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FANFV-3-AFNTE ) - VOBABRKERORSEHERGEE, 5 v bEAL,
0. 15 60, 250%Tr1000mg/ke/day TEREL 7o, S SFEHETENLITE L,
TEZR, SHRBREMRMETRICER L7z, 2853 0 RU1000mg/ keBEd 14 H (]
EEEL L,

MR LEREICBWT, 1000mg/ ke CHEEICIEROFBLED, HICA/GHRY
ERE ) L OBFERRBINNARDL NI, GEFRRICTEWVWTIE, 250ng/kgB THER U1000ng
/keBF CHEREIC BB ERE, & 51C1000ng/ ke CTHEEICHBHNEREO VW T HEERE
iEmARRD i, Bo—RRE, (AE, BEE RKRA EERE SRKT
REHEFRAICBV TR, HEMEORSICERT 2ZLIEZRD S, - 1

EHERICBWVWTR, RSPMKR TREREYTED SN S5, HOFHER
EEBEENE A DODOEEHERIZRL, TOMOEFWINHEIEL .

UIEDRERNS, A MFU-3-AFINTF /) -NDF v b~OBEMKERDRS
Wk RD o ELNERR, FRERUBEICNT 328 TH -7, BEEE NOEL) X
HET60mg/kg/day, HET250mg/ke/day & #hEm S frc.
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LI
FADFUB-RAFNT I )= NDAIVTFULUEAY ) -~ NEFEEE LTRIEXN,
EBH A VEF vUr—, B RAL ORISR, BEREL TEHRESICLAVS
NTWBEEMETH 3. LrLIEDS, AMEOFMHIIOWT, ThEH~#EGR
AoT, FEBEHMONTWRVWONBIRTH 5. AHERIZ, ECDDRAEERBRELEY
BLRerREED—-RE LTERLIDOTH 2.

H ©
F-ABPFU-F-AFINTH /) —IESy MIBEBRKEZOBRS L, AME0—KE
EEEHEE I DWW TR 5.

PER U F ik

1. #%BR9E

WRMED3- A b+ V-3-AF VT 5 /=)L (CAS No. 56539-66-3) 13, ~F& 118.
18, Bis -BOCLATF, HE 0.927 (20/20°C) DrKica]ig7/ e kAT, AT

gEony P ES MR 99.1

BDHDEAFL, BEEHT (4°C) TRELEARLL. AW BEMERKREERT
Bicoatr L, FEHBMPRETH -2 EERER L. AYEDOFHMIZ, Appendix 1 i
Y. BERIZ, BAEEK GEREERRXSH, oy bES 181295) ZAWT, Br
EORSHEBENABEOKERE LTHES L. AMEDI0KR 0. 2267KEREIZDOW
TREHRBREEBLUILER 6 (4°0) BEAFTTOECES THRREETHSC
EDRER I N (Appendix 2) . L7ch =T, HESROERHBRIZARR T BRAEL,
FUL 5T BoBHAERI LI/ L, SREBETHET (4°C) BXTT, #
BRUTRE Lz, £, PIECHABLIRERICOVWTHHL, IECRE TR N
TW5AZ & & FER L7 (Appendix 3) .

2. B UBRESE (Appendices 4~6)
4 BEDSDZR[Crj:CD(SD)IGS] SPF T v b%&, HAF ¥+ —IZ - UN—HKREH E
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ARAEES (MEINEEARTFHIR 795 oA (MEHES420T) L, Hi27 AR, i
8 HEABRBRIBICHML S ¥, ZOMICREEITV, REVIEE TR ERIRED BRI
iR 30ILE, DB THRRICH Ui, REHEHOTHERE (FERE) 3, # 145
(133~159)¢, M 131(119~142)g TH 7z,

Zv M3, REE 22+ 3°C, A 55=10%, H}KmIE 10ELIE/ B (-7 Ly
YaxT-AR) , B I2EELH (R T R~TR TR IKRELIANY T -V X
TLEME E4E) T, EEICRT VL RBISHE — 2 (260Wx 380D X 180Hmm) i<
REL, ThERTFUV LRGBS v 7B LTHRE L. 8 (AAEETEH%
ARett, BEREHEZAMRZ by 7, oy FHES 010567, 010671 RUEKIK (FLE L
um®D7 = MYy P74 I8 — TEBRENRES U/oREKEK) 13, FhThbEE
R HEKEEIC LD BRHICENI Y. BWoREFERIE, 7 v s Ry —o
DOIEFHALDRETIE T B S v FRIC K DT - 12,

ik, BYOREHRZELT, BME0EER 22.1~23.6°C, B} 58~65%D
FHETHS L (BE - BEORERR : Appendix 4 , 78R OEFAE DLk
F (Appendix 5) RUREDKDOKEHRBEDOHERE (Appendix 6) 1d, Wih b YN
RELIHFBEHEADOETH 1. Lich-T, BMoRFHRETIcE W THBREED
EHEICEETRIETT EEL SN IBBEEROENI, Bh-cbDLHlrans,

3. BERORE, HBHOBERNURSAE

BER1, BEERTFRROBREIESWTHRELL. ABMEDOS v bicbiF 5
BMEREOILDs fEI3HET 4.58/ke, MET 4. 3g/kgt|ED STV BOT, HEERER
RT3, 1 ERMEIER 4T v M, 0, 50, 100, 200, 500K TF1000mg/kg/dayd &
T, 4AMEEROES L, —HIREORE, AERCIEERONE RRE WK¥
WA, MRELERE, SIRRUBEERBOREET 7. TORKE, 200me/keBE Dl
T OMT5005 (F1000mg/ ke B DM I, FFIRAEXIEROEMAERD SNt &7, 500Kk
C'1000mg/kgBEDHEICFRPHOET, & 5i21000mg/kegBEDHEICINGE S F U 7 LR UIERD
EENBED SN, LIcdi-T, ARBRICBI 2HB/E58E 288HOKERSICLDE
FICHEMEENRET 5 & TFiIN51000ne/ke/dayEixmF R, HHEFENRBLS
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WEFRlEN 515mg/kg/day 2 BBAEE L, T4 5DRIC250% 160ng/kg/dayDEt 4
HE (Athd) =HELI .

ABBOMERZ, OBEREE (UT, BRI , OWBRHMED15ng/ke/dayi 55
(15mg/kg®¥) , @I 60mg/ke/dayiZ 58 (60mg/kg®¥) . @[ 250mg/ke/dayie58%
(250mg/kg®¥) , ©IE] 1000mg/kg/dayt® 58 (1000mg/keBF) O 5EEL, 1 RUI DX
MEHER S TLOB AL L, &7z, XHBEERU1000mg/keBEiT W TIE, BB T4
HREIDEHEHEREIT S 7o, B | BEHEER 5 Ilh SRk A EEE 2 & 7.
BEAOHYOE D 113, BREFBEROFECESWTEINLL 72, BIEAH
tHEZHOTITREW, SFORESHIME—LT LSt

BEAEL, BSHBEAE ke snlel, 770 BBV U FEREE LR
HEIEAWT, #HEBRMEDO. 3w/v¥% (15mg/keBE) . 1.2w/v% (60mg/keBE) . 5.0w/v%
(250mg/kg®¥) B\ F20w/v% (1000mg/ked¥) #=, 1 H1[E (AM 9:03~11:22),
BHMIChI > TROKRS L. &EKOHREREIZ, EBLHOAERRICESWTE
U7 B, BiRe LTHW I RARRKEERICERS L.

4. BERUKRE

BEHEIR, RE5PMOBEMRVEERETRE Sicenick  @EHMo 4R/ &
U, BEYRhEWC3EREAR TERIC, ROBERUBREEZER L.

D —miRAEEE

@0, 1EEMONE, TEBEEZEREL. £/, 84 20, FECEWGSEHY
DEEEHER L.

2) ERCEERAIE

hEI3, %51 ESMEOHREERD . 3, 7, 10, 14, 17, 21, 24KRV28H, [
B3, 7, I0ORCUBHECIZERAICHEL, REMEDRUBEEBRFOGERENE
EEM U, EERE E1E EERS 3, 10, 17, 24ROEHE3, 108, ik
52, 0, 16 23RuEEE2, 9H) i, BHETOUNRFEEERAE (BFL

MEFE, FY-3000, =.— -7 R« F14) Li.
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3) R

%5 48 (HRIR526H, #ME25H) RUEE 28 (EIEEIR, #E128) 1<,
IREZRIB U TR Z R L, SMROBRERUDH, B, 52/, $ & b o4k
By, vae) /=7y Lk BBEE: VT4 RAF4 v 7R, N4
—HERREH) OEMIREETT - 7.

4) MEFRE

BRI, #HS5MARCEHEME TOR BRI — 7 VT T L THEXERY S
T-7. BYEATHOFRSKRIOKREL, KoBESZ /. REU MG 3 5E L
T O—HRIEDTA-2KCREEBAIEALEE L, % IHE BEMEREHEEEE (E-4000, RHEEME
FHREH) 1Tk, KRBk (RBC, BEEbREAR) . MAKE Wb, 590
il b) o L-~NEFOEVE) , AT 7Yy ME H, SAVIBREAR) , Y
RIMIRARE MCV) , RIMIRMEFZE MCH , FHERMmkmERBE MCHC, 2IE
AEE , gmekE WBC, B|RUEDIRME AT RUMM/MRE (Plat., BESIEHRET
) &, FBRHEAZIER U TRRFRIBKEL (Ret., Brilliant cresyl blueZfasE
ADER) RUCAMKESER May-GiemsaRBEROHER, FEEK (Baso.), HFEEIK
(Bosin.) , #FeREK (Neutro.) DIR4REL (Stab.) KUl (Ses.) , Y /<K
(Lymph. ) , BBk (Mono.) 1Z43¥H] ZHIE L7z, I o1, —Hid 3.8% 7 = VB b
) LR TCHUE U TIERES, MEREFE EBAIERE (KC-10A, KT ALy ) ok
n, Yo borE Ui (PT, Quick —BEE) RUTEHRAESS Mo v R77 X5 ViR
(APTT, x5 9 UBEEMALE) 2R L7

5) MREFRE

AL 7o O—Eh olliFE =S8 L, EEEEHTEE (JA-BMEEIy Y+ 51
¥ —, BABTHRAEH) &0, Byo7 (IR, Ea-Ly k), TALTIV
(Alb., BCG %) . A/G M (A/G, EtEE) . IM¥E [Glu., MKk (Gluk" -G-6-PDH*
-V &) 1, #avxFao—Jb [T-Cho., Bk (CES® -CODY -PODV' %) 1, ~Y Y
Jt3 4 F [T.6., BFE LPLY -GK” -GP0* -POD™ R) 1, #EV I E Y (T-Bil.,
DTV, REREF BW, vLF-—E-U0E), 7LTF= (Crea., Jaffei) ,
GOT, GPT, ALP (WAL JSCC® @) , ¢ -GTP (SSCC'® %), LDH (SFBC'" &), #i
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v L (Ca, OCPCHR) ReurEsky o [P, BEkik (PNP'2-XOD'® -POD* ) ] %, &
EREBSRE (NAKL-132, REBHTEHRRAESL) &+ MU a (Na)
AV 7L K ROEFE Lk A VEEE) ZRIE L.

DIkt P o ha-2-6- VERIBKRBERR, ¥ aVATO-RLATI-E, O aVATO-MAdS -,
AN, 8 URTaFR-E, T -l E-E, B L @ -0 en) VB YT -E,

DV EAEERLES, 1O AHETERRRIEES, TV 3 RRENES,
SRRVLVIVIT AT yYE TS AERALNE S Vo V7 £ 2% b 4

6) HMKkUBEERAE

ATE DR S HAMER (SEHERIRHE T2 B ORIMICHFE O CRIMER L, (A&, BORES
BRUNEERE CNBMCEE L, Eio B HBR O PR R BB 8l
B, IOITHETIIER, BRELE HTINE FEEZEER (GexddER BT EMXHE
AT200, A b7 %) L, BREDOEEZ b &I EL (HGER) 2Bl B
BB BT, ¥R BRLARUCIRRRE, ZE2—ELTHEL.

T) BB RE

ROBEZFWML, 10%H#H) VBB L) Vi BE BRELEITT VKT
AIEE) TEEL, ®RELL. [ERUIE, BERZEARRELT..
(A CREX - /DK - BEED) , FIRR (ERMEEED) B GRE - I
- REED BB KE, M MER AP BR OER 3E 8 NS T
18i% - 285 - Efs M TAREET) 1, KB (8B #&B BB . Bit
, HEPEER CREELGIERED) |, BILREEE OBHLE, diIEEFE) . LEw
R, U oce (BRERY ooNE, IBREEEY VojED , B (KBS . Tofl
- EREYSREARL

RIHAFRA R, SEERU1000ng/keB0 LIROBEIZHWVT, RIS
74 YUIREERL, Ao bF Yy e zA YU VRBRERLUTERLA. 15, B0RY
250mg/kg B T BEHERHIC D \WTIZ,  1000mg/ ke THRERME DR E5ITER T 2

BOONEN-72DT, REREMBLIS -7
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5. HEatHET

BOoNIFIEHNITHEEIC>VT, HRYERSESELIGRELOMOBFEE (B
BB 5 %LAT) %, ROFETRELK. bbb, R34 v r7 -5 (KE,
HIRE, BHE IRFERCNEECFRET -7, SEER) $BartlettOEBRE
i1, TOKR 98O —REBEE—TEEDOSHAMTETV, BEEEZADK
5& (3 Dunnet tiRE 3 Schef feik (BEIDIRAMMN RIS 5158) 1T& DXL & DI
REZEIT- 1. DRD-BTEWEARY/ 354 M)y 77— (AMKESE,
JREAET — 7)) 3Kruskal -WallisOIEMREZ TV, £OREEEZZEDIBEE
DunnettBIsk\ idSchef feBIOREZIT 72, T IV ANT 5 (—RIKEOEE, I
REREEEREICE I 2 REFIORBER) 101, Fisher DEIEEREZ A,
7L, EHEREOIRSHMKR THRD/ S5 2 MY v 77~ 5 AF REZETY, 2 OERS
B — RIS E (3Student D t REZ, —RTREWEEFAspinn-Welchd t REZELT -
tz. J w5 A MYy 7 F —ZiZi3Mann-WhitneyD URTE % AW /e,
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= B
1. —MIKEE (Tables 1, 2, Appendices 7, 8)
BRERUVEIEHEZE LU T, —REOERUFELTIZED SN, -7,

2. K& (Figures 1, 2, Tables 3, 4, Appendices 9, 10)
BERVEHEAMEZBE LT, AEICHEESZLIEBED SR, - 1.

3. fBEER (Tables 5, 6, Appendices 11, 12)
BRERUVEIEMMZE LT, BEBICEELELEED O -T2,

4. R¥#&E (Tables 7~10, Appendices 13~16)
BEAMP R UOREEEPOREIZE VT, FBMBIEEICEERRSZLIGED oNE,

-7z,

5. IMikFHE (Tables 11~14, Appendices 17~20, H57 — 4% : Appendices 37,
38)

REHRKR TRRORAICEWT, 1000ng/kg B THICPHIRMKAROR/ ESIEMH
EHohc. Thid, MBEEIERTAT MYy MEAREEMICH - 727D TH S
B, N2 7Yy MEDQEILICEBEZRZRD O -7 72, 15, 60U 250mg/kg
HOBEOLRIMERIMARBEIIHREE L KANTEHELZRL, BEENRD Shichy,
ZLic HEMEBEkRRD s hsn- 1o

EEHERE TROREICE VTR, REHER THRORE TED S N /cHGRMKE
BoZE(RED ShLh -7,

BE, EHEEETIHICTEILERS b o R TS 2T VIR UV MR O R BISE(E,
i HMRBOFBIEBESBD SNA, IhsBWTh HRSHFKR TIRORET
BEBH LN - FFELT, LODERT - 7B 2 EEGEHANOEHTH -7l &
Mo, WERYIE RS & BERRIERNFR S M s nrc.
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6. MakAE(LFHd (Tables 15~18, Appendices 21~24, &EF— 4 : Appendices
37, 38
HEHIRE TEROREICEWT, 1000ng/keBE CHEIEICER OB B ROz
FIZTIVT L U OMERNC & 2A/CLLOTREISENR U ) » OEBSENMNED
b,
EHEHIRIE TROREICE W T, SREFHICEFELSZEED SO -1,

7. Elk (Tables 19, 20, Appendices 25~28)

HRMEORSICERT 5 Z1Lid, B ohiih -1,

HERME ORE & 3EERLEMR L LT, BSHEKRTEHBREMICEWT, liRD
TREMDXIBEOUED | LT, E-TFEOTFERKEH MO RE R U 1000mg/kgBED
&1 LZRBH o,

8. BBEER (Tables 21~24. Appendices 29~36)

BEHERTRERSMICH VT, 250ng/keBF O KR U 1000ng/ keBED i i B D
HHEBOEELMM, *7:1000ng/kgBEO I FFROENER DT BEILEMMNERD
Y g e

OISR TR BB BV T, HOFBOMENERICERENRS bOD, L
DOIZE X SHNR THBRIY & L TERBT 2ERICH D, HOFBROHEOS
BOMMERICIFEELE(LEED onih - 12,

5E, BEHOHTIEOEMERICHEFELEENIRD Snch, BREHMKTHHE
REWICIIRD ONEVWELLTH D, KRMEORS & IMEFRLERR ks h
7o,

9. JRIBHMFHRE (Tables 25, 26, Appendices 25~28)

SRR TREREMICE VT, HBMEOKRSICERT 2ER/LERH SNEs -
7z,

W, HBRMEOHRSE IIEEREEZ o baE(LE LT, MREKU1000ng/kedt
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DRV ZDWT NI, FiOREMER RO NEER CIFRiaisiiz
e, BROFEREMRAE RO AMEIME, WROGM, FEOFEEILESEHI R
Hohifd, BRABENTS -7 £/ BEOHEMREEBRALENMHED
2F)Ic, BROTVREE LROMFENEOL2FICERD Shiad, BT
{LOBEIZERZRD SN -1
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% K

FAMFVZAFNTT ) —NDF v bADAMKRERSICENT, FICTFER
UEBE X7 2R EIRD S,

BRI BEEBIC OV, BN ER OSSN 1000mg/kgBED IR S 7z,
1000mg/kgBEDHEICBD SNIFEITT U T I v OBEIMEARNC & BA/CHLOEIN S,
WX ARBERET AEEZELSNE, L LUENS, FRICEBREORSIC
ERY 5 RIBEBFENELEERSD oY, MRAELFEREITE VLT LG0T, GPTOEME,
IFtrEfEE = rkd 22(LIZED SNEh - 72,

BRI T 2B OVWT, BN EROEINA250mg/keB O ML U< 1000mg/kg
BEOHEEIZRD S, MIRA(LFRET, 1000ng/kgBEOHEHEIZRY) S N7 EROR
PRUEICEED SNIER Y oM, BRI 2REE TR 28(LEEZS
3, LarLudss, REMSERETE BRCERDEORSICERYT 223
HoONEMh-T:.

3-ANFU-3-AFNT 5/ —N%8, 40, 20051 1000mg/kg/dayTF v M5 L
TER LB BEESERRICEWT, HEYICFREROHIN1000ng/keBE DI,

B ER O 200mg/kgBEDHER UF1000mg/kgBEDOREFICED ShTWBY | AHE
KBWTHFREUERICHT 2EENIEF CHRTRIAL, BELEHERRTO
HEMICT 2B LU LR TH - 1.

5%, [MRFRE TR 5N 70 1000me/ kg B O HED IR MR EROBEMIZ > W T,
SEEDME (56~60fL) HWEFEF -7 (Appendix 38 BB) TH1F 5 IEFE#H (51~61
fL) HOHOT, McBETZELBDONUEN -/ D, HBEHHEORE L
MR BRI R S W IN 5.

N oORSHER TIRERBMICE VL TRD ShicE(bid, BIER T DN kM
STEEOEMICEEENE S bOOOHEHEAENRD S, ZOMOELIIVWTNLEIE
Lz, LT, A MFU-3-AFNT Y/ - LOBHEELZ AENELTH S
&Y.

LIEDFERMNS, 3-XA MFV-3-AFNLT ¥ /- DF v h~DBHEREZORS
BV TRD SN ELENE, FRRUBRICHT 2EETH -7 BEEE (NOEL)
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i, HET60mg/kg/day, #T250mg/ke/day &SR3,
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X Wk
D 73L& E (Huntinton Research Center EHE) .

2) BH Eo, 3ARMFUIAFINTY ) -ADFy FERVSBSATEH R
(2002), BAHEEAN BEAVHELZ2HER FHEH.
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3ol
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200
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Fig. 2

Omg/kg
15mg/ke
60meg/kg

250me/kg
1000mg/kg

f bt oo

3 7 10 14 17 21 24 28 128 31 35 38 47
(0) 3 @) (10) (14)
|<— Treatment period »| |€—— Recovery periogd——»

Day of treatment (Day of recovery)

Body weight changes of female rats treated orally with l-butanol, 3-methoxy-3-methyl- in Z8-day repeat dose toxicity test
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Table 1 Incidence of clinical signs of male rats ireated orally with 1-butanol, 3-methoxv-3-methyl- in

28-day repeat dose toxicity test

Clinical signs

Treatment period

Recovery period

Dose (mg/kg) 0 15 60 250 1000 0 1000

No. of animals TK TK TK TK TK TK TK

examined 10 5 5 5 10 5 5
No abnormalities detectied 10 5 5 5 10 5 5
Mortality(%) 0 0 0 0 0 0 0

TK:Terminal kill
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Table 2 Incidence of clinical signs of female rats treated orally with I-butanol, 3-methoxy-3-methyi- in

28-dayv repeat dose toxicity test

Clinical signs

Treaiment period

Recovery period

Dose (mg/kg) 0 15 60 250 1000 0 1000

No. of animals TK TK TK TK TK TK TK

examined 10 5 5 5 10 5 5
No abnormalities detected 10 5 5 5 19 5 5
Mortality(%) 0 0 0 0 0 0 0

TK:Terminal ki!l
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Table 3 Body weights of male rats treated orally with l-butanol, 3-methoxy-3-methyl- in 28-day repeat dose toxicity test

(&
Dose Day Gain (Day of recovery) Gain
(mg/kg) ! 3 7 10 14 17 21 24 28 1~28 28(0) 31(3) 35(7) 38(10) 42(14) 28~42
0 145 158 192 215 245 266 293 31 334 189 321 334 353 364 381 60
+ 5 xx 6 xx 6 + 7 £ 12 £ 18 £ 22 = 27 £ 32 £ 32 + 41 +£ 47 £+ 53 £ 58 £ 63 £ 23
(10) 10 (10) (10) (10) (10) (10) o 1o (10 (5) (5 (5) (5) (5) )]
15 146 159 193 215 249 273 302 325 346 200
+ 5 xx 5§ £ 9 £ 14 £ 19 £ 23 + 26 £ 30 X 37T £ 36
(5 (5 (5) (5 (5) (5 (5 (5) (5 (5
60 145 159 1490 213 244 267 295 315 339 194
+ 6 + 6 £ 11 £ 16 = 22 £ 23 £ 29 £+ 37T £ 38 + 36
(5 (5) (5 (5) (5) (5) (5) (5) & (5
250 144 160 195 219 254 274 302 321 344 200
+ 7 + 9 11 £ 14 £ 19 + 24 + 27 £ 30 =+ 34 £ 30
() &) (&) (5) (5 6y (» (5 (%) (5
1000 146 159 192 213 244 267 291 318 340 194 348 368 386 400 418 70
+ 6 + 7 =11 =+ 15 £ 20 = 23 + 27 £ 28 + 35 £ 32 £ 27 £ 30 =+ 27 £+ 2 k 27 + 8
(10 10) (10) (10) (10) 1o (10) (10) (10) (10) () (5) (5) )] (5) (5)

Each value is expressed as meanXS.D.
(m) : No. of animals
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Table 4 Body weights of female rats i{realed orally with 1-butanol, 3-methoxy-3-methyl- in 28-day repeat dose toxicity test

(2

Dose Day Gain (Day of recovery) Gain
(mg/kg) 1 3 7 10 14 17 21 24 28 1~28 28(0) 31(3) 35(T  38U0) 42014) 28~42
0 131 136 151 156 167 180 190 200 210 79 204 208 217 221 227 23

+ 7 *x 6 + 5 10 *x 13 x 16 17T £ 19 *x 19 = 17T £ 15 £ 15 =+ 15 =+ 15 =+ 15 =+ 2
(10} (10 (10 (10) (10) (1) (10) (10) (10) am ®) € (5) (5 (5) (5)

15 132 142 169 168 180 190 202 212 221 90
£+ 5 x 6 £ 5 £ 6 = 6 3 x 4 x 6 * 5 4
(5 (5) (5) (5) (%) (%) €)) ) (5 6))

60 131 1317 150 157 170 179 180 202 211 80
= 6 £ 8§ £ 14 £ 15 £ 17T £ 16 £ 16 £ 13 =* 18 13

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

250 131 139 156 166 177 187 197 204 216 84
+ 71 £ 6 £ 7 &£ 6 £ 5 £ 9§ 10 x & £ 10 £ 13
(5) 6)) (5) 6) (%) &) (5) ® ) )

1000 131 136 150 161 171 182 192 201 210 79 207 212 223 225 234 27
+ 6 £ 6 + 6 + 6 £ 8 + 7 £ 8§ £10 £ 9 £ 11 11 £ 16 F+ 14 *x 12 *12 =+ 6
(10) (10) (10) (10) (10) (10) (10) (10) 1o (10) (5) (5) Gy (5) () 6

H
H

H

Each value is expressed as mean=£S.D.
(n) : No. of animals
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Table 5 Food consumption of male rats treated orally with l-butanol, 3-methoxy-3-methyl-
in 28-day repeat dose toxicity test

(g/rat/day)
Dose Week (Week of recovery)
(mg/kg) 1 2 3 4 4(0) 5(D) 6(2)
0 27 30 33 34 33 34 36
+ 1 + 2 + 2 + 4 + 5 + 3 + 4
10 (10) (10) (10) (5) (5) (5
15 26 30 33 35
+ 2 + 3 + 4 3
(5) ) (5) (5)
60 21 28 34 33
+ 2 + 3 + 5 + 3
(5) (5) (5) 5)
250 21 31 34 35
+ 2 + 3 + 4 + 2
(5 (5) (5) (5)
1000 26 29 33 36 38 40 37
+ 2 + 3 + 5 + 7 + 7 + 5 + 3
(10 (10} (10) (10) ) 6] (5)

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



Table 6 Food consumption of female rats treated orally with I-butanol, 3-methoxv-3-methyl-
in 28-dav repeat dose toxicity test

$GZ-00 "ON Aprig

(g/rat/day)
Dose Week (Week of recovery)
{mg/kg) 1 2 3 4 4(0) 5(D 6(2)
0 21 21 23 25 24 26 25
+= 2 + 3 + 3 + 3 + 2 + 1 + 3
(10) {10) (10) 1o (5) (5) (5)
15 22 23 23 24
+ 2 + 3 + 2 3
(9) (5) (5) (5
60 22 21 22 27
+ 3 + 3 + 2 + 4
6)] (5 (5 (5)
250 22 21 23 23
+ 1 += 3 + 2 + 4
) (%) (5 (5)
1000 22 22 23 24 23 26 25
+ 2 + 3 + | + 2 + 1 = 4 + 3
(10) (10) (10) (10) ) (5) (5)

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

Urinary findings of male rats treated orally with 1-butanol,
in the 28-day repeat dose toxicity test

< Treatment period >

3-methoxy-3-methyl-

Dose Ne. of Color Cloudy pH Protein Glucose
(mg/kg) animals PY — + 6.5 7.0 7.5 8.0 8.5 - = F  ++  +++ — * + v+ 4+
0 10 10 10 9 1 2 7 1 10
15 5 5 5 1 3 1 1 1 2 1 5
60 5 5 5 4 { 4 { 5
250 5 5 5 2 2 1 1 4 5
1000 10 10 10 1 3 4 2 2 6 2 10
Dose No. of Ketone body Occult blood Urobilinogen Bilirubin
(mg/kg) animals — + —+ ++ +++ — =+ + ++  +++ 0.1 1 2 4 8 — + ++ +++
0 [0 7 3 10 10 10
15 5 4 l 5 5 5
60 5 2 3 5 5 5
250 5 2 3 5 5 5
1000 10 4 6 10 10 10
Color : PY(pale yellow)
Cloudy : — (negligible), + (cloudy)
Protein : — (negligible), = (15~30mg/dL), + (30mg/dL), ++(100mg/dl), +++(300mg/dL)
Glucose : — (negligible), =+ (0.1g/dL), + (0.25g/dL), ++(0.5g/dL)
Ketone body : — (negligible), = (5mg/dL). + (15mg/dL), ++(40mg/dL), +++(80mg/dL)
Occult blood : — {negligible), = (trace), + (slight), ++(moderate), +++(marked)
Urobilinogen : Ehrlich unit/dL
Bilirubin : — (negligible), + (slight)., ++(moderate)
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Table 8

Urinary findings of female rats treated orally with 1-butanol, 3-methoxy-3-methyl-
in the 28-day repeat dose toxicity test

< Treatment period >

Dose No. of Color Cloudy pH Protein Glucose
(mg/kg) animals PY = T 6.5 7.0 7.5 8.0 8.5 — £ F ++ ++¥ —  *  F  ++  +++
0 10 10 10 1 4 5 2 7 l 10
15 5 5 5 2 1 2 4 1 5
60 5 5 5 4 1 3 2 5
250 5 5 5 1 4 3 2 5
1000 10 10 10 2 2 4 2 5 5 10
Dose No. of Ketone body Occult blood Urobilinogen Bilirubin
(mg/kg) animals — & At — & b+ e 0.1 1T 2 4 8 —  F r s
0 10 10 10 10 10
156 5 5 5 5 5
60 5 5 5 5 5
250 5 5 5 5 5
1000 10 10 10 10 [0
Color © PY(pale yellow)
Cloudy : — (negligible), + (cloudy)
Protein : — (negligible), = (15~30mg/dL), + (30mg/dL), ++(100mg/dL), +++(300mg/dL)
Glucose : —{negligible), = (0.1g/dL), + (0.25g/dL), ++(0.5g/dL)
Ketone body : — (negligible), = (5mg/dL). + (15mg/dL)., ++(40mg/dL), +++(80mg/dL)

Occult blood :

— (negligible), = (trace), + (slight). ++(moderate), +++(marked)

Urobilinogen : Ehrlich unit/dL
Bilirubin : — (negligible), + (slight), ++(moderate)
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Table 9 Urinary findings of male rats treated orally with 1-butanol, 3-methoxy-3-methyl-

in the 28-day repeat dose toxicity test

< Recovery period >

Dose No. of Color Cloud pH Protein Glucose
(mg/kg) animals PY — + 6.5 7.0 7.5 8.0 8.5 = £ F  ++ s+ * T tr  ti+
0 5 5 5 ] 2 2 3 2
1000 5 5 5 4 1 5
Dose No. of Ketone body QJccult bload Urobilinogen Bilirubin
(mg/kg) animals = £ F ¥+  +++ — T % F ¥+ i+ 0.1 1T 2 4 3§ T 7
0 5 2 3 5 5
1000 5 2 3 5 5

Color : PY(pale yellow)

Cloudy : — (negligible), + (cloudy)

Protein : — (negligible), = (15~30mg/dL). -+ (30mg/dL). ++(100mg/dL), +++(300mg/dL)
Glucose : — (negligible), = (0.1g/dL), + (0.25g/dL), ++(0.5g/dL)

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

Bilirubin : — (negligible), + (slight), ++(moderate)
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Table 10 Urinary findings of female rats treated orally with l-butancl, 3-methoxy-3-methyl-

in the 28-day repeat dose toxicity test

< Recovery period >

Dose No. of Color Cloudy pH Protein Glucose
(mg/kg) animals PY — F 6.5 7.0 7.5 8.0 8.5 — £  F  ++ 4+ + F  +r  t++
0 5 5 ) i 3 1 2 2 1
1000 5 5 5 3 2 4 |
Dose No. of Ketone body Occult blood Urobilinogen Bilirubin
(mg/kg) animals — T+ ++ w4+ — e S 0.1 1 2 4 8 F T+ A
0 5 5 5 5
1000 5 5 5 5
Color : PY(pale yellow)
Cloudy : — (negligibte), + (cloudy)
Protein : — (negligible), =+ (15~30mg/dL), -+ (30mg/dL). ++(100mg/dL), +++(300mg/dL)
Glucose : — (negligible), =(0.1g/dL)., + (0.25g/dL), ++(0.5g/dL)
Ketone body : — (negligible), =+ (5mg/dL). + (l15mg/dL), ++(40mg/dL), +++(80mg/dL)
Occult blood : — (negligible}. =+ (trace), + (slight), ++(moderate), +++(marked)
Urobilinogen : Ehrlich unit/dL
Bilirubin @ — (negligible), + (slight). ++(moderate)
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Table 11 Hematological findings of male rats treated orally with 1-butanol, 3-methoxy-3-methyl-
in the 28-day repeat dose toxicity test

< After treatment period >

Dose Noz of RBC Hb Ht MCV MCH MCHC Ret. PT APTT
(mg/kg) animals 104/ L) (g/dL) (%) (fL) (pg) %) (%) (sec) (sec)
0 5 747 14.6 43.8 59 19.5 33.2 32 13.1 19.3

36 + 0.7 + 2.4 + { += (.5 += 0.3 + i1 += (.2 += 1.0

15 5 751 15.0 43.6 58 20.0 34. b¥x 31 13.2 20.5

43 += 0.9 + 2.3 + 1 + 0.5 += 0.5 + 5 = 0.8 + 1.2

60 5 754 i4. 8 43.5 58 19.6 34. 0x 32 13.6 20.6

41 + 0.6 += 1.3 =+ 2 += 0.7 + 0.4 + 7 + 0.6 += 2.8

250 5 757 15.1 44 4 59 19.9 33. 9% 31 13.6 20.8
31 + 0.6 + 1.9 + 0 = 0.2 + 0.2 + T += 0.4 + 1.4

1000 5 774 14.7 44.6 58 19.1 33.0 28 13. 1 18.7
30 + 0.3 += 0.9 + 2 += 0.8 + 0.4 + 4 += 0.2 = 0.9

Differential leukocyte counts (%)

Dose No. of ¥BC Neutro. Plat.
(mg/kg) animals {102/ pL) Baso. Eosin. Stab. Seg. Lymph. Mono. Other 104/ L)

0 5 44 0 1 0 18 80 2 0 147

7 + 0 + ] += 0 + 5 + 4 += ] += 0 4 24

15 5 42 0 0 0 16 82 | 0 142

i7 + 0 + { =+ 0 =+ 5 =+ 6 + { + 0 =+ i4

60 5 42 0 0 0 21 78 1 0 129

13 + 0 + 1 += 0 =+ 4 =+ 4 + 1 += 0 + i1

250 5 42 0 1 0 18 80 i 0 129

5 + 0 + | + 0 =+ 1 + 0 + 1 + + g

1000 5 43 0 0 0 17 80 2 0 123

12 += 0 + ] + 0 + 5 + 4 + 1 + + 17

Fach value 1s expressed as mean=S.D.
¥ : Significantly different from control at-5% level of probability
¥*x . Significantly different from control a .% level of probability
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Table 12 Hematological findings of female rats treated orally with 1-butanol, 3-methoxy-3-methyl-
in the 28-day repeat dose toxicity test

< After treatment period >

Dose No. of RBC Hb Ht MCV MCH MCHC Ret. PT APTT
(mg/kg) animals (10¢/uL) (g/dL) %) (fL) (pg) (%) (%) (sec) (sec)
0 5 784 15.0 43.3 55 19.1 34.6 23 13.4 18.3

+ 38 += 0.5 + 2.0 + 2 = 0.7 + 0.5 + 5 + 0.6 += 1.0

15 5 712 14.6 42.3 55 18.9 34.5 26 13.2 17.2
+ 22 += 0.2 + 0.4 + 2 + 0.8 + 0.3 + 7 + 0.3 += 1.5

60 5 778 14.9 43.3 56 19.2 34.5 20 13.2 17.9
+ 37 += 0.6 + 1.3 + 2 + 0.7 + 0.6 + 2 + 0.1 + 1.5

250 5 766 15.1 43.5 57 19.7 34.7 20 13.3 16.7
+ 18 + 0.4 + 0.5 + 2 + 0.8 += 0.6 + 3 + 0.4 += 1.1

1000 5 781 15.4 45.6 59% 19.8 33.9 20 13.5 17.0
+ 22 += 0.6 + 1.3 + 2 += 0.7 + 0.6 + 4 + 0.4 + 1.2

Differential leukocyte counts (%)
Dose No. of WBC Neutro. Plat.
(mg/kg) animals (10%/ L) Baso. Eosin. Stab. Seg. Lymph. Mono. Other 04/ L)

0 5 36 0 1 0 15 83 1 0 145

+ T + 0 + 1 += 0 + 5 =+ 6 = i + 0 + 18

15 5 31 0 1 0 17 81 | 0 143

+ 13 + { + 1 += 0 + ) + 5 += 1 += + 17

60 Y 30 0 0 0 16 83 | 0 160
+ 6 += 0 += 0 + 0 + 3 + 3 = 0 += 0 + 44

250 5 42 0 1 0 14 84 1 0 142
+ 15 + 0 =+ 1 + 0 =+ 3 -+ 4 =+ 1 =+ 0 + 25

1000 5 31 0 1 0 13 85 | 0 121
+ 11 + 0 =+ | + 0 + 4 + 4 * 1 =+ 0 =+ 10

Each value 1s expressed as mean*S.D. o
¥ o Significantly different from control at 5% level of probability
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Table 13

Hematological findings of male rafs treated orally with 1-butanol,
in the 28-day repeat dose toxicity test

< After recovery period >

3-methoxy-3-methyl-

Dose No. of RBC Hb Ht MCV MCH MCHC Ret. PT APTT
(mg/kg) animals  (104/uL) (g/dL) %) (fL) (pg) %) (%) (sec) (sec)
0 5 817 15. 1 44.3 54 18.5 34.1 27 13.3 21.3
+ 44 + 0.8 + 2.4 + 2 += 0.7 + 0.5 =+ 5 + (.4 + 1.0
1000 5 817 14.8 43.2 53 18.1 34.2 26 13.0 20. 0%
+ 29 + 0.4 + 0.7 + 1 += 0.5 + (.5 + 1 + (.3 + 0.8
Differential Ieukocyle counts (%)
Dose No. of ¥BC Neutro. Plat.
(mg/kg) animals  (102/ul) Baso. Eosin. Stab. Seg. Lymph. Mono. Other 04/ uL)
0 5 44 0 1 0 16 82 1 0 150
+ 18 += 0 + ] += 0 + 4 + 5 + 1 + 0 =+ 7
1000 5 56 0 0 0 16 82 1 0 132%%
+ 23 + += 0 += 0 + 5 + 6 += 1] + 0 + 5

Fach value is expressed as mean+S.D.
¥ . Significantiy different from control at 5% level of probability
*x . Significantly different from control at 1¥ level of probability
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Table 14

in the 28-day repeat dose toxicity test

< After recovery period >

Hematological findings of female rats treated orally with I-butanol, 3-methoxy-3-methyl-

Dose No. of RBC Hb Ht MCV MCH MCHC Ret. PT APTT

(ng/kg) animals {107/ L) {g/dL) (%) (fL) (pg) (%) (%o) (sec) (sec)

0 5 772 14. 8 42.7 55 19.2 34.7 24 13.2 18.1

+ 27 + (0.5 + 1.2 + 1 += 0.4 += 0.4 + 3 = 0.5 + 0.4

1000 5 784 14. 8 42.7 54 18.9 34.7 21 13.2 17.5

+ 28 + 0.6 + 0.9 + 2 += 0.4 += 1.1 + 4 + 0.1 + 0.8

Differential leukocyte counts (%)

Dose No. of ¥BC Neutro. Plat
(mg/kg) animals 102/ ul) Baso. Eosin. Stab. Seg. Lymph. Mono. Other (104/ L)

0 5 30 0 | 0 i1 87 | 0 116

=+ 6 + 0 + | =+ 0 + 2 =+ 4 = ] * 0 =+ 17

1000 5 41% 0 1 0 13 84 | 0 134

+ 7 += 0 + 1 + 0 + 5 + 5 += 2 += 0 =+ 13

Each value 1s expressed as mean+S.D.
* : Significantly different from control at 5% level of probability
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Table 15

Blood biochemical findings of male rats treated orally with 1-butanol, 3-methoxy-3-methyl-

in the 28-day repeat dose toxicity test

< After treatment period >

Dose No. of LDH GOT GPT ALP y -GTP T.P. Alb. A/G T-Cho. T.G.
(mg/kg) animals (1G/L) (1U/L) (1u/L) (1U/L) (10/L) (g/dL) (g/dL) (mg/dL) {(mg/dL)
0 5 329 82 38 905 0.75 5.67 2.83 1.00 68 37
+ 78 + 8 + 3 + 152 + 0.33 + 0,22 + .24 + 0.09 + 2 + 7
15 5 343 84 39 952 0.96 5.69 2.90 1.04 67 46
+ 116 + 15 + ] + 196 + 0.30 + 0.24 + 0.24 += 0.10 + 13 =+ 9
60 5 326 85 36 939 0.98 5.55 2. 81 [.03 80 36
+ 73 =+ 8 + 6 + 114 + 0.20 + 0.21 + 0.16 + 0.06 =+ 8 + 8
250 5 249 78 36 912 0.66 5.63 2.96 [.11 55 44
+ 69 + 8 =+ 6 + 224 = 0.17 + 0.13 + 0.15 = 0.08 + 9 + 28
1000 5 301 83 4] 833 0.90 5.73 3.09 117 63 35
+ 48 =+ 5 =+ 6 + 59 + 0.15 + 0.19 = 0.09 = 0.04 + 3 + 7
Dose No. of Glu. BUN Crea. T-Bil. Ca P Na K Cl
(mg/kg) animals  (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mEq/L) (mEq/L) (mEq/L)
0 5 144 15.5 0.42 0.36 10.6 8.3 - 145 4.67 105
+ 14 + 1.3 + (.04 + 0.03 + 0.2 += 0.7 =+ 1 + 0.18 =+ 2
15 5 138 14.6 0.39 0.37 10.5 8.5 144 4.72 105
+ 17 = 0.4 += .03 + 0.02 += 0.3 += 0.7 + 0 + 0.4 + 1
60 5 141 15.3 0.40 0.36 0.3 8.9 [45 4.89 106
+ 18 + 2.8 + (.03 + 0.02 + 0.2 + 0.6 + 1 + 0.19 + 1
250 5 130 15.1 0.42 0.36 10.5 9.1 144 4.99 105
+ 14 + 1.6 + 0.03 + 0.01 += 0.2 + 0.3 + 1 + 0.39 + 2
1000 5 138 17.9 0.43 0.35 10.6 9.5 144 4.97 102%
+ 9 + 3.0 + 0.06 + 0.01 + 0.2 + 0.8 + 1 + 0.23 * 1
Fach value 1s expressed as mean=*S.D.
*x  Significantly different from control at

~% level of probability
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Table 16 Blood biochemical findings of female rats
in the 28-day repeat dose toxicity test

< After treatment period >

treated orally with 1-butanol. 3-methoxy-3-methyl-

Dose No. of LDH G0T GPT ALP v -GTP T.P. Alb. A/G T-Cho. T. G.
(mg/kg) animals (1u/L) (Tu/L) (1u/L) (1u/L) (1U/L) (g/dL) (g/dL) (mg/dL) (mg/dL)
0 5 724 81 31 553 0.93 6.02 3.25 1.18 87 16
+ 125 + 6 + 5 + 102 + 0.27 + 0.27 + 0.24 + (.08 + 18 + 7
15 5 458 83 32 453 1.28 5.91 3.15 .14 70 20
+ 62 + 9 + 7 + 91 + 0.64 + (.25 + 0.23 + (.08 + 16 + 6
60 5 593 84 31 541 1.87 5.92 3.24 1.21 66 12
+ 196 + 6 + 4 + 78 + 1.02 + 0.24 + 0.23 += 0.14 -+ 14 + 2
250 5 523 81 32 576 1.78 5.99 3.19 1.14 70 26
+ 226 + 9 + 6 + 83 + 0.72 + (.34 + 0,28 + 0.10 + 7 + q
1000 5 573 84 28 603 1.73 5.94 3.26 1.22 6l 13
+ 250 + 13 + 6 + 110 + 0.71 + 0.19 £ 0.11 = 0.05 =+ 10 + 6
Dose No. of Glu. BUN Crea. T-Bil. Ca P Na K Cl
(mg/kg) animals  (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mEq/L) (mEq/L) (mEq/L)
0 5 123 17.0 0.48 0.25 10. 1 7.0 144 4.89 106
+ 13 = 1.6 + (.03 = 0.02 + 0.3 += 1.1 + | += (.23 * i
15 5 114 16.8 0.45 0.24 10.3 7.2 144 4.70 106
+ 16 += 2.0 + 0.10 + .01 + 0.2 + 0.9 + 1 + 0.14 -+ ]
60 5 116 17.6 0.50 0.24 10.1 7.3 144 4.62 106
+ 12 + 2.6 + Q.04 + .02 + 0.3 + 0.6 + 1 + 0.45 + ]
250 5 112 15. 8 0.50 0.23 10.3 8.4 145 4.67 106
+ 8 += 1.1 = 0.11 + 0.02 = 0.5 += 1.2 =+ 1 * 0.38 + 1
1000 5 111 16.2 0.46 0.23 10.0 8.1 143 4.85 104%
+ 10 + 3.4 = 0.10 + 0.02 + 0.2 += 0.8 + 2 = 0.25 + 1

Each value 1s expressed as mean=*S.D.
x . Significantly different from control at 5% level of probability
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Table 17 Blood biochemical findings of male rats treated orally with l1-butanol, 3-methoxy-3-methyl-

in the 28-day repeat dose toxicity test

< After recovery period >

Dose No. of LDH GoT GPT ALP y -GTP T.P. Alb. A/G T-Cho. T.G.
(mg/kg)} animals (1u/L) (1u/L) (Tu/L) (1U/L) (IU/L) (g/dL) (g/dL) (ng/dL) (mg/dL)
0 5 313 79 39 664 0.55 5.76 2.94 1.04 65 35
+ 67 + 5 + 6 + 136 + (.34 + 0.19 + 0.15 + 0.06 + 13 =+ 16
1000 5 341 76 38 623 0.48 5.85 2.88 0.97 58 47
+ 116 + 6 + 3 + 90 + 0.17 + 0.32 + 0.15 = 0.07 + 8 + 19
Dose No. of Glu. BUN Crea. T-Bil. Ca P Na K C1
(mg/kg) animals  (mg/dL) (mg/dL) {(mg/dL) (mg/dL) (mg/dL) (mg/dL) (mEa/L) (mEq/L) (mEq/L)
0 5 135 17.1 0.43 0.32 9.3 7.3 144 4.97 104
+ 15 + 3.9 + 0.056 + 0.02 + 0.2 += 0.3 + 2 + (.59 + 2
1000 5 153 17.0 0.49 0.30 9.4 7.4 144 5.00 104
+ 9 + 2.2 + 0.04 + 0.02 += 0.2 += 0.2 =+ 1 = (.34 =+ 2

Each value is expressed as mean=S.D.
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Table 18 Blood biochemical findings of female rats
in the 28-day repeat dose toxicity test

< After recovery period >

treated orally with 1-butanol, 3-methoxy-3-methyl-

Dose  No. of LDH GOT GPT ALP v -GTP T.P. Alb. A/G T-Cho. T.G.
(mg/kg) animals (1U/L) (1U/L) (1U/L) (1U/L) (Tu/L) (g/dL) (g/dL) (mg/dL) (mg/dL)
0 5 448 79 34 391 1.16 6.16 3.33 1.18 71 16
+ 200 + 6 + 5 =+ 97 + (.61 + 0.36 + .40 + 0.17 =+ 7 + 4
1000 5 487 84 31 358 1.07 6. 01 3.13 1.10 69 18
+ 193 + 14 A 2 + 86 + 0.36 + 0.14 * 0.27 + 0.20 =+ 10 + 7
Dose No. of Glu. BUN Crea. T-Bil. Ca P Na K Cl
(mg/kg) animals  (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mEq/L) (mEq/L) (nEq/L)
0 5 110 18. 8 0.52 g.31 9.5 6.5 144 4.67 105
+ 13 += 2.1 + 0.0b = 0.03 += 0.4 + 0.7 + 1 = 0.50 + 1
1000 5 119 18.0 0.50 0.31 9.3 6.0 142 4.79 104
+ {3 + 2.9 = .03 + 0.05 + (.1 + 0.5 + l = 0.20 -+ ]

Each value s expressed as mean+S.D.
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Table 19 Incidence of necropsy findings of male rats treated with 1-butanol, 3-methoxv-3-methyl-
in the repeated dose 28-day oral toxicity study

After treatment period After recovery
Organ : Findings period
Dose (mg/kg) 0 15 60 250 1000 0 1000
No. of animals 5 5 5 5 5 5 5
Thymus : Red spots + 1 0 0 0 0 0 0

+ : Slight
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Table 20 Incidence of necropsy findings of female rats treated with [-butanol,

in the repeated dose 28-day oral toxicity study

3-methoxy-3-methyl-

After treatment period

After recovery

Organ : Findings period
Dose (mg/kg) 0 15 60 250 1000 0 1000
No. of animals 5 ) 5 5 5 5 5

Uterus : Hvdrometra + 1 0 0 0 1 0 0

+ o Slight



Table 21 Absolute and relative organ weights of male rats treated orally with 1-butanol, 3-methoxy-3-methyl- in 28-day repeat dose toxicity test
{After treatment period>
Dose No.of B.W. Brain Liver  Kidney Spleen Heart Thymus Thyroid Pitui. Adrenal Testis  Epidid.
(mg/kg) Animals  (g) (g (® (2) (® (2) ® (mg) (mg) (mg) @ &
0 5 309 1.95 9.17 2.51 0.64 1.06 0.49 22.1 10.5 59.2 3.01 0.72
Absolute +9  +0.06 +0.46 +0.16 +0.05 +0.03 +0.10 +1.5 +1.2 +11.3 +0.19 *0.07
15 5 308 1.94 9.27 2.53 0.62 1.09 0.60 24.8 9.9 56.9 2.99 0.74
+33 +0.07 +1.31 +0.30 +0.14 +0.13 +0.26 +2.8 +0.9 +4.4 +0.44 +0.09
60 5 301 1.91 9.00 2.61 0.66 1.12 0.48 25.8 10.2 53.3 3.01 0.72
+34 +0.06 +1.51 +0.33 +0.15 +0.20 +0.12 +2.7 +1.1 +8.6 *0.18 +0.12
250 5 305 1.88 9.25 2.74 0.61 1.07 0.45 23.3 11.2 53.2 2.93 0.77
+29  +0.05 +0.77 +0.19 +0.08 +0.05 +0.07 +2.9 *1.0 +3.8 +0.12 +0.07
1000 5 293 1.90 9.60 2.71 0.64 1.06 0.45 23.3 10.1 52.2 2.99 0.69
& +35 +0.04 +1.25 +0.26 +0.09 +0.11 +0.09 +3.3 +1.2 +6.3 +0.19 +0.,03
[Ve]

' 0 5 309 0.63 2.97 0.81 0.21 0.34 0.16 7.2 34 19.1 0.97 0.24
Relative @ +9 +0.02 +0.10 +0.03 +0.02 +0.01 +0.03 *+0.5 +0.3 +3.5 +0.04 0.02
15 5 308 0.63 3.00 0.82 0.20 0.35 0.19 8.1 3.2 18.7 0.98 0.24
+33 +0.07 +0.22 +3.04 +0.03 +0.02 +0.07 +1.0 +0.1 +2.7 +0.15 +0.03
60 5 301 (.04 2.98 0.87 0.22 0.37 0.16 8.6 3.4 17.7 1.01 0.24
+34 +0.06 +0.24 +0.03 +0.03 +0.02 +0.03 +1.2 +0.4 +1.4 +0.11 4:0.02
250 5 305 0.62 3.03 0,90 *  0.20 0.35 0.15 7.7 3.7 17.6 0.97 0.26
+29 +0.05 +0.08 +0.05 +0.02 +0.02 +0.03 *1.3 *=0.5 x2.5 +0.09 +0.02
1000 5 293 +0.65 3.27 % 0,93 & 0.22 0.36 0.16 8.0 3.5 17.8 1.03 0.24
+35 +0.08 +0.10 +0.06 +0.01 +0.01 +0.03 *+1.0 +0.2 +1.2 +0.17 (.04

$¢3-00 ON 4Apnig

Each value is expressed as mean = S.D.

@ : Relative organ weight per 100g body weight
* ; Significantly different from control at 5% level of probability
*k ; Significantly different from control at 1% level of probability



Table 22 Absolute and relative organ weights of female rats treated orally with 1-butanol, 3-methoxy-3-methyl- in 28-day repeat dose toxicity test

{After treatment period>

Dose No.of B.W. Brain Liver  Kidney Spleen Heart Thymus Thyroid Pitui. Adrenal Ovary Uterus

(mg/kg) Animals (g €3) () (® (g (g) (g (mg) (mg) (mg) (mg) 3]

0 5 189 1.80 5.43 1.54 0.43 0.74 0.51 20.1 11.9 62.3 75.7 0.61

Absolute +21 +0.09 +(.56 +(.18 +0.04 +0.05 +0.10 +29 +1.2 +44 +8.6 +0.17

15 5 201 1.83 5.94 1.59 0.50 0.72 0.45 20.9 13.2 61.3 74.3 0.63

+6 +0.05 +0.34 +0.10 +0.07 +0.02 +0.04 +2.1 +0.9 +5.4 +14.0 +0.24

60 5 186 1.78 5.65 1.63 0.46 0.72 0.46 21.2 12.5 65.5 774 0.64

+16 *0.06 +0.84 +0.16 *0.06 +0.07 +0.09 +3.0 +2.7 +9.8 +104 +0.20

250 5 189 1.81 5.70 1.66 0.45 0.72 0.49 21.2 11.5 59.0 68.7 0.45

+=9  *=0.04 +0.35 +0.14 +0.08 +0.03 +0.10 +1.9 *1.6 +5.3 +4.3 +0.17

1000 5 187 1.84 6.09 1.79 0.46 0.79 0.43 21.8 11.3 69.7 75.2 0.46

o +7 +0.04 +0.52 +0.15 x0.07 +0.04 +0.06 +2.4 *1.6 +8.3 +8.5 +0.11
-

' 0 5 189 0.96 2.88 0.82 0.23 0.40 0.27 10.8 6.4 334 40.3 0.32

Relative @ =21 +0.06 +0.10 +0.02 +0.03 +0.02 +0.05 +2.3 +0.7 4.7 +4.7 +0.08

15 5 201 0.91 2.96 0.79 0.25 0.36 0.23 10.4 6.6 30.6 36.9 0.31

=6  *0.04 +0.11 +0.02 +0.03 +0.01 +0.03 +1.0 +0.3 +3.0 +6.1 +0.12

60 5 186 0.96 3.02 0.87 0.25 0.39 0.25 11.4 6.6 35.0 41.4 0.34

+16 +0.10 +0.19 +0.04 +0.02 +0.04 +0.03 +1.0 +0.9 +2.4 +3.2 +0.11

250 5 189 0.96 3.02 0.88 0.24 0.38 0.26 11.2 6.1 31.3 36.4 0.24

+9 +0,04 +0.09 +0.05 +0.03 +0.03 +0.05 +1.0 +0.6 =30 *+27 *0.10

1000 5 187 0.98 3.25 %% 0,95 Hx  0.24 0.42 0.23 11.6 6.0 37.2 40.2 0.24

+7  *0.05 +0.21 10.07 +0.03 +0.01 +0.03 +1.0 +0.9 +4.2 +4.3 *+0.06

Each value is expressed as mean * S.D.
@ : Relative organ weight per 100g body weight
#%k : Significantly different from control at 1% level of probability
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Table 23 Absolute and relative organ weights of male rats treated orally with 1-butanol, 3-methoxy-3-methyl- in 28-day repeat dose toxicity test
{After recovery period>

Dose No.of B.W. Brain Liver  Kidney Spleen Heart Thymus Thyroid Pitui. Adrenal Testis Epidid.

(mg/kg) Animals (g (® ® (& (® ® ® (mg) (mg) (mg) (&) (®

0 5 345 1.89 9.41 2.56 0.71 1.14 0.47 25.6 111 61.8 3.28 1.06

Absolute +57 +0.19 +1.97 +0.48 +0.18 +0.19 +0.20 *+3.1 2.4 +12.6 +0.17 +0.08
1000 5 379 2.00 =*11.06 2.91 0.79 1.29 0.55 .25.8 10.9 60.6 3.27 1.08

+26 +0.05 +1.20 +0.20 *0.16 +0.14 +0.11 *2.1 +0.9 +11.0 *0.15 +0.04

0 5 345 0.55 2.72 0.75 0.21 0.33 0.13 7.6 3.2 17.9 0.97 0.31

Relative @ +57 +0.04 +0.13 +0.06 +0.04 +0.02 +0.03 +1.6 +0.3 +1.6 +0.14 +0.03
1000 5 379 0.53 291 * 0.77 0.21 0.34 0.14 6.8 2.9 15.9 0.86 0.29

+26 +0.03 +0.13 +0.03 +0.03 +0.01 +0.03 *0.4 +0.2 +2.1 +0.07 +0.02

Each value is expressed as mean * S.D.

@ : Relative organ weight per 100g body weight

* : Significantly different from control at 5% level of probability
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Table 24 Absolute and relative organ weights of female rats treated orally with 1-butanol, 3-methoxy-3-methyl- in 28-day repeat dose toxicity test
{After recovery period>

Dose No.of B.W. Brain Liver Kidney Spleen Heart Thymu; Thyroid Pitui.  Adrenal Ovary Uterus

(mg/kg) Animals (g € (g ® (& (8 (g) (mg) (mg) (mg) (mg) (g

0 5 208 1.82 5.89 1.57 0.43 0.75 0.38 22.6 13.2 67.5 79.9 0.43

Absolute +18 +0.09 +0.53 +0.15 +0.07 +0.07 +0.04 +3.6 +1.7 +4.7 +6.8 +0.07
1000 5 212 1.85 5.89 1.70 0.45 0.78 0.37 21.9 12.4 64.2 70.7 * 0.46

+12 +0.05 +0.48 +0.16 +0.05 +0.07 +0.04 +3.3 +2.0 +8.2 +3.7 +0.07

0 5 208 0.88 2.84 0.76 0.20 0.36 0.18 10.9 0.3 32.6 38.9 0.21

Relative @ +18 +0.08 +0,08 +0.04 +0.02 +0.02 +0.03 *1.6 +0.6 +1.0 +6.2 +0.04
1000 5 212 0.87 2.78 0.80 0.21 0.37 0.18 10.3 5.9 30.3 33.4 0.22

+1i2 +0.05 +0.14 +0.05 +0.02 +0.02 +0.02 *1.2 +0.7 +3.6 +26 +0.03

Each value is expressed as mean = S.D.

@ : Relative organ weight per 100g body weight

* : Significantly different from control at 5% level of probability
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Table 25 Incidence of histopathological findings of male rats treated with 1-butanol, 3-methoxy-3-methyl-
in the repeated dose 28-day oral toxicity study
After treatment period After recovery
Organ : Findings Grade period
Dose (mg/kg) 0 15 60 250 1000 0 1000
No. of animals 5 5 5 5 5 5 5
Lung : Accumuiation, foam cell - 4 — - — 5 — —
1 - - - 0 — -
Kidney : Hyaline droplet, proximal - 0 — - — 0 - —
tubular epithelium 4 5 - — - 5 — —
Basophilic tubules 3 — - — 1 - —
2 — - — 4 — —
Cast. protenous, unilateral - b - — — 4 — —
0 - — — 1 — —
Thymus : Hemorrhage 4 - — - 5 — -
1 - — - 0 — —
Spleen : Hematopoiesis, - 0 — — - 0 — -
extramedullary + 5 - — - 5 -~ -
Deposit, pigment, brown - 0 - — - 0 — —
5 - — - 5 — —
- : Negative; +t+ : Slight; — : Not examined
No abnormalities were detected in the brain, pituitary, thyroid, parathyroid, spinal cord, heart, trachea, liver, adrenal,

stomach, small intestine,

bone marrow from animals of control and 1000mg/kg groups.

large intestine, testis, epididymis, prostate, urinary bladder. sciatic nerve,

lymph node and
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Table 26  Incidence of histopathological findings of female rats treated with 1-butanol, 3-methoxy-3-methvl-
in the repeated dose 28-day oral toxicity study

After treatment period After recovery
Organ : Findings Grade period
Dose (mg/kg) 0 15 60 250 1000 0 1000
No. of animals 5 5 5 5) 5 5 5
Liver : Microgranuloma éll - — — 4 - -
_ — — 1 _ _
Degeneration, fatty, hepatocyte - 4 - - — 5 — —
diffuse 1 - — — 0 - —
Kidney : Basophilic tubules 4 - - — 4 - —
1 - — — 1 — _
Spleen : Hematopoiesis, 0 — — - 0 — —
extramedullary 5 - — — 5 - —
Deposit, pigment, brown - 0 — - - 0 — —
+ 5 — - — 5 — —
Uterus : Dilatation, lumen - 4 - - - 4 - —
t 1 - - — 1 ﬁ _
- : Negative; + : Slight; — : Not examined

No abnormalities were detected in the brain, pituitary, thyroid, parathyroid, spinal cord, heart, trachea, Iung, thymus,
adrenal, stomach, small intestine, large intestine, ovary, urinary bladder, sciatic nerve, lymph node and bone
marrow from animals of control and 1000mg/kg groups.
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