.98 69 59
+= 65 + 27 + 6 = 91 + 0.35 + 0.30 + 0.23 + 0.06 + 14 + 28
Dose  No. of Glu. BUN  Crea. T-Bil. Ca P Na K CI
(mg/kg/day) animals (mg/dL)  (mg/dl) (mg/dl) (mg/dl) (mg/dl) (mg/dl) (mEgL) (mEq¢/L) (mEq/L)
0 5 152 16.3 0.36 0.35 9.7 74 141 4.76 105
. = 7 + 2.0 + 0.03 + 0.04 + 0.2 + 0.1 + 1 + 0.42 + 1
£
B 1000 5 162 16.0 0.33 0.36 9.6 7.4 141 4.32 104
: + 24 x 2.7 = 0.02 + 0.04 + 0.2 + 05 + 1 + 0.23 + 2

Each value is expressed as mean+S.D,

633-90°0N Apnig



.Zv-

622-G0°0N Apnig

Table 30 Blood biochemical findings of female rats treated with ethylcyclohexane in the repeated dose 28-day oral toxicity study

< At the end of recovery period >

Dose No. of LDH AST ALT ALP y-GTP T.P. Alb. AG T-Cho. T.G.
(mg/kg/day) animals Iu/m) (107} 9) IU/L) (o) (IU/L) (g/dL) (g/dL) (mg/dl) (mg/dL)
0 5 315 87 35 341 071  6.20 3.33 1.16 83 5b

+ 102 + 20 + 4 + 87 + 0.29 + 0.34 + 0.21 + 0.05 + 20 + 27

1000 5 207 83 38 278 1.72 6.00 2.90 0.94 86 67
+ 134 =+ 42 = 20 + 90 =163 x027 =041 +018 <+ 19 =+ 35

Dose - No. of Glu. BUN Crea. T-Bil Ca P "Na K Cl

(mg/kg/day) animals (mg/dL)  (mg/dl) (mg/dL) (mg/dD (mg/dl) (mg/dl) (mEq/L) (mEqL) mEqL)

0 5 144 17.4 0.38 0.25 10.0 6.4 142 4.46 106
+ 17 + 2.2 + 0.04 + 0.03 + 02 + 07 + 1 + 0.50 + 1

1000 5 135 17.7 0.39 0.26 9.8 6.8 143 473 106
£ 10 =+ 17 x£008 +£004 x 03 =+ 06 =+ 2 033 =+ 1

Each value is expressed as mean+S.D.



- ey -

62%-S0'ON Apn1S

Table 31 Incidence of necropsy findings of male rats treated with ethylecyclohexane
in the repeated dose 28-day oral toxicity study

Organ : Findings Grade At the end of administration period At the end of
recovery period

Dose(mg/kg/day) 0 40 200 1000 0 1000

Fate KA KA KA KA KR KR

No.of animals 5 5 5 5 5 5

Liver : White area - 5 5 5 4 5 5

+ 0 0 0 1 0 0

Thymus : Reddish area - 4 5 5 4 5 5

+ 1 0 0 1 0 0

Testis : Small, right side - 5 5 5 4 5 )

+ 0 0 0 1 0 0

KA : Killed by design at the end of administration period
KR : Killed by design at the end of recovery period
Grade, -:Negative; +:Slight
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Table 32 Incidence of necropsy findings of female rats treated with ethylcyclohexane
in the repeated dose 28-day oral toxicity study

Findings At the end of administration period

At the end of

recovery period

Dose(mg/kg/day) 0 40 200 1000 0 1000

Fate KA KA KA KA KR KR

No.of animals 5 5 5 5 5 5

Abnormalities 0 0 0 0 0 0

KA : Killed by design at the end of administration period
KR : Killed by design at the end of recovery period



Table 33 Absolute and relative organ weights of male rats treated with ethyleyclohexane in the repeated dose 28-day oral toxicity study

<At the end of administration period>

Dose No.of Body Brain Thymus  Heart Liver Kidney Adrenal Spleen  Testis Epididy- Pituitary Thyroid

Animals weight gland mis gland gland

(mg/kg/day) ® ® ® (® @ ® (mg) (g) ® (8) (mg) (mg)

0 5 327 1.87 0.47 1.08 9.85 2.40 58.7 0.60 3.06 0.76 10.8 21.3

Absolute +17 +0.13 +£0.06 +0.08 +0.72 +=0.24 +88 +0.03 +=0.20 + 0.08 +1.1 +1.8

40 5 334 1.90 0.50 1.11 10.24 2.64 56.4 0.69 3.07 0.78 10.8 22.8

+18 +0.07 +(.10 +0.11 +1.03 +0.24 +5.2 = (.08 +0.12 +0.02 + 1.6 +3.3

200 5 311 1.87 0.46 1.09 9.61 2.58 57.3 0.58 3.10 0.78 10.6 22.0

+ 32 +0.05 £0.08 £0.09 +1.11 +0.11 +13.83 =+0.11 =+ 0.27 +=0.08 +1.3 29

1000 5 315 1.91 0.47 1.11 13.00 ** 2.96 ** 57.7 0.64 3.16 0.78 11.3 24.0

=10 +0.10 +0.08 =0.09 +0.45 +0.24 +189 +0.19 +0.33 + 0.07 +0.6 +2.8

0 5 327 0.57 0.15 0.33 3.01 0.73 17.2 0.19 0.94 0.23 3.3 6.5

4; Relative @ + 17 +0.01 +0.02 +0.02 +0.10 +0.04 +3.7 +0.02 + 0.09 = 0.02 +0.2 +0.5
on

' 40 5 334 0.57 0.156 0.33 3.06 0.79 16.8 0.21 0.92 0.23 3.3 6.8

+18 + (.01 £0.03 £0.02 +0.16 +0.05 £1.1 +£0.02 +0.08 + 0.02 +0.5 + 0.8

200 5 311 0.61 0.15 0.35 3.08 0.84 * 18.2 0.19 1.00 0.25 3.4 7.1

+32 + 0.06 +0.04 +0.02 +0.11 +0,07 +23 £0.03 +0.11 + 0.02 +0.2 +0.8

1000 5 315 0.61 0.15 0.35 4,12 ** 0.94 ** 18.2 0.20 1.00 0.256 3.6 1.6

+10 +0.02 +0.02 + 0.02 + (.16 +0.05 +57 =008 £0.11 + 0.02 +0.2 +=0.8

Each value is expressed as mean + S.D.

@ : Relative organ weight per 100g body weight.

** . Significantly different from control at 1% level of probability.

623-G0'ON ApniS
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Table 34 Absolute and relative organ weights of female rats treated with ethyleyclohexane in the repeated dose 28-day oral toxicity study

<At the end of administration period>

Dose No.of Body Brain Thymus Heart Liver Kidney Adrenal Spleen Ovary  Pituitary Thyroid

Animals  weight gland gland gland

(mg/kg/day) @ ® @ ® 4] ® (mg) ® (mg) (mg) (mg)

0 5 212 1.76 0.49 0.77 6.42 1.60 70.1 0.46 93.2 12.1 20.5

Absolute +14 = 0.07 +0.10 +0.07 +0.50 +0.10 +5.9 + 0.08 +119 +21 +4.4
40 5 217 1.83 0.45 0.77 6.47 1.67 71.8 0.46 79.3 11.9 17.7

+9 + 0.05 +0.07 +0.06 + 0.60 +0.08 +123 +0.03 + 13.1 +1.5 + 2.2

200 5 226 1.81 0.47 0.78 6.95 1.80 * 64.7 0.47 871 18.2 20.6

+12 +0.12 £0.09 + 0.04 = 0.42 +0.17 +9.2 +0.05 +13.1 +1.2 +2.7

1000 5 220 1.83 0.42 0.76 7.76 ** 1.82 * 74.1 0.48 88.5 12.7 20.7

: + 22 +0.04 +0.11 +0.08 +0.53 +0.12 ~x106 +=0.10 + 18.6 +2.0 +4.1

0 5 212 0.83 0.23 0.36 3.04 | 0.76 33.2 0.21 440 5.8 9.8

Relative @ + 14 +0.09 +0.04 +0.01 +0.21 + 0.06 +2.9 +0.08 +4.6 +1.5 2.2
40 5 217 0.84 0.21 0.34 2.98 0.77 33.1 0.21 38.7 55 81

+9 +0.05 £0.03 . £0.02 +0.21 +0.02 +5.3 +0.02 *6.7 +0.7 +0.9

200 5 226 0.81 0.21 0.35 3.08 0.80 28.6 0.21 38.6 5.9 9.1

+12 = 0.08 +0.04 +0.02 = 0.08 + 0,07 +36 +0.03 +5.6 +0.6 +1.0

1000 5 220 0.84 0.19 0.35 3.54 ** 0.84 34.3 0.22 40.7 58 9.4

+ 22 +0.07 +0.04 = 0.02 +0.13 +0.11 +17.9 +0.03 +10.3 +0.5 +1.4

Each value is expressed as mean + S.D.

@ : Relative organ weight per 100g body weight.

* : Significantly different from control at 5% level of probability.
** : Significantly different from control at 1% level of probability.



- Ly -

632-S0ON 4pniS

Table 35 Absolute and relative organ weights of male rats treated with ethylcyclohexane in the repeated dose 28-day oral toxicity study
<At the end of recovery period>

Dose No.of Body Brain Thymus Heart Liver Kidney Adrenal Spleen Testis Epididy- Pituitary Thyroid

Animals weight gland mis gland gland

(mg/kg/day) @ (g) & ® ® (&) (mg) ® €4 (® (mg) (mg)

0 5 355 1.93 0.44 1.15 9.77 2.63 64.8 0.67 3.16 1.12 11.7 24.8

Absolute + 83 +=0.07 +008 =016 +£192 =0.h5 + 9.2 +0.12 + 0.46 +0.09 +1.4 +2.4
1000 5 378 1.96 047 1.19 11.22 2.87 63.7 0.74 3.24 1.05 11.8 26.0

+ 23 +0.06 +008 010 =141 +0.15 +75 +0.15 +0.18 + 0,08 +1.2 +3.3

0 5 355 -0.55 0.13 0.33 2.74 0.74 18.5 0.19 0.92 0.33 3.4 71

Relative @ +53 . +0.07 +0.01l =£003 +015 +0.07 + 2.6 +£003 =0.26 = 0.07 +0.6 +1.4
1000 5 378 0.52 0.12 0.32 - 2.96 0.77 16.9 0.20 0.86 0.28 3.1 6.9

+23 +0.03 +£0.02 %003 £021 =0.06 +21 +£0.04 £0.08 +0.02 +0.2 + 0.6

Each value is expréssed as mean + S.D.
@ : Relative organ weight per 100g body weight.
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Table 36 Absolute and relative organ weights of female rats treated with ethylcyclohexane in the repeated dose 28-day oral toxicity study
<At the end of recovery period>

Dose No.of Body Brain Thymus  Heart Liver Kidney Adrenal Spleen  Ovary Pituitary Thyroid

Animals weight gland gland gland

(mg/kg/day) (® ® (& (® (® ® (mg) ® (mg) (mg) (mg)

0 5 258 1.85 0.47 0.88 7.19 1.78 71.0 0.54 105.4 14.1 20.5

Absoclute +£19 = (0.05 +0.08 +0.08 +0.99 +0.19 +96 +0.07 +10.2 +2.3 + 2.8
1000 5 252 1.82 0.45 0.86 7.27 1.81 66.6 0.53 94.7 13.6 24.8

+11 +0.06 +0.10 ==0.04 +0.41 +0.11 +7.7 x£007 +13.0 +1.3 + 3.8

0 5 258 0.72 0.18 0.34 2.78 0.69 27.8 0.21 40.9 5.6 8.0

Relative @ +19 + 0.06 +£0.03 =0.02 +0.22 +0.05 +55 +£0.02 + 3.7 +0.9 +0.9
1000 5 252 0.73 0.18 0.34 2.89 0.72 26.5 0.21 37.7 5.4 9.7

+ 11 +0.04 +0.04 £0.03 + 0.09 +0.05 +3.2 +£0.03 +4.8 +0.5 +1.9

Each value is expressed as mean + 8.D.
@ : Relative organ weight per 100g body weight.
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Table 37-1 Incidence of histopathological findings of male rats treated with ethyleyclohexane in the repeated dose 28-day oral toxicity study

Organ : Findings Grade At the end of administration period At the end of
recovery period
Dose{mg/kg/day) 0 40 200 1000 0 1000
Fate KA KA KA KA KR KR
No.of animals 5 5 5 5 5 5
Lung : Mineralization, artery - 3 # # 4 # #
+ 2 # # 1 # #
Accumulation, foam cell - 4 # # 5 # #
+ 1 # # 0 # #
Cellular infiltration, lymphocyte, perivascular - 4 # # 5 # #
+ 1 # # 0 # #
Metaplasia, osseous . 5 # # 4 # #
+ 0 # # 1 # #
Liver : Hypertrophy, hepatocyte, centrilobular - 5 5 5 1 5 5
+ 0 0 0 4* 0 0]
Microgranuloma - 5 4 3 5 4 4
+ 0 1 2 0 1 1
Necrosis, focal - 5 4 4 4 4 5
+ 0 1 1 0 1 0
> Jo  Jo Jo Yo Jo o
Degeneration, fatty, hepatocyte, periportal - 4 5 6 5 4 5
+ 1 0 0 0 1 0
Infiltration, inflammatory cell, perivascular, focal - 4 5 5 5 5 5
+ 1 0 0 0 0 0
Glandular stomach : Dilatation, fundic gland . 3 # # 3 # #
+ 2 # # 2 # #

KA : Killed by design at the end of administration period, KR : Killed by design at the end of recovery period, #:Not examined
* : Significantly different from control at 5% level of probability.
Grade, -:Negative; +:Slight; ++:Moderate

No abnormalities were detected in the brain, pituitary, thyroid, parathyroid, trachea, stomach, small intestine, large intestine, adrenal, urinary bladder, testis, epididymis,
seminal vesicle, spinal cord, sciatic nerve, bone marrow, lymph nodes and eye ball from animals of control and 1000 mg/kg group.
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Table 37-2

Incidence of histopathological findings of male rats treated with ethylcyclohexane in the repeated dose 28-day oral toxicity study

Organ . Findings Grade At the end of administration period At the end of
recovery period
Dose(mg/kg/day) 0 40 200 1000 0 1000
Fate KA KA KA KA KR KR
No.of animals 5 5 5 5 5 5
Ki : i let, i ithehi -
dney Hyaline droplet, proximal tubular epithelium N i] ®) g] (5) (1)] ) (1)] ) g J ®) gj ®)
++ 0 0 47 e 3 * 0 0
o Jo  JJo sk e Jo o
Eosinophilic body, proximal tubular epithelium - 5 3 3 0 4 5
+ 0 2 2 4 e 1 0
. o o e e~ Jo o
Basophilic tubule - 3 5 4 4 4 1
N o e Je Jeo e e
++ 0 1] 0 0 0 1
Cellular infiltration, iymphocyte, cortex - 5 4 5 5 5 5
+ 0 1 0 0 0 0
Cyst, solitary - 4 4 5 4 5 5
+ 1 1 0 1 0 0
Fibrosis, cortex, focal - 5 4 5 4 5 5
+ 0 1 0 1 0 0
Thymus : Hemorrhage - 3 # # 3 # #
+ 2 # # 2 # #
Spleen . Hematopoiesis, extramedullary - 0 # # 0 # #
+ 5 # # 5 # #
Deposit, pigment, brown . 0 # # 0 # #
+ 5 # # 5 # #
Testis . Atrophy, seminiferous tubule, unilateral - 5 # # 4 # #
++ 0 # # 1 # #
Epididymis : Decrease, sperm, unilateral - 5 # # 4 # #
++ 0 # # 1 # #

KA : Killed by design at the end of administration period, KR : Killed by design at the end of recovery period, #:Not examined
* . Significantly different from control at 5% level of probability.
** : Significantly different from control at 1% level of probability.
Grade, -:Negative; +:Slight; ++:Moderate; +++:Severe

No abnormalities were detected in the brain, pituitary, thyroid, parathyroid, trachea, stomach, small intestine, large intestine, adrenal, urinary bladder, testis, epididymis,
seminal vesicle, spinal cord, sciatic nerve, bone marrow, lymph nodes and eye ball from animals of control and 1000 mg/kg group.
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Table 38 Incidence of histopathological findings of female rats treated with ethylcyclohexane in the repeated dose 28-day oral toxicity study

Organ : Findings Grade At the end of administration period At the end of
recovery period
Dose{mg/kg/day) ) 40 200 1600 0 1000
Fate KA KA KA KA KR KR
No.of animals 5 5 5 5 b 5
Lung : Mineralization, artery - 4 # # 4 # #
+ 1 # # 1 # #
Accumulation, foam cell - 4 # # 5 # #
+ 1 # # 0 # #
Metaplasia, osseous . 4 # # 5 # #
+ 1 # # 0 # #
Liver : Hypertrophy, hepatocyte, centrilobular . 5 5 5 0 5 5
+ 0 0 0 B ** 0 0
Microgramuloma 3 5 4 4 4 5
+ 2 0 1 i 1 0
Necrosis, focal - 5 4 5 5 5 5
+ 0 1 0 0 0 0
Kidney : Basophilic tubules - 4 # # 4 # #
+ 1 # # 1 # #
Fibrosis, cortex, focal . 5 # # 4 # #
+ 0 # # 1 # #
Spleen : Hematopoiesis, extramedullary - 0 # # 0 # #
+ 5 # # 5 # #
Deposit, pigment, brown - 0 # # 0 # #
+ 5 # # 5 # #

KA : Killed by design at the end of administration period, KR : Killed by design at the end of recovery period, #:Not examined
** ; Significantly different from control at 1% level of probability.
Grade, -:Negative; +:Slight; ++:Moderate; +++:Severe

No abnormalities were brain, pituitary, thyroid, parathyroid, trachea, stomach, small intestine, large intestine, adrenal, urinary bladder, ovary, uterus, spinal cord,
sciatic nerve, bone marrow, lymph nodes and eye ball from animals of control and 1000 mg/kg group.
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