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B, A VF, v, BN BEAL RIBER, BEEE, FERIREECL AV
DNTVBEIA MFV-3-AFNT S /=20, T» bEAWVL, 0, 8, 40, 200,
B tr1000mg/ke/day TS ATEBIERREREE L. B3 | BEER 20T E L, B
VYB3 ECBMR A BRI O HE(34TH I, MRAMEWE 48 (42~528) £THRE L

1. Migk5EHT

HEHIZDWT, 200 T1000mg/ke# TE RO K SN EROERILEMAGED
oz, LLEDS, BREOKREMAGFRETIE HBMEOHSICERT 22k
B oniEh-7,

MR SWT, 1000mg/ ket THBR VT BOMMERD B EIRMNED SNz
RIBEEFERETE, BRERUFBICEBRHEORSICERT 2 L3BD oEh -
foo E7, ML D, —MRE BE BEERUIIRICBVTE ZLEIEDoINK
ot

LI EORNS, 3-A MFV-3-AFNTH ) —=LDF v h~DREHEEGIZX D B
RUFBOMEGERENNED b1/, B8RS, HT40mg/ke/day, ﬁt&‘é‘ZOOmg/kg/day
e i RS A

2. HEFESEA I

FEYOWEE, RBR, R, TR, B BRE BRR HER S
R HER BB REBCE(LRIRD S -t E72, BEMCHLTH, £
HIBEIRSR, SRS, MM, AR, (AE BERUWE 4 BIEREERICE(LIE
B SN D - 7,

Lietis-T, MERBMOATEER CRBMOREIN T 2REERI. VWThb
1000mg/ke/day & #zm S e,
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A RNFU-F-AFNTY )= N@AVTFLEAY /- LEREE L TREXN,
e, A vF o, ek R, RIRER, BEEK, AJBRFEHEFILCBEVS
NTVWAILEMETH S, L LIRS, APEOBEICOWT, INERENTCHER
Aot IEMONTVWIRWONRIRTH 5. AR, ECDOSEEREEFILFEY
BLREABHEOHE L TERLALLDTH 5.

H )

3-ANFU-F-AFIT Y ) —IET v MIRIERLOHRS L, g otiEdEmic-o
WTHRET Y 5.

MH ROk
1. #EERME

WEMED3-A b+ -3-AFIT 5/ —) (CAS No. 56539-66-3) 13, /F&E 118.
18, Bm -BOCLLT, HE 0.927 (20/20°C) ozkizmiEnmEERRa T, Rkl

moRftahicoy &S

(WEEE 99.19%) ZGBESEHT (4°C) TREL, #H L. AYWEDFM I3 Appendix
1 IRe. AOW/EBRYE BEESETRICHR L, ERAMRMhEETH 72 & 2R
L7z (Appendix 2) . &5#I3, BrAkesbk (GRBEERASH, oy PE&S 181320
KN U81348) =HWT, FREDRSHBENABEOKARE LTHR L, AMED
10K TR0 2% /KBRS D WTLEMNRBR £/l LR, 4 (4°0) BRET Tl
EHTHRBRBELETH S I EMERINA (Appendix 3) . L7ad->T, &5 OFEH
WRIEFEASR TAME L, FARLUARSRE I BOERBEI Sy L, [EHET
WET (4°C) EXTT, BRUCRE L, $/o, PIEICHES L B5HIC>\WTHT
L, fTEDBETHABINTVWAS I Z A L (Appendix 4) .

2. BB UEESM (Appendices 4~6)

8 HEmDSDFCrj:CD(SDYIGS] SPF 7 v b4, HAF v+ — LR « Y —HRL4E B
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TS RAREIF DA (KEFIF) (3, 1 385(356~433)g, M 243(225~268)8TH -
7z,

Zw M3, BE 22+ 3°C, BE 55+10%, #&KblE 10BILLL/ b (A-LT Ly
Yax7 -4, B 12REB FETTRE~FR TR ICRELNY T -V X
TLEHME ETE) T, BEBICAT LU RBSHEy — U (260Wx 380D X 180Hm) <
WEL, IhEATFVLABROT v 7 ICEBLTHEE L. 7720, REORKIIL
folid, B{EOMM (RO b7 L—7, BAF+ - Y -HFA2H ny bME
5 13.9.27) AR YA — Rk — M~ U (2650x 426D X 200H (mm) ) I1TNAE L,
SR IZIREM L EREI . A (HARRELENRNK 2L, BERER S AR by 7,
oy FES 010780, 010877RTM010963) dECHcikik (FLB L1 wa®A— bV v V74
IV — T BRENRRE LIORBEKEK) 3, TNTRESE RO EEHE/KEEX
B (RUA-FKx— br—-COBE) Ik, BHIERSE. $YOEIEE
B, T I ROT — D~OEFANORN LB R F RIS K DT - 7o,

3%, BMORBHEEELT, BMEORER 21.9~23.4C, BE I 50~65%D
HETHE L (BRE - BEOHITRER : Appendix 5) . F /BB RME DS
2 (Appendix 6) , BREKOKEREDFKER (Appendix 7) KU BIED MEHDE LY
HOSHER (Appendix 8) 3, WIFh & SHEHRNERE L FEHENDOETH - 1.
L7ch» T, $W0EBHMPICE W THBREDEREICRELRETLEALONS
REZEROLEII, HWh-7cbD & HErani.

3. /EBORE, FRBEOMRKEURSHE
5B, RFEBRIOPOEITLTCEBEL:, 3-A PFI-3-XF VT 5/ —ID28

ARG BRI ET 5, RSV THOBRIE TUBESHIBRICESVWTHRTE

-3- Study No. 00-255



Lfc. 9785, 0, 15 60, 250K1r1000mg/kg/day TORAERT, 250ng/kefEDMHER TS
1000mg/kg B D M1 (< F DO BB DOIEMAY, X 5121000mg/kgfF D MEHEIC FF DA
FROBMROEROEBENZD SN LA LENS, BO—RIRE, KERUE
EHEICEENRD SN T, DEDER» S, ARSI AREEICH>VWT,
HEMWC U CHEEICEEEENRIRNT 5 & PRI 51000mg/ke/day e &SR, #
HREBNRBLIEVE TIN5 Sng/ke/day e ZBEFEE L, CThoDHABOREICA
5 2005 M 0mg/kg/day D 2 B %K, FH4MBEREL:.

ABRBrOMEIL, OBFBRSE UT, XEED . OBBRYHED 8ng/ke/dayi 58
(8mg/keg®¥) , IE 40mg/ke/dayfe58F (40mg/kegB¥) , @D[E] 200mg/kg/day 58
(200mg/kgE¥) , ®la) 1000mg/ke/dayf58F (1000mg/kg Bf) D5 EEE Lic.

BE AL, BRSHBEEE 1 kgD snlé L, F7oVEE Y U TEEE LG
SEEHWT, REREEFERICHRS L, RIS, BiEE L TRW I RAREKE
EBkICHEE L7c, &EGEORSHRIR, BEOOCMEAREEREICEL L B5HRI,
MR & BRECLRARR 4B AT ©, HI34TERE, HERERVERBBEZETHEROWE

4 B¥ T, ZEAL2B~&ES2HMBE, 18 10, BRFah (9 : 00~12:15) IS5 L
7c.

4. BERURE

1) $HEnzBEd 5I5H

(1) —ReiR ReRRsx

=REHMPER, B\ 0L E b 2B BRoLR A8 TBHHICOVLTEE
L7z, $riC, MR HEE, W EOREIC>WTI, EBECEEL..

Q) FEROEHBRIE

HEEG, HiIcoWTIERGE ] GR5E®BE) . 8, 15 22 29, 36, 43RUMTH, M
AR5 1, 8RUIGH, HIKO0. 7, 4RUH, WEORY4LBMELL. X352,
BREICOUEL:, BEER, AENERICALET, ¥ - YL cEAE TOUE
FEEHEERZNE Lz, 7L, BEROHEKRAER I, HTIA%s546H, #Hcidng
H3BE L, REMEFOREISHICIIBEDSF], BE520ICIIEREIKTLTW
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SV TRER R IIAE L 7S » 7
(3) 1 EE
T OWT, BIML - REERICS | & E, REVSHERINS T, GiemsaRfick 3
BIGEHREAZER L, #BIC KO HRAPBEOHERIT - 2.
(4) ZZEE T U o3 IR E B R
ARECET 2 BRIDBE KT (REI5EOFR) Lcl#ER—FAT 1 | ofiAS
HEEED, 2EREZREE L TXRENERINS E TEERBI /2. REHMEPIE
BE—ERZ (9:30) “REOHRETV, RBRY [(REFVE RIEEBMED
X100] 28 H Lie, KRIE, BRRS 5 3BIETORTOERIC X DERL, HRS
NICBEMERO B & L, AHRINEORRE LB CRAICITY, SROTTHAER s
HEWEOHE L, RERUGHROBEERN S, BFIIOVT, RBRE) [((Zh
HEERZRRBRRALIER) X 100) R UM HEESR (%) [ (IR HEEMERR, IEIRIES0 X 100] = HHi L
7.
G HREVBFEEERBAE
HEOFTHEREYIRS4TEOEH, TR LEE LI TS - 7FII3ME S A,
RELORRI LTS - 72 B3 RECHIRIFE TiR248 R552HOERA) T, EnTnT—7
VBT TRIBR L, #&R BEOTKERERUANEEE LARMICEE L. i,
MEREDRFIB I OV, MEDOMBERER Lk R (exER) L, BREOKEICE
DWTKHHAELL GEHER) 2HHE LA #Hic>wWTi], NROBEFERUTFEDER
e~ BREG) [EREBEE) X100 25T L.
(6) IR R A
THHEEZEML, 10%HY) VBEBERL<Y VK (BR BRLEAEITT VBT
AIEE) TEEL, RELL.
fe, TEAE, HIRER MR SF M B B OB R R B 8
B, Bt BR BELK IR OBE R TE T - .
BRER) , MEMWRE B CKBEE) . U5 GESY V8 - B Y o
8D, AR ZOMARKRER
RIS R, SEERU1000ng/keBHic DWW T, FFHE, EXAE, EBL R L
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PR O RIBRNEEMALEZRE L. 7o, REORKRIL LIS - 1o OB TR R
UHHE, MTRTEBIUTEALRELL. REOCER HBYHEOKRSIIERY S
EALHVBHSNEN-72DT, 8, 40KRU200ng/kgBHI>W T, WIRFIEEIRLDHS
ERELL. RER, BRIV 71 VR ZERL A< MFV) L e 2F Ty
gt L CHR LT,

2) WERDEE

(DEERE, HHERUAKRREEOHE

ST OMERER, SEOERK (RERLECROGE ZHA~, SR (%)
[(FRHEREERE) X100]%, £AIFLEMRBEOREICIDMEINZHEL, B
TEDMHEER L £, HERIKOWVWT, OBENZELAZORE LA,
(2) — IR HEBER

BH, —MIRERUEREERL, BER (%) [(BEERSEREBHERD
X100 R UFHAEREREE (%) [(HE 4 HOL RS/ HERRRERE) x100]2EH
L7z,

) FERIE

FrERICOWT, WHORU4 B, HBEINCSEIEOFELZREL, | LY
O EEEEH L.

(D REERA

FECHNEZ OFBE, EFEGFIIWHE 4 BicT — 7 VMR P CHRISES ¥, MR O
BT AFEREWCOVTAHRMICERE L.

5. MEatREiT

B ONICIEHVIFE I >V, BRYMHEBRSEHEWBHEOMOEESE (&
WD BLT) %, MOKFETHRELR. bbb, 52 v 7F—% (K&, 8
HE, SEER HEH BERN ERUE ERED EBartlettDSBIREET - 2.
TORR, SHS-—-REBEI—-TEBOSHIFEITV, BEEFRH-EBAE
Dunnetti&akt  (3Schef feid (BEBFDOERENRRL BBE) 1ok DB L OHSKRTS
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To7e. FEDP—RTRUWEERY V35 A M) v I F -4 (BRE, HER Sk
R, STEREEFER, HEROARRUNBREICLI SREFNORRER) 3Kruskal-
WallisDIERIREZITV, £ DRERBFBEZ R OB E 3 Dunnet tA5 iESchef feZiD
BEZIT-1e. AT TYANT—51Cid, FisherDEEHRE (—HIREORE, Ik
RUREMHBEREICR T 2REFIORBRR) R i3 x? BE CIRBR, ZHhR, HE
R, REHoH) TRV Kb, HERICETAT -7 1 EOFEE 1 BREL
7z,
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1. RigkE5EE
1) —fERBER OBET: (Table 1, Appendices 9~12)
SHRBER CHBRMER S &L b, REHBEZELT, —HREBOE(RUTETIER
Hoiinote.

2) &&= (Figures 1, 2, Tables 2, 3, Appendices 13, 14)

HEHEICB Y 2RERCEERMBICE VT, WRE L EBRMERSRE L OMIc
HEZFRD N -1

3) 18858 (Figures 3, 4, Tables 4, 5, Appendices 15, 16)
TTEREY & R EIRS JE LD, FEERZBD oMo/

4) &t (Tables 6, 7. Appendices 17, 18)

WEHEMEORGICERT 5210, Boontdh-1.

ik, #HENICEDON, ERMEORS LIBEGRLELONFRELTHE, M
DOREBEHIITBEEOHED 1 L, 8ng/kgBFDHED 1 VLR T1000mg/kgB¥DHED 1 PL, BT
RO REIRIRAS Ei AT HBBEDIED 1 I, BRROFREEA 8 ng/keBEDHED 1 LI M KER
RURER Liho/NRE (RN A31000mg/keBE DD 1 LB otz S 51T, 40
mg/kgBHTERD SN | HORBARBIAFOHEICHE VTS, HRRUKEE L&D/
(FrltE) ARHonte. RETHRILFIOHIZIE, ZLRED SN -7

5) s2EHE (Tables 8, 9, Appendices 19~22)
200 T 1000kgB¥ DI T, BROBNRUHENEEREOERELEMNRH LN X5

2, 1000me/ke B O THBR M EROHEMEROERIEMNZD Shi.

6) FRIEME T (Tables 10, 11, Appendices 17, 18)
(D) EFESRLUADEE
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WEMEOREICERT 2E(biE, BDo5Niih -1

HWERME OKRE & IEBRIEELE LT, WBERU1000ng/kgBE DRV IEZ D
WENMNT, B TRBVNAZFER ORISR, BRTIEARME LR DIFERF RV
TR, IHEEMREE, BRI, MTEE REOY v SkRERUEEL K
BERBBOPLEALEF L NICE L EROBERNRD SN, Fio, SIRTHRENEDS
NI O RBESICIIHMEE W EANT b D UERE S /ol RROFRERICIZHIN
DD LT,

Q) EIEHREE

WERMEOREICERT 22(kid, BHonish -1k

WERME DS & IEBRAAELE LT, SRTRD 5N 1000mg/keBEDHED 1 L
O/NEE U PR R OMER ik (R 13 ROBHE S R O REHEO @R
WMTHER OB R LEERE T ORD RO ENED SN/, 40ng/kghE T
B LN RBARLAITIE, HOBRIOEMEESEEIEAICED S0, Bichflo
ELRZEETHFEENTRERD oNT, B LEBENETF RO SN -7 Ef)
DORILRER EER OIS, FERVTEEICIELIED Shdh -1

2. HRERA B
1) #HEWnc kT8 (Table 12, Appendices 23, 24)
(D HAfkRE

BAURIOREAME TICBVWT, WINoBC bIEFELRBERVERI N, &
BRUERSKBORBAME, WRELENTERZIBEDONEh -7, Lo LR
5, RECEARGR, 40mg/keBED 1 IL(FMEFS :530) 13, FHEHRHH, S RIBAR I~
FRBHHIT L, RECHIEKR TR E TRERLHIROT, RERBRILICED - .

QO RBRRUZHHER

REAZ4A0mg/kgBED 1 ARV TRFNTRILL, BALICET 2 Hich, BELER
BOoNEN -7, ZHEIL, WERBERCKBRYERSEELE H100%TH -1,
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HEAFE, BREKRUERE
WERMER S SBHOBREE, HREKRUVERRIZ, NRBLILUNTEREZEED SN

inote.

(4) HER T IR
HERIT, WRERUERDERSEEE BI00X6TH»7c. ERHBICEVTH,
XTHREE & R ERS SROMICEREZRBD S NE - 72,

(5) 3 B DI E IR
SRR OB ERG SR b, SRRUBHREICRE IR oNEh -1

2) FrERICRIZTHE

(DHEFHED KEE (Table 13, Appendix 25 )

HEBRYERSEEO | B0 ORHERY, 2R, FdllEy, dAR, i,
B OHOEKE, HICHE 4 BOEFRRUEEICE, WIndHRBEEHXTEEE
FRBHOLNT, FERO—MRBICHEERRD NI -T2,

(2)FRE (Tables 14, 15, Appendices 26, 27)

AERUARBRFEL WINOREMICLRD ST, RBERICOWTRE,
MR DIREAE R O BB EERN B DEBRRD N SN DD, WIThoRSE
LB ENOORBFRICHBELOFEZIRD o lidh -1z,
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1. RigHE5E®IIO>WT

FADNFU-B-AFNTE /) —=INDTy SOREHSICEVTERD o/ LT BE
RUONBEEOZIT, #132005 U 1000keB: TEBOMEN RO ERIC, HETI31000
ng/keBF CHBR VEROENERICODINLFEREINRD o, L Liaho,
INSDOREICIIERMEORSIERT 2ELEIRD o N -7, £, BPHO—
fRiREE, 4E EHEERVERFRICBVTIE, HBRMEOREICLZHERRDON
ARVl

B L7 kERE, 15, 60, 250 Ur1000mg/ke/day TEM L 7 AMED T v MIBiT 5
BHEIKEROREEUARICEVTHREDONTHD, FRFEHEIR250ng/keBFE 3
1000mg/keB¥ TR S NI BEBKR VFBOMEMEEEN TH -7 V.

2. EFEREHEHEICOWT

BB R OO ETE I T 2 HEITH>WT, BELAKEESL D, WREEENT
BELELRBRDOoNT, MECAJERE I BREFNELRBRD oNEN -7 T2,
REWORE - FEICETAZEEIIBVTH, HBRYEOREICLIEEEIRD LN
1Stz

15, 40 ng/kgBHCERD SNARKREARKILD 1 SHIDWTid, ENETIEATH » 72
DM E N RIS O BEICRIBR & 78 - 72, FREORIEIANZED S h, RE
R LIS > 7o, RIEABEREICE VT, OMOINE, FERUTNERE S
ZLEAD oD - 72, REAKILOER, BROBTEREENREINID, R
BARKRILE FBEN VLD EBLNS. L7cd->T, REAKIZORREIL, BERE
DRIFIC L DMENMBIEIREE L7 bDEFEX SN, HKBRYHRSOFZEIILSHDT
BWEHirs N, 3k, BROE TR RBAFLIACI000 ng/kedEd 1 R HER
Hotfh, ITNOORBITHRENT, BROPR & M.

ULDHERNS, 3-A MFV-3-AFNTE ) —=IDF vy hOREHSITHENTED
ODNIBMER, FRAUERICHT 2B TH-72. i, BEY~NOREREICBY
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5 M B (J 1 T40mg/ke/day, #ET200mg/kg/day, HEMEFREMI O AETERER U BREMID
FAEIHT 2 MEEEE, W H1000ng/ke/day & ¥l x i,
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1) FERES, A PFV-3-AFNTHI /) —=NLD5 v FEAWE28ABIKIESESHEME
HER(2002), BAEHEA BELEMMNERLSWMEFR FRER.

-13- Study No. 00-255



BALFUB-AFNTS ) —LDTy PERAVS

(HBES:00-255)

B ERES = “ I &ERE A

(K - BEBISE9(ER)

MEEAN BEAYMEREWRH



66500 ON Apnig

Body weight (g)

Fig. 1
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Body weight change in male rats treated orally with 1-butanol, 3-methoxy—3-methyl- in the preliminary reproduction

toxicity screening test
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Fig. 2 Body weight change in female rats treated orally with 1-butanol, 3—~methoxy—3-methyl- in the
preliminary reproduction toxicity screening test
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Fig. 3  Food consumption of male rats treated orally with 1-butanol, 3-methoxy—-3-methyl~ in the preliminary reproduction
toxicity screening test
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Fig. 4 Food consumption of female rats treated orally with 1-butanol, 3-methoxy—-3-methyl- in the preliminary reproduction
toxicity screening test
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Table 1 Clinical signs and mortality of rats treated orally with 1-butanol, 3—methoxy—3-methyl- in the preliminary reproduction
toxicity screening test

Sex Male Female

Dose (mg/kg) 0 8 40 200 1000 0 8 40 200 1000
Clinical signs No. of animals 12 12 12 12 12 12 12 12 12 12
No abnormalities detected 12 12 12 12 12 12 12 12 12 12

Mortality(%) 0 0 0 0 0 0 0 0 0 0
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Table 2 Body weights of male rats treated orally with 1-butanol, 3—methoxy-3-methyl- in
the preliminary reproduction toxicity screening test

(8
Dose Days of treatment Gain
(mg/kg) 1 8 15 22 29 36 43 47 1~47
0 382 408 436 455 480 501 517 527 145
+ 17 =+ 24 + 30 =+ 29 + 33 + 38 + 40 + 40 =+ 24
(12) (12) 12) (12) (12) (12) (12) (12) (12)
8 389 420 447 470 495 517 536 547 158
+ 20 =+ 27 + 29 + 32 + 37 + 40 + 4 £+ 46 * 32
(12) (12) (12) (12) (12) (12) (12) (12) (12)
40 385 416 442 464 491 516 530 540 155
+ 19 + 26 + 31 £ 34 £ 39 + 45 + 46 + 49 + 37
(12) (12) (12) (12) (12) (12) (12) 12) (12)
200 389 418 444 467 494 513 530 542 154
+ 923 4+ 30 + 35 + 40 * 43 + 44 * 46 £ 45 = 27
(12) (12) (12) 12 (12) (12) (12) (12) (12)
1000 390 418 444 461 485 503 519 524 135
+ 22 + 24 + 31 + 31 =+ 34 + 39 + 47 + 44 + 30
12) (12) (12) 12) (12) (12) (12) (12) (12)

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



a e M e —— -

N

66%-00 'ON 4pnig

Body weights of female rats treated orally with 1-butanol, 3—-methoxy~3-methyl- in the preliminary reproduction

Table 3
toxicity screening test
(g
Dose Days of premating Gain Days of pregnancy Gain Days of lactation  Gain
(mg/kg) 1 8 15 1~15 0 7 14 20 0~20 0 4 0~4
0 240 258 273 33 280 322 363 449 169 347 367 20
+ 12 + 15 + 18 * 11 + 19 + 19 + 28 + 43 £ 32 + 27 + 28 + 11
(12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12)
8 246 263 275 29 291 337 379 469 179 356 381 25
*+ 10 + 13 + 14 =+ 8 + 11 + 17 += 19 + 23 £ 14 + 32 + 21 + 16
(12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12)
40 244 261 278 34 284 331 369 454 170 362 374 12
+ 9 + 14 + 16 = 10 +* 21 + 24 + 25 + 36 = 21 + 27 * 20 + 21
(12) (12) (12) (12) 1) (1 ¢8)) (11) (11) av an (1)
200 244 257 269 25 277 318 364 449 172 352 371 18
+ 8 + 10 *+ 12 =% 9 + 10 + 13 + 15 + 25 = 21 +* 19 + 15 *+ 15
12) (12) (12) (12) (12) (12) (12) 12) (12) (12) 12) (12)
1000 243 254 268 25 281 317 355 438 157 341 354 14
+ 13 + 11 + 15 x 10 + 17 + 20 +* 23 + 24 = 12 + 23 = 24 += 11
(12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12)

Each value is expressed as mean=*S.D.
(n): No. of animals
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Food consumption of male rats treated orally with 1-butanol, 3-methoxy—3-methyl- in

Table 4
the preliminary reproduction toxicity screening test
(g/rat/day )
Dose Days of treatment
(mg/keg)

1 8 22 29 36 43 46

0 31 33 32 33 34 33 34

+= 3 + 3 + 3 + 2 + 4 * 3 + 3

(12) (12) (12) (12) (12) (12) (12)

8 33 34 35 36 37 35 35

+ 4 + 4 + 4 + 4 + 5 + 5 + 4

12) (12) (12) (12) (12) (12) (12)

40 32 35 36 36 35 35 35
+= 3 + 4 + 3 + 4 + 5 + 5 + 4

(12) (12) (11) 12 (12) (12) (12)

200 31 34 35 35 35 35 35
+ 4 *+ 3 + 4 + 4 += 3 + 4 + 4
(12) (12) (12) (12) (12) (12) (12)

1000 28 35 35 34 36 33 36
+ 4 + 2 + 3 + 3 + 4 + 5 + 3
(12) (12) (11) 12) (12) (12) (12)

Each value is expressed as mean=S.D.
(n) : No. of animals
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Table 5 Food consumption of female rats treated orally with 1-butanol, 3-methoxy—3-methyl- in
the preliminary reproduction toxicity screening test

( g/rat/day )

Dose Days of premating Days of pregnancy Days of lactation
(mg/kg) 1 8 0 7 14 20 0 3
0 22 24 21 29 29 33 31 56
+ 4 + 3 + 4 + 3 + 4 + 6 + 7 + 9

(12) (12) (12) (12) (12) (12) (12) (12)

8 21 28 23 33 32 34 33 61
+ 4 + 3 + 3 + 5 + 5 + 5 + 4 + 4

(12) (12) (12) (12) (12) (12) (12) (12)

40 24 26 21 30 30 33 32 57
+ 3 + 4 + 4 + 3 + 3 + 3 + 7 + 7

(12) (12) (11 (11) (11) (11) (11 (11)

200 21 25 20 30 30 37 36 57
+ 3 + 2 + 4 + 3 + 4 + 6 + 4 + 6

(12) (12) 12) (12) (12) (12) (12) (12)

1000 20 24 19 29 30 32 30 52
+ 2 + 4 + 6 + 4 + 5 + 3 + 5 + 5

(12) (12) (12) (12) (12) (12) (12) (12)

Each value is expressed as mean*S.D.
(n) : No. of animals
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Table 6 Incidence of necropsy findings of male rats treated orally with 1-butanol, 3-methoxy-3-methyl-
in the preliminary reproduction toxicity screening test

Dose (mg/kg) 0 8 40 200 1000

Organ : Findings Grade No. of animals 12 12 12 12 12
Lung : Black spots - 12 11 12 12 12
+ 0 1 0 0 0

Testis : Small, unilateral - 12 12 11 12 12
0 0 1 0 0

Small, bilateral - 12 12 12 12 11

+ 0 0 0 0 1

Epidydimis : Small, - 12 12 11 12 12
unilatral + 0 0 1 0 0

Small, bilateral - 12 12 12 12 11

+ 0 0 0 0 1

- : Negative; + : Slight
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Table 7

Incidence of necropsy findings of female rats treated orally with 1-butanol, 3-methoxy-3-methyl-
in the preliminary reproduction toxicity screening test

Dose (mg/kg) 0 8 40 200 1000

Organ : Findings Grade No. of animals 12 12 12 12 12
Lung : Black spot - 11 12 12 12 11
+ 1 0 0 0 1

Liver : Diaphrgmatic - 11 12 12 12 12
nodule + 1 0 0 0 0

Thymus : Red spots - 12 11 12 12 12
+ 0 1 0 0 0

- : Negative; + : Slight



Table 9  Absolute and relative organ weights of female rats treated orally with 1-butanol, 3-methoxy—-3-methyl-
in the preliminary reproduction toxicity screening test

Dose No.of B.W. Liver Kidney
(mg/kg) Animals (2) (8 )
0 12 372 17.18 2.10
Absolute +31 +1.67 +0.25
8 12 383 18.06 2.27
+21 +1.25 *+0.18
40 11 378 18.30 2.28
=20 +1.30 +0.15
200 12 372 17.51 2.20
+19 +1.76 +0.17
1000 12 357 18.30 2.27
.~ +23 +1.32 +0.13
[ 3]
' 0 12 372 4.62 0.57
Relative @ +31 +0.25 +0.05
8 12 383 4.72 0.59
+21 +0.26 +0.04
40 11 378 4.84 0.60
+20 +0.24 +0.03
200 12 372 4.70 0.59
+19 +0.40 +0.03
1000 12 357 5.13 =k 0.64 *k
+23 +0.25 +0.05

Each value is expressed as mean % S.D.
@ : Relative organ weight per 100g body weight
*% : Significantly different from control at 1% level of probability
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Table 8  Absolute and relative organ weights of male rats treated orally with 1-butanol, 3~methoxy-3-methyl-
in the preliminary reproduction toxicity screening test

Dose No.of B.W. Liver Kidney Testis Epidid.

(mg/kg) Animals (& (® ) ® )

0 12 526 17.47 3.10 3.39 1.40

Absolute +37 +2.38 +0.28 +0.35 *0.16

8 12 550 18.36 3.26 3.52 1.46

+47 +2.52 +0.35 +0.30 +0.14

40 12 542 17.51 3.25 3.38 1.43

*50 +2.68 +0.32 +0.36 +0.21

200 12 544 17.35 3.50 % 3.48 1.46

+46 *2.64 (.23 +0.36 +0.14

1000 12 527 17.83 3.68 %k 3.37 1.42

- +47 +2.51 +0.47 +0.58 +0.20
w

' 0 12 526 3.31 0.59 0.65 0.27

Relative @ +37 +0.25 +0.04 +0.09 +0.04

8 12 550 3.33 0.59 0.65 0.27

+47 +0.22 +0.05 +0.07 +0.04

40 12 542 3.22 0.60 0.63 0.27

+50 +0.29 +0.06 +0.08 +0.05

200 12 544 3.18 0.65 * 0.64 0.27

146 +0.23 +0.04 +0.07 +0.03

1000 12 527 3.37 0.70 ** 0.64 0.27

*47 *+0.22 +0.04 +0.12 +0.04

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
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Table 10-1  Incidence of histopathological findings of male rats treated orally with 1-butanol, 3-methoxy-3-methyl-

in the preliminary reproduction toxicity screening test

Organ : PFindings Grade Dose (mg/kg) 0 8 40 200 1000
No. of animals 12 12 12 12 12
Liver : Microgranuloma - 11 — - — 12
1 — — — 0
Kidney : Eosinophilic body, proximal - 9 - — — 11
tubular epithelium + 1) C) — — 0) (O
+4 2 — - — 1
Hyaline droplet, - 1) an - — — 3] (12)
tubular epithelium + 10 - - — g9
+ 1 — - — 0
Basophilic tubules - 7) an - — — 8) (12)
+ 4 — — - 4
++ 1 — - — 0
Cyst, solitary - 11 — — — 11
+ 1 — - — 1
Cellular infiltration, - 11 - - — 11
lymphocyte, cortex + 1 - — - 1
Fibrosis, cortex = 11 - — — 12
+ 1 - - — 0
Cast, hyaline - 12 - - — 11
+ 0 — - - 1
- : Negative; + : Slight; 4+t : Moderate; — : Not examined



Table 10-2 Incidence of histopathological findings of male rats treated orally with 1-butanol, 3-methoxy-3-methyl-

in the preliminary reproduction toxicity screening test

Organ : Findings Grade Dose (mg/kg) 0 8 40 200 1000

No. of animals 12 12 12 12 12

Testis : Atrophy, seminiferous - 12 -~ 0/12 -~ 11

tubules, bilateral +/+4 0 - 1/1 - 1

Hyperplasia, interstitial cell - 12 -~ 0/1 - 11

+ 0 -~ 1/1 — 1

Bpidvdimis : Decrease, sparm - 12 -~ 0/1 - 11

+/++4 0 - 1/1 - 1

Cell debris, lumen - 12 -~ 1/1 - 11

, 0 - 0/1 - 1
o

Lung : Hemorrhage — 0/12 — — —

-~ 1/1 - - -

- : Negative; + : Slight; ++ : Moderate; +++ : Severe;
a : Examined the animal with a macroscopical abnormality

§GZ-00 "ON Apnig

— : Not examined
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Table 11  Incidence of histopathological findings of female rats treated orally with 1-butanol, 3-methoxy-3-methyl-

in the preliminary reproduction toxicity screening test

Organ : Findings Grade Dose (mg/kg) 0 8 40 200 1000
No. of animals 12 12 12 12 12
Liver : Microgranuloma - 11 - - — 9
+ 1 - - - 3
Necrosis, focal - 12 - — - 11
+ 0 - - - 1
Kidney : Basophilic tubules 9 - - — 8
3 - — — 4
Cyst, solitary 11 — - — 12
1 - - — 0
Cast, hyaline 12 — - - 11
0 — - — |
Minelarization, cortico- 11 - - — 12
medullary junction 1 — — — 0
Hyperplasia, pelvic 11 - — - 12
epithelium + 1 - — - 0
Lung : Hemorrhage/hemorrhage with - 0/12 - — — 0/1®
hematoidin crystals 1/1 — — - 1/1
Thymus : Hemorrhage — 0/12 — — —
— 1/1 — — -

- : Negative; + : Slight; — : Not examined

a : Examined the animal with a macroscopical abnormality

No abnormalitise were detected of the ovary from animals of control and 1000mg/kg groups.
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Table 12 Reproduction results of rats treated orally with 1-butanol, 3—methoxy—3-methyl- in the preliminary reproduction toxicity
screening test

Dose (mg/kg) 0 8 40 200 1000
Estrus cycle (days, Mean * S.D.) 40 = 0.0 4.0 £ 0.1 40 = 0.1 40 * 0.0 4.0 + 0.1
No. of pairs mated 12 12 12 12 12
No. of pairs with successful copulation 12 12 11 12 12
Copulation index (%) 100 100 91.7 100 100
Pairing days until copulation (days, Mean = S.D.) 2.3 * 0.9 3.2 £ 0.8 20 £ 1.0 23 £ 1.2 3.3 + 1.8
No. of pregnant females 12 12 11 12 12
Fertility index (%) 100 100 100 100 100
No. of corpora Iutea (Mean £ S.D.) 18.7 £ 2.7 19.5 £ 2.2 182 = 1.9 17.8 £ 2.1 18.3 = 2.1
No. of implantation sites (Mean * S.D.) 17.0 = 2.6 18.1 = 1.8 16.6 = 3.0 16.4 = 1.2 16.7 = 2.4
Implantation index (%, Mean * S.D.) 91.4 = 9.0 93.0 * 6.2 90.9 * 8.9 92.7 £ 6.5 91.7 =+ 115
No. of pregnant females with parturition 12 12 11 12 12
Gestation length (days, Mean * S.D.) 22.5 £ 0.5 224 £ 0.5 22.5 £ 0.5 22.2 = 0.4 224 £ 0.5
No. of pregnant females with live pups 12 12 11 12 12
Gestation index (%) 100 100 100 100 100
No. of pregnant females with live pups on day 4 12 12 11 12 12

Copulation index = (No. of pairs with successful copulation/No. of pairs mated) X 100
Fertility index = (No. of pregnant females/No. of pairs with successful copulation) X 100
Gestation index = (No. of females with live pups/No. of living pregnant females) X 100



Table 13 Litter results of rats treated orally with 1-butanol, 3—methoxy—3-methyl- in the preliminary
reproduction toxicity screening test

.8[.
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Dose(mg/kg) 0 8 40 200 1000
No. of pups born 15.2 = 3.9 16.7 £ 2.3 154 = 3.3 153 = 1.7 149 £ 2.1
Delivery Index 89.5 = 19.8 92.1 = 8.6 92.0 = 74 933 £ 7.1 89.9 = 8.1
No. of pups alive
on day 0 of lactation
Total 15.2 = 3.9 16.7 = 2.3 153 = 3.2 153 £ 1.7 145 = 2.5
Male 7.8 =+ 2.3 75 £ 2.8 7.7 £ 2.8 83 £ 25 7.3 £ 2.9
Female 74 £ 25 92 £ 2.3 7.5 £ 2.7 7.1 = 1.6 72 = 1.9
Live birth Index(%) 100 £ 0 100 = 0 99.5 = 1.6 100 £ 0 97.2 = 9.6
Sex ratio(Male/Female) 1.04 0.82 1.04 1.16 1.01
No. of pups alive
on day 4 of lactation
Total 14.9 £ 3.7 16.3 =+ 2.3 149 = 3.2 15.0 £ 2.0 141 = 2.6
Male 7.8 &+ 2.3 7.4 = 2.9 74 = 3.0 8.0 £ 2.6 71 = 3.0
Female 7.2 + 24 89 = 2.0 7.5 £ 2.7 7.0 = 1.8 70 = 1.9
Viability Index(%) 98.6 = 2.6 98.1 = 4.4 976 = 4.9 97.7 = 4.5 97.1 = 4.5
Body weight of live pups(g)
on day 0
Male 7.2 = 0.6 7.1 = 0.8 7.3 £ 0.8 7.0 = 0.5 6.7 £ 0.6
Female 6.9 = 0.8 6.7 = 0.9 7.0 = 0.8 6.4 = 0.5 6.5 + 0.4
on day 4
Male 11.7 = 1.7 11.7 = 1.7 11.6 = 2.3 11.5 = 0.8 11.0 = 1.1
Female 114 = 1.8 11.0 = 1.6 11.0 £ 1.9 10.8 = 0.7 10.7 = 1.1

Delivery index = (No. of pups born/No. of implantation sites) X 100

Live birth index = (No. of live pups on day 0/No. of pups born) X 100
Viability index = (No. of live pups on day 4/No. of live pups on day 0) X 100
Sex ratio = Total No. of male pups/Total No. of female pups

Each value is expressed as Mean=*S5.D.,except sex retio



Table 14  External findings of rats treated orally with 1-butanol, 3—methoxy—3-methyl- in the preliminary reproduction

toxicity screening test

Dose(mg/kg) 0 8 40 200 1000
No. of pups examined 182 200 169 184 179
No. of pups with 0 0 0 0 0
external anomalies 0) 0) 0 () 0)

-6[-

():No. of pups (Mean=S.D. of individual litter percentages)

GGZ-00 'ON Apnig



Visceral findings of rats treated orally with 1-butanol, 3-methoxy—3-methyl- in the preliminary reproduction

-Oz.

Table 15
toxicity screening test
Dose(mg/kg) 0 8 40 200 1000
No. of pups examined 181 199 166 183 173
No. of pups with 0 0 0 0 0
visceral anomalies 0) 0) 0) (0) (0
No. of pups with 4 11 4 2 2
visceral variations (2.2+4.2) (5.7+6.5) (3.5%6.3) (1.2+2.8) (1.5%3.5)
Thymic remnant 3 4 0 2 0
in neck (1.7x4.1) (2.2+4.1) ) (1.2%+2.8) (0)
Persistent left 1 7 4 0 2
umbilical artery (0.5%+1.8) (3.6+6.0) (3.5%6.3) 0) (1.5+3.5)

( ):No. of pups (Mean=S.D. of individual litter percentages)
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