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1. EH

BERMMTH S 2-butoxyethyl acetate & bV E T 2 MM LT, 0, 20, 100 BLV
500 mg/kg DRAE T, &L bR 10 LoD Crl1:CD (SD) T v MZ 90 ARIRER DR E LT,

T ORER, —RRIREE Wmtbfmom&g&ﬁﬁwwﬁfi FEEMIEB LU B R ESHOKT
75@’%"5?)] H E?JEﬂI\ 1&5‘%3 H \—uuy) B%’L féﬁkz})j&ﬁ‘%z HiZ it %0)) 6“7’:—0 55:@)7:& X100 mg/kg
BEBHTHHEINZIIN T EEO—EEDTAED 100 3 L V500 mg/kg I E5H#H TRO b,

REBENINEIS 500 mg/kg B GHEOBE TR MM OB FIZRO bz, E72, 500 mg/kg &5
HEOMRETREE 1 BOBHENMET L,

MIERFRA T, 500 mg/kg WESREDOMEME TR, MEKE, ~~ 7 U > ME, FH
FRIER €638 IR EE B L OMFBABR LR O SERRMERARE, ¥R MR AR B L UEIRIR
MERROEMMRRD bz, £7-. 500 mg/kg BEREOHETIIFRERILEORA . VU o/ 3Bk
EOHEMA, MTIXL/MEEOB OB IO e bu v B VR OEENRD bz, 100 mg/kg
BEROMETHRFEOBMATRIED b,

MRAEFERIRA Tid, 500 mg/kg B GHOMETER ) VBEOHWMMBA LN, i,
500 mg/kg WEHOHETIIAN VN VLA TV BEEOEM, MalLATuo—LRgE, N7 UE74
FEEBLIOHILL Y AEBEOBON, MTIET AT UBT I ) IV AT 257 —PiERER
ST =207 ) "I UART 2T —PEEOEMN, MEARE., TL7IVEERBIUHMEY
NEREDOEADPRED b, 100 mg/kg BHEHTHLREV LV RBEORD, Y VAL
VR DBMRERD b,

AR E TIE. 500 mg/kg HE-FEDOHERE CTOMR. iR, iR L OBBEENE ML,
100 mg/kg FTEHEHOM THIFBEEIEM LU=, FIKFTR T, BRI ALLB L UOXRELEE
L. FREEB A TIX 100 B X500 mg/kg ERET~NE DT Y L ILEDHEMAS, 500 mg/kg
BEFRCIIfNELOTUE R BEINT, HETIX, 7 vy X—HlRO~NETT U ikE, /I
ZED LR X OVNETREI# O FFIRAE RS 100 38 XUV 500 mg/kg IEFET, /NHNZEBEORMNE X
OFRRE B O HIRAE L DA 25 500 mg/kg #EHTHE I, BI&TIX, EARMEE O
~NEDVT Y EED 100 B L 500 mg/kg I ERET, KEDOHEEERAES L OREE 134
B OGEINFE OB 100 DL 500 mg/kg TG TEREINLZIED, KRB EHBS X OME
EROEMTTES 100 38 X500 mg/kg EHETH LN, EOM, 100 LT 500 mg/ke 5
HORTEHEICEENERINT:,

Z Dfl, 500 mg/kg WEBEDOHE 1 FINIEREE 70 HIZFELE U728, HEHBREI TR L TRk X
DT LI=FREMESH Y . RBILMIRROEIZR D DR oToZ Evh, B ERS L
DOREIZRVEHBT U, F7z, S B ICRBIFIRER L ORBREICB W IRy ER 5
WL BRI bNho T,

UL EDFEEMNS ., 2-butoxyethyl acetate ¥ 51T AL LT, 100 BLO500 mg/kg &5
THEMEE M, iR, iRl X OBR~0RE #A%ﬂt;&#E\ﬁﬁﬁ%#kaﬁé
2-butoxyethyl acetate DMERMEEIL, MEMEL 12 20 mg/kg/day L& 2 BTz,

2. RBREA

EERMYTHSD 2-butoxyethyl acetate DEEMEICET AFREZEL-HIZ, 7y FEHAN
% 90 B EIXER O 5FHERER % 36 L7z,

3. WAL NT A& GLP

ABRIT., [RNREMBOREER O RAEEREICRE T 5358 (Fk 843 H 22 B #{bE
29 5. LAT. HA FTA M) [CHEILL, BEAESE 21 5 [ERKORZEMICET 5 EE
RABRDOEDOEEICRET 2445 (FRIFE3IH 26 B, —HHE EEFBEIE1IL4E F
2046 H 13 BBIVOEAFBESE TS FRkK2647 A 30 H) 2#BFLTCEMLE,



4. EhEHE

£ TOERBEL, B0 EFHEROEEICET 28 B4 4 10 A 1 B, /% 105 5,
Rk 26 45 H 30 H—¥IE) . [SERENM O K OMRE W ONCE R OBRIC R 3 2 5% (FErk
1844 H 28 H, REAERE S8 5, Wk 2548 A 30 H —&iE) BXU EAFZEE OFT
%?6%1@%5@&:%W%ﬂ (Frk 27 45 2 B 20 B, F%& 0220
H/15) ZMTFL, BRI o HEE (HBEINRER) )
(CERk2410 A1 B, FRk2846 A 1 BSE) (CHESWTHEM Lz @ ERARES:21600334),
2B, KREINT-BMERFENOOEEIT o Tz,

5. MEHE Tk

5.1 #BRWE

1) £&FR
2-butoxyethyl acetate

2) 4
-7 hF¥T=zFATET—

3) BEFR
BEA

4) k3K
C8H1603

5 &

160. 21

6) ik
F AL #% (GR)

7) HEE (Annex 1 ZHR)

99. 4% (GC)

8) MEALFRIME (Annex 1 BR)
B PEIR - EEH IR Rk
FEEE 1 0. 9414 (20°C/20°C)
A%y 1 0.01%

Bl : 0.0

9) CAS No.
112-07-2

10)_ o i i#%

11) RE &M
EIR (ERME : 14. 0~29.4°C) . AT

12) %

ZRWT, 5B b N IR S T RICHBRIWE O
PR (BRI X 2 @ik L OWER) OReRB XL URIMRIN A2 M BIE L, Haikds L OR
R7 MATEER 2N L 2R L, 2k, WErsEs GRES I - <
GLP T CHER L7z,
13) $iE - BRoe

14) #RfLE
[ 57 [ K e S A 2T
15) HRWEDEL
5 ¢ ks ceen~mE Lz



5.2 Bk X OMRE FHiE

HAF vy —I)L R « YX—[EKREHF¥E L Z—L V., Sprague-Dawley (SD) 5% [Crl:CD (SD). SPF]
Sy MRS 44 ICE 4 BECAFE LT, ARBE2E0 8 HE, BELELZ R THRE L, B
IR, R —BIRBEZBLE L, AWMBBIURERT BIZEBOREZRE L, i, &
Bl ORFHFRIRE 21T o 1o, BREHRHIZ, BORIZKRO 7 =)V hRUTHHEE S ZFTRALT
EEER 21T -T2, B —VZid, RBRES. 4, BLEZBLOCARB Z0A L8 I —
RE#ENT TR L=, AR HIBLUWREKRT HOKREIIZLLTOEY ThoT,

g A B
ATHIRFAR TR - 1 86.5~102.4 g (F 95.3 @), ME66.1~77.7 g (FH 72.6 g)
REMATA -
TRIEH TR © HE153.9~183.2 g (FHJ 168.8 g), M 103.4~138.7 g (EHy 127.2 g)

BEMEG, £ TOBYOEKEIIEFICHEML, —RRECETRISRIhEhoT, —7.
IR ZAVRE CAREEEO OE AMIRESFRD S - 1 Fl (BI{EEF S M00017) 38 K OUK &K
AMBEDOE AMERE (BI(LFES F00023), ABEEEETOMFABIKEZRBFORSE BHLES
F00027) B X OMIEO%ESE GIbE5 F00043) 23588 DAV 3 BB T R0 B RS LT,
BT, B TROEEZ EICEEBENIANML U, AEB(LEESTEETITo T, HY
LB @EEN 0D, BEAVFIZLVEMESOT 2 HOBERLZER L, FAEr—
VIR, B LAl LcEh — FICRBRES, ., BB XU0EBHESEZREA L TN 2.
¥ 5 BRAARE DEEIIFEHEED L 200NN TH o 7= [HE:160.8~191.3 ¢ (F
¥ 175.7 g), M : 114.2~145.3 g (¢ 131.8 g) ], RABRICHEA Lo 1o REEMW DHERES 4
i e (4 | M {2y bV F — LR CREER
HRER L 0 e L, %@%mm% LRI R,

Wi, FEBIE 21. 0~25. 0°C, FAIBE 40. 0~75. 0%, WERFRER 15 [01/6F, FREARR 12 BF
Ml (7T~19 BERUT) CRESNEFHEET, 2BRMSMK S — (220 wX270 dX190 h mnm, &
& BUARRMR 130X 150 mm fF) 12 1 L9 2UUE L Fek (B CE-2, v > hES :
B 5 7)) BLovkiEk HRfGA) #HMERSETHE L, f
EHR R OB EORE D EMEIL 23. 5~24. 5°C, REOEHIEIZ 42.5~63. 0% TH Y . \WIh
LI ERBNTH o7z, Eio, S48 LI-fEh X OGEKIZITERBR IC X2 k-9 5 5 A R
%b%h&motoﬁﬁbtﬁﬂm%m/%%%@ IHTRRBREARE (B A
2. I . %—%> % & Okl AT sk Bk

i (R . + I ) .
BORLRI A HR A R %

R L, YEZREEOT L E2RRENCRF L,

5.3 BHBREOFHRY
WRWEAP KRBT, NUEr a v MiCEMT 270 EI Ny Enadl (my MNES
FTHhIATRY) #RIR LT,

1) sk
RYE AR L, BRI 2 CHSAR S ¥ 125 mg/ml IRIEE B LTz, & 617 125 mg/ml A
WEPEIC L > THIRL, 256 BLO 5 mg/mL R EZ BRBEAOICHAR LU, HRYEREHAEL
BEZLUTO®EY, #AR LR EREIT=ER (EHME : 23.5~24.5°C), EXTTHREL, 7
% 8 HUPICER LT,

B E5ME BE5HE (mg/ke) TREE (mg/mL)
A A== 0 0
BEA 20 5
BEA 100 25
BEA 500 125

2) TEHABK
250 72 5 TNT 2 mg/ml DOPE DT ERKIZHONWT, FiR, X TICBIT5 8 HRIOLZEMEY:
o Fome L Gas= .



3) AERRR
e (I o sur (R 5wz
W, #BMEESELIE L, TORR, MIERSREOCE LS RITHBIELED 100. 9%
(5.00 mg/mL), 98.9% (25.0 mg/mL). 96.3% (125 mg/mL) THY . FHEEDIX S > EILFH
B0 98.3~102. 06 TdH - 7z, 5 MM PG HIKDE FHE &IZ 100. 9% (5. 00 mg/mL) ., 98. 5%
(25.0 mg/mL), 100.0% (125 mg/mL) T&HY ., X2 EIIEHMED 98.0~101. 2% Th o7z, W
THHEEEDOFEANTH -7~ (Annex 2),
4) BEBREPOWBRYERERNTEE
Annex 3 IZ9E~ 7=,

5.4 HEEBOBRER LUK 5 Hik

BE&iX, [2-butoxyethyl acetate @7 v & VWA 90 HEIKER DB EFERBO- OO
iz aEs I o &R oRRERERICRELE, Bib, 0 @ik FvED
=231, 100, 300 33K Tr 1000 mg/kg/day O A& THEBRWE % 5 @O v i 14 HREK
ERO¥E Lz, TORKE, 1000 ng/kg B EFHOMHEIZIBNT, HEHBENOESEEIRE
T BRI L ORERAED b, REPNIIEEENED Lz, MEFORE Cl3fRskik
BLUOMEREORD, BIRRMEKLFED E5F. | HEEEKLEDE T 1000 ng/ke ¥ 5-F OMEMET
BN, FREFREB X CHRMERB O 300 ng/kg WEHOMTHRD iz, MikE(LEF
A TIX, ALT &M _EF-23 300 35 L TV 1000 mg/kg B EREDOMETHA B, AFEOM BB L O
A EEOHEINAS 1000 mg/kg DOMEHET, AFlgOFEx EEDOEMAS 300 mg/kg DM TRD bhiz,
F72, 1000 mg/kg ¥ 5 TIIMEL L OO EER L UMM EE HHEM L,

PLEDOFERD G, 2-butoxyethyl acetate D7 v FEAWD 14 A BIREROHE S TIX 300 B X
T 1000 mg/kg 5B Dl T & B3RO b, ZOREIIHAEICEEL -2 TH
oz, BEHMAS 90 HEITHHZ L E2EB L, KRBROKE &I, 1000 mg/kg D¥EETH S
500 mg/kg ZEAEL L, L FAK S5 T, 100 mg/kg # P HE, 20 mg/kg Z{EARIZHRTE Ui,

BHEREIZ, b PAEBRYEICEREINDIFREENEbEVWROEKRE & L, HBRYE» R
T DT ENLIREREBERICIO THERYE OB —HENE LNRWATREERHH Z L. KIZR
ETHDHZENOMAKBRENRRFETHDZ L, EHICHERYEANETR THA1-0, MBE~DR
BB EINDZ EMEEHRBRORE 2SR L,

#EX, BT 90 A, #EIX 91 BREL 1 H 1EL 9:00~10:49 (7 VX T T NVEA TOBEE %
HWTiTo 72, BEEEEB IOCREMBIITA FT 4 Ao Tz,

BEE, BFERR XOBMESE U TR L,

BRERE #REFEY TR EE B
. el (mg/ke) (mL/kg) (mg/mL) T i
xf BRBE FYET Ll 0 4 0 M01001~M01010  F01041~F01050
1 BB BEA 20 4 5 M02011~M02020  F02051~F02060
B BEA 100 4 25 M03021~M03030  F03061~F03070
v R BEA 500 4 125 M04031~M04040  F04071~F04080

a) REEBEZRHREROEUREL b & ITEEIICHEL L,

5.5 BREFE

1) —REOEE
EENZHONWT, BEHRPIIER. BREFTBLORERICACIREBEZBE L, -, SR
HiigHanc sl L,

2) {KERIE
2filizonT, #EHMHE REF1H) BXORES 2 BoREGAMAELZREL, DEE
1 BEOBRETEFIOEREZRIE L, £z, H5HBETHE, JIRAE GIRANT 18~23 FF
fHeR) 720 NIFECRHE b EREZRIE L, 228, ECEMW O RHMARE ARSIz L,
REI IR Lo T,



3) BEEERE
EENZHONWT, FB 1 EOEET, FRFROBEOE L BNSE2 BIZHTTHO L BHY
DEFHEZRIE LT,
4) ERBERIRE
W55 12 BIcHEE LR, THENBLIUEHAERO2H] GETHlZHRL) ZREL
Tro MBHEBIVEHEHOBREOHK R, REORKFMTTENSHEREOHE 2 F. M 1 4] <8
gZxh, mpttEo BRREMRDOFTR L E X DNIZN, BROIZOTHEHORE 2T 12, ©
DFEFR, IREOKKMETTENHE 1 ORI BEINTD, DEFAITOEILTHHZ b, M
HRME D B AR EMEOFT R & Bl U KA EROREILEMR L7220 > 7, REIZARRBIED%,
MR EIBEE (N7 — URIREEEE VA-2500 B, ¥ —F—) BLUORU v hF U7 (a—UR
—HTNARY v hF 2 SL-14, BFn) AW, BIIRES. PRSEAES L OIREZBE L,
5) RIRE
V5B, M L S AHOBME S OFE VT O ORI b ILZ Bk L TR 7 —PIci
KL, UTOEBIZOWTHRE L, A5, BE., RBFRICE2BRER LORILER, REtr
— DIINEEH 4 B OSBRI UZER T, ZOMOEH TN 24 BEOER CiTo 72,
F, T RNITAAT Y BV UAAFT U BIOEFEAS VEEX. BECRESZELTER
Pt E 2B LT,
W& B M03021, F02051, F02052 38 L TANF02053 DAV 7 bhA F L EENEHE LIRS Th -
Telz®, RABIZZAEKCHERL THEESZER LT-, £/, 8WE S F04072 DR A 4
BENGHEA TR Ch oz, RAERER L REEHES U CHEBEIES i LTz,

HH HIEE i FAER

Bk - BEE w2 -

pH-#&M - B - ¥ - 7 bk HABRKE F—varA LT AE-4020 (F—27 LA)
vabey / —Fr -y [EE Eil=

ki BiiR JF RS

RE HE AR U — By bk

LE JEYTIE 7V VERIRIESTEF SU-202 (/L= BRFE)
T RY AL TR A A TR BBV BT JCA-BM6010 (H AETF)

BV AL RE Eill = [Fl_E

WRAFEE Eils il

6) FEIm

EHREEI2E %, BRI (BEEMED 1T 18~23 BRI, F0%, v L
EX—)LF b U AREET T, EEgAFIRE D Tie (D~@) OIEFCTHRL Lz, =, 8
MIZFATREZR R Y | MR L B IS RRRE, K. PR IO EAEROIBICAE 1T 5, EBmEED
FEUVINE D N BIEISEE L TITo T,

(1) MERFABRERERM (FUEEEH] - EDTA 2K)

(2) MEFAIRERRMD GuEgEEA . 7= VBT M) v L)
(3) MEAFENRERREML (FiEEAl - 21)

(4) MEE(LFOREREL GUEEH : ~3VU V)

7) MARFHIRRE

AR 6) WIMOED (1) CTEHELZmEEZ AWV, L TFTOEBIZOWTRELE, 2721,
Fu bu UM L OEE RS ha R T RF UERIL, 6) FRMOED (2) THEE
U 7 Mg > b I8 2 538 U CRIEIZAV -,

DT, AIEER, BlEER I OB 2R LT,

H B REE i MRS
FRiEkE (RBC) ERIEPLREE Mm% B & HriEE
XT-2000iV (VAR v 7 R)
A ifnEk$k (WBC) FER L —FEPAET7e—Y  [FE
A bA MY —IE
H M ks> %8 Ak Eill=
IR R ER LS  (RET%) Rl E Eils




HH BIEE RS

mekE (HGB) SLS ~E /1 vk Mm% B & irisiE
XT-2000iV (A A w7 R)

/% (PLT) BESIERURLE il

~< k7 U ME (HCT) il il

EHFRMEREFE (MCV) S+ (HCT X 1000/RBC) Eilis

Rk A8 (MCH) 8 (HGBX 1000/RBC) EES

LRI BRI A 3R IEEE  (MCHC) 2 (HGBX 100/HCT) il

FEHALES be R T TAF U SERERBE 4= B Bhiin e E B 2

B (APTT) EE CA-650 (A A v T R)

v bR (PT) [k Al E

8) IMiKAE(LFRIFRE

AR D 6) FRMOED (4) TERLZMENHmELSBEL, UTOEBEICOWTHRAEL
7o 72, 6) BMOED (3) TEERLMKITNEZSBEL, MEEASBORERE LT
BRERTE (70°CLLTF) L7,

BREORER, RERBERBLIOT AT IV BREOHBE /2B 500 mg/kg HEREDOHETRD
LD, REAREORDVIITAT I VEEORMNIGER LB EEZ BN, £, A/G
DB ER ERH 500 mg/kg EHOMETRD NN RERRBREICEENIA LN o T2,
UEDZ et MBEEBLEORBITMEN 2\ EHE LT,

PAFC, BIEEBE. BIEERL LOHEA#SL 2T~ LT,

HH BIEE i FHsEs
REARE (TP) E Ly bk HE)OWTEERE JCA-BM6010
(AARET)
TNT X RBE (rALB) BCG il
A/G . (rA/G) 3% (rALB/(TP-rALB)) R_E
T a—RBE (Gle) ~F% V¥ F—F - G-6-PDH ik [F_E
Mol XFo—)LEE (TC) IVATR—AAFF—E . [HE
HMMPS 1
N ZVUETA FERE (TG GPO - HMMPS 5, 7" Uk VU viEE [RE
%=
MEU LY B (tbil) BERIE il
IREZEFREE (BUN) 7L 7—¥ GHE, TrE= RLE
T HEE
I VT F=RE (cre) 7 V7 F=F—F - HIMPS ¥ il
TJVTF v THF AT+ FF—FE  JSCCIERALETE EiS
B (CPK)
TARGEUBTI) NTUART IFCC ¥ Eil=
= 7 —EBEMH (AST)
FTS=vTI) NG AT7e5— IFCCIE Eill=
G (ALT)
TNHYTH AT 7 5 —PiEH GSCC & il
(ALP)
YINEINNT AT T IFCC ¥ il
EiEME (y-GIP)
MY RE (IP) T ST UEBRERE Eills
BN T LIEE (Ca) 0CPC ¥k Eil=
FhV O LS A EE (Na) A F BB Al
BV ALV EE K Eill= Al
WRAAEE (C G Rl




9) FREERIRE
(1) FRBLUOFEEEDORIE

FETFUNO2E] & B T CEHEOZICHMEEIZ LV ERFESE %, JARL, £250%
B HBREARNICBIE L, £, UTOREOEEFZRE L., R TEHFEOREICST
HHEFMEELEH L, ETHIESCHICEHKR L, B/E - BBONBHBIE2ER LT,

EEHERES M, TEE, ETRBIVCETIR, FRIEE IOER/ME, KR, LE,
filik L OREX, g, Bk, B, 2%, BR, aizig GEMEE) . BEB I UOEER. I8
B orE
(2) JREHAMBERIRE

-] (EEE M04036) 2SS Tefllc DWW CHEZIFICLI FTOSRE « M2 L, B
ROWNIBR ERIIT 7 ik (RTFI 10%FEEE R~ ) VIEIKR) T, TOMOIRE - Rk
¥ 10%F R E AL~ U VERIRICEE LTz, R KOS AERIC YW T, BRL 72 58E -
MO~ XY v s AUV RE (HE $f) ERZERL, HEABRENORELZERL
Teo REDHR, . Blig. MiERk ZOER RIRE - BE) OsHEHICBWT, HRY
BERE5ICLDEENEDN O, Y%A E OKB X O AEROFREMBRFIORE L EH L
Tro Fio, HIREE, HBRMERSHIIBOTHRIBNAZESBAINEZEBIZ OV THEB LY
o B DR BB SRR A & o L7z,

SEREE, TR, BRB L OERICBEARRENRD Do), BEAEOER DD
#=F (&S MO1001, MO2012, M03023. M04034, F01041, F02054, F03068, F04073) iZ-D
WTULY EREEER LT, EOR/BER, KBS DOLEBMABEETH -7l &b RA
BEANEUT U URELE LT,

728, HE1 B (@BES M01003) OAREITOWTIE, FIMRRHI/MUER A DT, 8
BEBZIZI VAL NCEIBER CIIho O UZHRBTR ZHIR L 72, iy, BE
BET—ZIIBWTC, ABIOBIBIIEREERLZHIRL, ZAEER2BET—F & LT,

BEERE - A4 - M, BT, TEME, Bk O—F—R), fifk, 8 (BREMN. IF
Eg (VR ETIRBIOETR. &, RE, [E. KR, FIRRB L O ER/IME,
Fafg, O, Mk LOREX, g, Bk, mig g 8%, 5. +=%B. 2B, B,
SRR RE. BB, TV o880, BRI NG, BBE. BE B, AR (EHEE) . B
TR I OEER, IR, INE. 7B, B, Bt KREBLIOKBREERE. BB IUWEF
BE, B, LBR, KB, LR FER

5.6 7 —& OfENTIE

RE, BE. RREM (RE. LE. RPEME . MRFOREME, MRECEIREERS
JOBREEEIL. I EHEBLVERBREL RO %, REEERYERSHLE OMO
EHEDOEERE Lz, £7. Bartlett D FIEIZL D GBO—FMEIZOWTREERITo T2, 78K
V=R THoEBEICE—LRERO OB 2TV, HRICEEENRED b HGEiX,
Dunnett {EIZ X Y BB 21T o7, —F., BB —ER TR 2755618 Kruskal-Wallis DNEAL
BREZITV., HEICAEBEERRD ONZBAITIE. /23T A MY v 712X 5 Dunnett BLORRTE
ETEEUBEITo7, 72U, WTNhOBETHED 0 &2 o551, Bartlett ODRREIX
1T 71 Kruskal-Wallis DONEIREZ 1TV, LTRERICZ BRI Z21To 70, 2B, WThOHEE
bAEBEAREIINE LT,

REARFOFTRIZ W T, 7 b— R4 L7 —# & Mann-Whitney ® URREIZ LD, £
Btk 7 L — NOAEHMEIL Fisher DEEMERDORAREIC XLV | xR & WM EKRSH L OB
BFEEREZIToT- (BE/KE 5%,

6. FPRTDHZ LV TERNT-RBROEEMEICEEZKIETTRVOH D FERORRFAEHEIZ
Ebhihot-Z &

MK BT EEE (XT-20001V) % FV 2 MERE OZEERIEFIEE CIX, ERERAN ORIE
BHOBRE., MEBAOCHAIELZ 1 BfT) BER#HINTWE2, ERMERANORIERE L 2o T-EH
EREOHE 15 (%5 M04034) OINFRIMERLERICBWCHRAOHREZ{ThRhoT-, &



FIRRE IR E R 51 L 5 BRI IBRILE D ERARH SN TR | WA RBOMT bERE
RAAOREEE T LEBISE Y, AUEL L, ARORERABLN TN, Z0Z L
A5, B 04034 T BIBRIRIRECRARMN LT e 2 5 2 b, BREN & 2 FERIT -
TRV S RBIEE 25T 5 TSR LM LT, &5 C. ABBIC X 3 BB~ D8
AR LT LT

oM, KRBIBBIC [TRTD 2 LB TERb > RROFELICHEE RETR 05
BERRORBF B DR o1 2 8 | b o7k,

7. RBRAE

7.1 —R%IREE (Table 1. Appendix 1)

500 mg/kg TEHETIL, BAMIB I OHEBEBORTRHEEM B HHWIIHRESE 3 BoRE#
WS 1~3 Bl TR b IE), FERPESE 2 B OB SANCHES 4 ficRld oz, B
BAMZIZIR 55 18 HIC b 1 Bl TROONT-, 72, BREBO—EHEOHRENFEESE 3 BLRE
M %28 L CHistIc i CRO bz, T oftl, BENRSE 3 BICH 1 fIT, HBERNLD
] ZAE LA B85 79~88 B I 2 filds L O 1 il TR b7,

100 mg/kg BERETIX, REAORIEE 1 Fl (RE5HE 59 BEERD BLOME 1l (5587 B
H/N T, BEZOFRENZEE 81 BL U84 Bl 1 fITRD LN,

20 mg/kg BEBETIT, HE 1 6] (EBER M02014) THREE 57 B bEIDOKRIENRD Hi,
BEFE 64 BICEHE Lz, 2B R2REBEEZX LN, HBRWERE L OBEEITRWEEZDL
Ni-, Zofh, —REORFEIIBER IR o1,

500 mg/kg HSEEOHE 1 5l (BiinE 5 M04036) TiIiRE5E 68 HOREZICAFRKEH DK TR X
OREEDSZE D v, LR DERIIMGE L. 58 70 BIZHERME, R, B2EEGENLE L UOHHER
BAOBROLN, FBEOFEHITFEE Liz, TOM, WTHOBIZBW TS, BIEMRAPICET
Bl hs o7z,

7.2 {KE (Table 2. Appendix 2)

500 mg/kg FEHEEDOHEDEENEEHAM D% FICHREE & L TRVWER A A O, Lo
L. ML HICHREE L R EBRMERSH L OBOREICABRREZRIZD b eho T,

BEE 57 BORIFE T UIEOKENZED BT 20 mg/kg BHEFEORE 1] (@5 M02014)
KERRED L, RES 64 B ORIE H UABEOEEITHEM L7z,

5570 HIZFET L7- 500 mg/kg I GHEDHE 1 5 (EE S M04036) DEEIIREF 64 B E
TINEFICEmML ., %&E5F 64 BOKEIX 515.2 ¢ Thozid, HTHEMAE (&5 70 A) X
397.0 g £ LT,

7.3 #BEH&E (Table 3, Appendix 3)

500 mg/kg HEHDMEMETHRESE 1| BOBERIGRBEL LR L TERIET Lz, £,
500 mg/kg WEHOHETIIREGHE 64 B, RBHOM TIIHRESE 29 B 55 85 B OFHRIE H DOEEL
BRI L CRBICHEELZ R LT,

20 BE U100 mg/kg DEEFEIIRFRRE & B L TRERETR D DR o 7,

7.4 IRBIERIFRZE (Table 4. Appendix 4)

BEE 12 BOKBRE CIX IR OIRER G METTHED 500 mg/ke B 5-BEOHE 2 B, 1 1 51, 100 mg/kg
BEBHOBE 1 IR bz, TREORE 1 FlIICITIREICBIEED SR OB BN RO bivis,
F O, XTRBEE. 100 38 L5600 mg/kg I EREDOMERE THAR D AIRIEE NS, 100 mg/kg REFEDHE
THFREBIRERENBEIN B I HAEZRENTIORELRF OB ONEFR TH o T,

7.5 JR#E (Table 5. Appendix 5)
500 mg/kg WEHFHEOMEDRENGREEL LB L CHEEIEM L=, BEBICA D &, RENS
WEM CIILERB I ORPEMREBRENMEMEL2 R Lz, FOM, Ml E L EREEBICE(IITAR



<, RE, HEBXORPEMREICBW T OB & SHRMER S OMICEEREITED
HRhoTn,

7.6 MIKFRIFRZA (Table 6. Appendix 6)

500 mg/kg W HHEDOMEMETHRMMEREK, MAaRE, ~~ F7 Vv ME, FHRMLIRMERRER
FOFBEK LR OF BERRD, FERROERAR, FHRMLEKD ERER LUK MLEREEDOR
BERENIFH 6Tz, £, 500 mg/kg BEHOHETIIFFERLEOFEERBA, U/ Bt
FOFEREMB IO v bV URHOFREREMRS, HTRIVMREOFERE BB I W
7a b v U OFRRERBTRD bivis,

100 mg/kg BEREOMMHETIIRMERBB I OMAREOCFBERBO PR D LU, S HIZHTIE
~< b7V y MEB X OEHROLKODLARBEEOFERED, THROEKATE, FH7R MK
FEB L OWRFRMEREEOFE ZREMIFRD b,

20 mg/kg W ERECIIMEMES L XIPRBE L ORICABEREITRD N2 ho T2,

7.7 MIRANFHIFRZE (Table 7. Appendix 7)

500 mg/kg T GREDOMEMETIEMR Y IREDOHEREMMARH O, £, 500 mg/kg EHDLE
TIEHAGHBIUAY VAL A RBEOFEREM, RavATFue—WRBE, NIJVEFAF
BEBIUOILCY ARBEOCHERBAOPED LN, MTIITANRNGXUBTI ) NIV AT
T—BEERBIOT 72073/ bR T7 27— BREMOFEEREN, RERRE, TLT73
VEERBIURE I ALV EVBEOREELRBONED b,

100 mg/kg HEROMBETIX, REUVAEVRENEEREICHELD L, BTREI IV VAL A VRE
BHEECHEM LT,

20 mg/kg W ERETIIMERE L LB E OMICAEBERETRO Lo T,

7.8 BEEER (Table 8. Appendix 8)

500 mg/kg B EBEOMETIE, MHRFEENFEICEL L, BBROEEEB I UVHEINEERFE
WMLz, F£72, M, DI g Big (EEBLUOAEFHE) OMMEESFRICHEM L,
FTRIIEEENFEIZHED LT, 500 mg/ke | EEFEDOHETIX, g, Bl (EEBIOEEHE.
gD EEEL LUOMMEENSFEICHEM L, £72, LROBMEENFEICEM L,

100 mg/kg B EHFETIE, HOHROEEEB L UBMAEESEEIZEM L,

20 mg/keg WESRECIIMEE S LR L ORIICAEEREIRD N2 T,

7.9 FEETR, (Table 9. Appendix 9)

500 mg/kg HEFEDMERED ATEFIE2HE LU0 100 mg/ke T EFHEOLE 2 FlTIIBIED R AL I
biv, £DWN 500 mg/kg #GREOHE 8 i L UM 9 il TIIREULZ > Tz, E72, 500 mg/kg
B EBEORE T 13 X OWE 4 Fil72 5 ONC 100 mg/kg I EFEDOHE 1 Bl TITRTEMEIZIEENRD b1
T2o T OM, 500 mg/kg TERIZB W TRIRD/NEMER X OEABIRICHR GRS HES 1 fllc, E
ABIC B 2 BlC A BHu, 100 mg/kg S TR IRBMEOMME X OEEF OEE A
WZFRAME DS 1 PR D BivTz, 20 mg/keg WEFETITMEEE S L EERFTRIZRD beso
7o

#5570 HIZFET L7 500 mg/kg 5O 16Tl OB R AL, DIFRICETEMED B BB,
gD/ NERYER K Ol B OIREREICEGMAEDR X ORI HIEICRES., MiRo/ N L
DA LNTIED, BEIBEONEYED . BENEOTLRR X OVaAKEETE., OEBEB X OIRAEFEIC
WEOBENNED b,

7. 10 RERAAFEAIRERTR (Table 10, Appendix 10)

7.10. 1 EHAfEHF

WRYERE L OBEERHHELE LT, HED S > ih D 500 mg/kg H5HD 1 FlTRD
bihvie, BT, 7 v —HlO~TYF Y k# (Photo 1. Photo 2, Photo 7) MSEED 500
mg/kg B EEEDOL2H], 100 mg/kg T E5EED 2 Fliz, HED 500 mg/kg T HHEDLH], 100 mg/kg 5
O b HlicBlEINTz, ZON, HRED 500 mg/kg 5FH TIdoat FBAE L Ll U TRABHER IO



FALORE & bICHE RN, #ED 100 mg/kg WEHE TIIRERE OB D DI, /-,
INEERLERB K OVNER B E O FIRIE R S HED 500 ng/kg ITEFED 5 Hlic, MDD 500 mg/kg &=
EfEoLpf], 100 mg/keg 5D 3 BRI, FOWN, MHHED 500 mg/kg HERIZBWT
SHREE L B L TRAMHERB L OB(LOBRE L bICHFEREMMAED bz, g/ Em A3
Mt 500 mg/kg T GSFHED 1 HIFED b, BT, EMRMEDO~ETT Y k% (Photo 8)
DAMERED 500 mg/ke WEEEOEHIZ, MO 100 mg/kg TESFED 3 FICBERINZ, TOW, M
@ 500 mg/kg FHFEIZRBVNTHBRRE L B U CRABER LU LORE & LI BRI
Do, KEBEEEMHTIX. BT (Photo 3. Photo 4) 73 500 mg/kg #¥5-EEDMERESHIT .
100 mg/kg HEFEDORE 2 H3 L OME 3 FICEZ I, HEHED 500 mg/kg BEHERIZI VW CTRIEREE L
U CREFEERS I OELLORE L HICHERREMSFHED bz, WEBR T, EmTE
500 mg/kg ¥ SREDOMERESBIZ, 100 mg/kg H SREDHERHES 1 HlICBIE S, HEMED 500 mg/kg &
ERICBOTHBRH OB L TRAHEBIORE L QICHERERERITZBD bz, BTk, &
Fia LB OZERLHED 500 mg/kg E5HED 1 fliCBE Iz,

SEFICDBA IS, SRR LU TREEES 5D WVIIELOREICEEENBDO DN
728k e LT, BlgETIE. ~EP5 U k% (Photo 5, Photo 6, Photo 9) NEMEFICHES
., FOW, HETIX 500 38X 100 mg/kg G, METIE 500 mg/kg #BHHEITI N TRIBRAE &
HBELTELOBRENFEICEMN T, 2, BEORENEnPEHL2FICEEIN, 0N,
MERE & %17 500 mg/kg 5 BEIZ BV TxHREE & ik L TR L ORENAE B I T2, Tl T,
/NAIZEREDSHED 500 mg/kg HGFED 3 ], 100 mg/kg I HHEB L ONHREEOE 4 41, 20 mg/kg &%
BEED 2 Fliz, MO 500 mg/kg IREFED 7 H], 100 mg/keg REGBED 5 H, 20 mg/kg FE5HED 3 Hi,
STBEED 2 flicBR S NTz, DN, MO 500 mg/kg FE5BHZI\NTxtFREE & Lhlk U CRAMEE
DEEREMIRD biz, —J5. FAARE %O IR DRI {L 23D 500 mg/kg $-5-E£D 4 4,
100 mg/kg W EBED 9 5], 20 mg/kg HEHERL L O BEEOLFIT, D 500 mg/kg TEFED 7 5,
100 mg/kg #FS5HED 8 H], 20 mg/kg BWERB L OB OL b FlicBE I, DN, HD
500 mg/kg WEREICBWCHREE L L U CRAHERB I OELORE L bICABRBEIRD
bz, BIETIX. REDOLHEREMRME NHED 100 mg/ke BEHED 2 F, 20 mg/kg B5HD 5
B, xHPREED 4 FllC, HED 100 mg/kg T 5HED 2 ], 20 mg/kg T GHD 3 Fl, XRED 4 FlicEl
22X, TON, D 500 mg/kg WEFEITBWTHREEL B U CRABEOFE 2B 3R
LTz, £, RE EIIE OFEILE DD 500 mg/kg ¥ 5-H 1 451, 100 mg/kg 33 £ TU* 20 mg/kg
BEREOE 2 . P FREED 3 F1IC, MED 500 mg/keg = 5EED 1 4, 100 mg/kg = 5FD 2 i, 20 mg/kg
BERO 6 #l, MBHED 7FICBEINT, TOWN, HTIX 500 ng/keg HEFIZRBWTHIREE L
8 U TREHEERS X OELORE & HICHERRBETN., 100 mg/kg & 58 CIIRAEEE OB
BRHONTz, BTk, BREROBEABIZKERBED 500 mg/kg HEED 6 ], 100 mg/kg 5
BB I UORBEEOS 3 Fl, 20 mg/kg THFED 4 Fllz, HOWBRMER SO 4 Fl, STREEOD 2
BB SN, ZOWN, BED 500 mg/kg BGFICBWTHRREITZ WL OO, XL g
U CRASER OB LORESHERT AEMIFED b,

SREICHBRINEELE LT, IFETO Tension lipidosis 23D 500 mg/kg #ERHED 2
Fl72 5 ONTHED 100 mg/kg WEHEB LORBEOL 1 fllcBE sz, BETIX, BEDY X
BRIZIEDSHED 500 mg/kg ¥5-8E, 20 mg/kg ¥ SRR L O FREE O 1 FllZ D 100 3 X 1120 mg/kg
BEROL L F, HBREEO 3FIC, REEIIE 0ERBHED 20 mg/kg T 5B L OXHEED
£ 1P, REMIREEZ A BROBIT EREBEISHED 20 ng/kg BH5HE L OHBEHEOA 1
B, 8 ORRYERMEN M HEOX REED | flICBE I N, T DM, D —F —IR,
B FURER, MR, OB L O, O TEE, REK, YU oOVR, g X ORISLIRICHT
RO, ORIV TN OB L I L TREBREB L OELORE L BICH
BEEIZED LN ool Enb, BRIEDE( L HETL 72,

T, FRFTRARAONB/BEIZRBW T, HED 500 mg/kg HEEE 1 FIOMIR TIIEHEL A~ O
=B, BALOBREIIERME TH o7z, HED 500 mg/kg F5EE 2 FIOEG T, BENRALNTZFE
BFNREEIIRO N> T, HED 100 mg/kg =58 1 FIOM TITFEDIRE, Bz
HERIUBEaARLEROTHLRBECA LN, RFIOBEEE CRIRBEDOEERFED b,
Z DM, 500 mg/kg WERETIL, HORBRB IR LA, MOBETER, & TR IOUIHRIC
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FIRABOD NI, WTNOFTR LD BB OADET, BMD 5 WVIIBELRENTH12Z
b, HARFEAERD HWITERERE(L LW LT,

7.10.2 F T4

B CIERRRICFEE oK IED . REXEEB LONEICFRERE T 07 7 — VR ENRE
BB IN, 61, DT BB E IS & Mo 12 2 B 0O L O 2 /SR FE A h 45 i
WZHHNIED, BIIREEDILE LA B L ORFMED L OFRMEL AR IS, BEEMIRE M BN
RO BNz, HR, IRE L OET Y 3@ Tk, BEPOELWVWERENIBERIN, TOW.,
BEFYUNETIRY RO OFEAMER 2o QW T2, BB (KEREB L OWIE) Tid,
EMETRBI G707 7> —URERBESh, 2O, KBEERTIIEELRD bR,
~EVT U B, EFH L R EER X OB bhiz,

HRFTRB A DI FDOMOBREICH VT, B CIIATEREICIES SR S,

Z DM, EE, FRIR, B, R EECHTRARD b, 2B, ZB Tk, B CmAEE
FETho el DEBRF RN TE ) o7z,

8. B&

BEWRMY TH D 2-butoxyethyl acetate Z hEw = IHICEAL T, 0, 20, 100 BILWV
500 mg/kg DRAET, KEL MRS 10T Crl:CD (SD) T v MZ 90 BFEIRERNIRE Lz,
TR EEE LA —BIRIBOELE LT, FRERD 500 mg/kg HEH THREE 2 AOHRIZ,
100 mg/kg G5B TR EMMOK NI | BORBEINT, %iBT 2 X D ICREARITHE %S o
WY MERRTHI LEL LN, £/, 500 mg/kg BEFTIX, BREWAHHIREE 3
HICIERMI B OB RESHOK T HARBO I, BEE 1~2 BOBHAENEA Lz, SHIZ, 100
BLU500 mg/kg BEHETIIREZO—@MEOFREEIFRD DAL, FIHR T 100 L0500 mg/kg £
ERORBEHRICIEESBR S, SEBRYEOFMIEIC X 2E(LEB 2 bivlz, 723, 500 mg/kg
BESBETIRSGE 29 ALUBOEESEHMEEZR LIS, AECARRBEMNEEED 5, —&R
R CH T LABAINTWD =, FBRME ORI, BEETENZE L2 WEEMENE X

6“7::0

500 mg/kg WESREOHETIZ, FERMMEI SRS MM O%Z LIRS b, HBRYEEE5ICX S
HRRLEIBN,

MEZRIBRAE THE, 100 BL T 500 mg/kg W HHETHRIMEREL, mMEFRE, ~~ r27 Y v ME,
SRR ER M (SR PR EE DR, FHIRMERERR, AR MER M 23R i K OWMRIR LBk L3R D 1Y
MARED ST, FHEAMRFERE T, 100 BELV 500 mg/kg FEHOKEEE R L OMEEHE
WCEMTTERBD SNl &b, HRWEREICIVELBELDZEBRHLNERoT, —
BOREEOBE TITRARNED b, Mg s L OFREES#EMN L, MEIgals IO
KEULZ 2 L, REEEEFHRAE TIE 100 B LT 500 mg/kg EFHET~ETT Y ILEN,
500 mg/kg WHHETIIBIMEMARSBESINTZ, ~EIT Y ILEIBRD 7 v S—#ilEk X
OB ARG THBEB Sz, L, M CPK iEHEIEEhiLz< . HRAOREMEMETN
FTRICEFIIRBO Nl b, ARBRTALNERARIZIAZ 0 EVRTIERL M
BERRTHY, BOMHERBEC TV ERHLMERoT, EIHERMIZES ELE LT,
MERESAE T Z X 2 & & 2 B D M/MEEL DR DS 500 mg/kg BEREOMETRD vz, MRE
(LZERRETCHALNIEDY) U LA TV REOHEINIBEMICE D RMOERND T Y 7 AA A i
Lici®eEz o, £, BREYALEVRENRED Uiz, —BRAICELERLYH 5 & M
EUAECERENT AR, BMChbEAGEOBMO-HD~ES o EREMETL, UL
EVRARD L REERE L bz, SHIZ, 500 mg/ke BEHEDLIEOFREENEEML
AR AN LGB RIZ A bR o7 hd, BHIIC O 28 M0 7= DI REMEO OISR K2 4
CTWABRREEDZ X bV,

At U7z BAAh Mg 29 E Tk, 500 mg/kg 5B DOHECIFEEERE K OMFHEREL R DI
U L REREEROBMAERD Hiv, RO THIFEREKEE WA Lz, 2-butoxyethyl acetate
nF v hEVS 9 BREERnRsEERBRoEH>OTHERSR FEHRESIER -5
BRERILR DK T 28 1000 mg/kg W EHETHRO LN TWB Z LD, FEEERILROIE T I B E &

11



Blzka@gElEz bnl-, £/, 500 mg/kg HEGHOH TIX7 0 bo v VRO ERPRD
S, MEA(CERRE G, FIEOBTRaLATFu—LBLIRNY 7Y 54 FEEDOWHAD
DB, RO TREABLIVOTATIVEBEORD, TARIFX VBT I ) V7V AT7=25—F
EHBIOT 72073/ U A7 2T —BEHEOEMBA LN, WEFEHELRE LT, IF
EEEAEML ., DNEPLOHE L OVNER RS OFFEIE KR X OVNAZEEOBEMA 2 b iziE
A, FAARE MO AR DRI E DB DBREINTWE Z s, HRWER 5T X DHFHE
fEEChKERRET. EAAKRSCIEERFHOBETRIEL TS EEZX b, B, B oy

v B O 4EMEDY 500 mg/kg WEHDOHETH LN, 7 bu vy EUREOEMHEDEEHFHE
FITEN=D, BEAIELLEZ DN,

iR AL 2RO T, Bl L 722 BLIANT 500 mg/kg 5 5-BE OMERE CHERE Y L JREEDSHIM L .
FREOHETII ANV 7 AREDOBA B A BT, MEFAOELE LT, BIREESHEML TBY,
TR EHES TR < SEEROBEMA 1000 mg/kg BEHTROHNLTNA DL
e, BHREREIC L 2MFOEE ) VBB I CAILY T AR ORIREMENRE 2 iz, L
L. REZERSI VT F=VREORMN CBEEZ TR 2FTRIGREO bhih oz, Ei2,
B TORBEOHEEERBEBIVCKRE S IZHEEOHELRE OB N 100 H 5T
500 mg/kg BEBTH NN, ZOBAEEFIZOVWTIIHALNITE R Tz, EOM,
500 mg/kg HEFEDHETIXA/G HAHEM LN REBRERBIOT VT I VBEICE#BITR <,
HRWERS L OBFEIXRWEEB X D,

REEEOHIE TIX. Al U7 O, g, IFEs L OBBEEOBMOIE), 500 mg/ke ¥
EREOROMERT EREAEM L=, HREBEESFHNR2REEIRD N7 T &b, ARHIRHME
ENEETHoT-Z LK DHBLEZ N, T, 500 mg/kg WEFDHETH TIROEER
DAFA L7725, AR R REIIRO bR o= 2 E LB ERSORE TRV E
T U7z,

500 mg/kg BEREDHE 1 BIAKRES 70 HIZET Lz, R TIX, B&E5FH 68 BOBRE®HRMNDH
FEEHOE T B L OWRERFED Hiv, 5 70 HIZHIR, SFEEBN., PHEERD 2 ERBR IR
BRREL, BERICELT L, HIROBR, MoKk, UIRCEBERED B AP BES .,
FRERARRR FAORREE CIIM CIIMRRICBESE 72 /KR, O o0 B 8 BRIC OB T s & > Te 2R DO
O /BIERRBD b, 7z, BOREMRICEGAMAFYR L OETEREEICEER, §Ho
NEDRD, BEORERTE UIRKRIEITE 2 ERRD LN, Y UTIRL 2 RBERLITRD S
N, AEMICRENBLLEEZ &b, BERERRED DY L CTRRMEE Z Lo RIaEMENE
Z bTn, APIUINMCEEROZEICIZRD biznote Z &b, BT LM ERE & OBEIT
Zeu EIE L7,

Zoft, $e55 12 BORBFHRE TIE, IREORKEHETTED 100 35 X U500 mg/kg 58T
RSN, PEFTOELTHEZZEND, NEEOBRBAEEFTR LWL ¥, RRE
TiX. 500 mg/kg REBEOM CRENEEM L =23, ROEBMEPEIEICEIT2R2W 2D, #RY
B®REOFBTIXRWEB X DN,

PLEDOFERMND, 2-butoxyethyl acetate |EIZ L HEE L LT, 100 BLT500 mg/kg 58
TEIMMER M, Mg, FiEs LORBB~OEERALNZZ LD ARBREGTICKT D
2-butoxyethyl acetate D#EFM:RIL, MEMEL H1Z 20 mg/kg/day &5 % biviz,

9. BEIMk

DRFEF, BRI, BHEA : Crl:CD (SD) RT v b 26 HEEAFIZIBIT 5 BRARAMEIRKFE
DORREFAHER. LLEERBMFZE 35: 35-41 (2016)

12



Table 1

Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
General condition of males
Group Number of males Days of administration
and general conditions 1 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre  Post
Control (vehicle: com oil) Number of males 10 10 10 10 10 10 10 10 10 10 10 10 10 1© 10 10 0 0 0 10 10 10 0 10 10 0 10 10 100 10 10 10 10 10 10 0 10 10 10 10 {0 10 [0 10 10 10 1& (0 10 10
Generat appearance, No abnormality 10 10 10 10 19 10 10 10 10 10 10 10 10 ¢ 10 10 10 10 10 0o 10 0 10 10 10 (0 0 {0 0 10 10 10 10 to 10 10 10 1@ [0 10 10 10 10 10 10 1o 10 10 110 10
Posture, Body posilion, Prone posilion 3 Q0 o 0 0 o 0 o 0 0 0 0 0 0 0 ] o 0 o 0 0 0 0 0 0 o o 0 0 0 1] 0 0 0 0 0 3 0 0 0 0 0 0 0 0 0 0 0 0 0
Behavior, Decrease in locomotor activity 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 o 0 0 0 0 0 0 0 0 o 0 0 0 0 0 3 0 0 0 0 o o 0 0 0 o 0 0 0 0 0 0 0 0
Exeretion, Reddish urine 0 3 0 3 0 0 0 o 0 0 ] 0 0 0 0 ] 0 0 0 0 0 0 0 0 0 0 o 0 0 0 0 0 3 0 0 0 o 0 0 0 0 0 0 0 0 0 0 0 0 0
Mouth, Salivation 0 o 1] ¢ 0 0 Q0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 3 0 0 0 0 [ 0 0 0 0 0 0 0 ] 0 0 0 0 0 0 0 0 0 0 0 0 Q 0 0
Low dose (BEA 20 mg/kg) Numiber of males 100 10 10 11w 10 10 10 10 10 10 0 @ 10 10 © 10 10 10 10 10 [0 10 10 16 10 10 0 10 10 10 10 [0 10 0 1 10 10 10 10 10 10 10 0 10 10 0 10 10 10 10
General appearance, No sbnormality 10 10 1©¢ 10 10 1 W0 10 0 10 10 10 1 10 10 10 10 10 10 106 10 10 10 10 10 10 10 10 10 10 10 10 16 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Posture, Body position, Pronc position 0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 il 0 ] 0 0 0 0 0 0 0 0 3 [ 0 Q0 0 0 o 0 0 0 0 0 0 0 0 0 0 0 0
Behavior, Decrease in Jocomotor activity 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1] 0 0 Q0 0 0 0 0 0 0 o 0 0 0 [ o o 0 0 0 o 0 0 0 0 0 0 0 0 0 1] 0 0 0
Excretion, Reddish urine 0 o 0 1] 0 0 [ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 3 0 1] 0 0 0 0 0 0 0 0 0 0 3 0 ]
Mouth, Salivation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 Q Q0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 L] 0 0 ] 0 0 0 0 0 0
Medium dose (BEA 100 mykg) Number of males 0 10 10 0 10 10 16 10 1 16 10 10 1 10 10 10 10 1@ 10 1 © 10 10 0 10 190 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
General appearance, No abnormality 0 10 10 ¢ 10 10 10 10 10 0 10 o 10 10 10 10 10 1 1 1 10 10 10 0 0 1 10 10 10 10 0 10 10 0 10 10 10 10 10 10 10 0 10 10 1 10 10 10 10 10
Posture, Body position, Prone position 0 0 0 0 0 0 0 0 0 ] 0 9 0 0 0 0 0 0 0 [ o 0 0 3 0 0 0 0 o o 0 0 0 0 o 0 0 0 [ 0 0 0 0 0 0 0 0 0 0 0
Behavior, Decrease in locomotor activity 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 [ 0 0 0 0 0 ] 0 o 0 0 0 0 0 o 0 0 0 [ o 0 0 0 0 o 0 0 o o 0 9 0 0 0 o
Excretion, Reddish urine 0 0 0 0 1] 0 1] 0 0 3 0 Q0 0 0 0 0 0 0 0 0 o 0 0 ] 0 0 0 0 0 0 o o 0 0 0 0 0 0 0 3 0 0 0 0 0 0 0 0 3
Moauth, Salivation 0 0 0 0 0 [ 0 0 0 Q 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 ] 0 0 0 0 0 0 0 0 0 [ Q 0
High dose (BEA 500 mg/kg) Number of males 10 10 10 10 10 10 10 10 10 10 10 10 10 t0 10 10 10 0 10 10 10 10 10 10 10 10 10 1o 10 10 10 10 10 10 10 10 0 10 10 10 10 10 10 10 10 10 10 10 10 10
General appearance, No abnormality 10 8 6 10 10 10 10 10 10 10 10 0 1 10 10 9 10 8 10 9 10 3 10 9 i 9 10 9 10 8 10 9 10 9 10 7 i0 8 10 8 1 10 10 10 10 10 {0 10 10 10
Posture, Bady pnsilinn, Prone pnsilinn 0 2 0 0 0 0 0 0 0 0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 3 0 1 0 0 0 3 o 0 0 o 0 0 0 0 o 0
Behavior, Decrease in locomotor activity 0 1 0 0 0 0 0 0 0 0 0 0 3 0 3 0 0 o 0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 o 0 o 0 0 Q0 0 0 0 o 0 0 0 0 0 0 0
Excretion, Reddish urine 0 0 4 0 0 0 0 0 0 0 0 0 0 0 Q0 0 0 0 0 0 0 0 0 0 0 0 0 Q0 0 0 L] 0 0 0 o g 0 0 0 Q o 0 0 3 0 0 0 0 [ ]
Mouth, Salivation 0 0 [ [ 0 3 0 0 0 0 ] 0 0 0 1] 1 0 2 [ 1 0 2 0 1 0 1 0 1 0 2 0 1 0 1 0 3 0 2 Q0 2 0 0 0 0 0 o ] 0 0 0
Pre: Before Post: after It
Graup Number of males Days of administration
und general conditions 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43 44 45 46 47 48 49 50
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Past Pre Post Pre Post Pre Post Pre Post Pre Post Pre  Post
Control {vehicle: com ail) Number of males 10 10 10 10 10 0 10 10 10 10 10 0 10 10 10 1@ 10 t0 10 10 10 10 0 10 10 (0 10 10 100 10 10 10 10 10 10 0 10 10 10 10 10 10 © 10 10 10 0 10 10 i0
Generat appearance, No abnormality 16 10 10 10 10 10 10 t0 10 10 10 10 10 10 [0 10 10 0 10 10 10 10 10 10 10 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Mouth, Sulivation 0 [ 0 0 0 0 0 0 0 0 0 0 Q 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 Q 0 0 0 0 0 0
Low dose (BEA 20 mgkg) Number of males 1 10 10 10 10 10 10 to 10 10 0 10 10 10 [0 10 10 0 10 10 10 10 0 10 10 10 0 10 10 10 10 10 10 10 10 1 10 10 0 10 10 0 10 1 10 10 10 1o 10 10
General apprarance, No sbnormality 16 10 10 10 10 10 10 10 10 10 (0 10 0 10 (0 10 10 10 10 10 10 10 0 10 10 10 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Mouth, Salivation ] 0 ] 0 0 0 0 0 0 0 0 0 9 0 [ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 '] 0 0 0 [ 0 )] 0 0 0 U ] U
Medium dose (BEA 100 mpkg) ‘Number of males 10 10 10 16 10 100 10 100 10 10 t 10 10 0 © 10 10 10 10 10 10 10 0 1% 10 10 10 10 30 )0 10 10 10 10 10 10 1 10 10 10 10 0 0 10 10 10 0 10 10 {0
General appearance, No abnormality 16 10 to 10 10 10 10 10 10 10 10 10 10 10 o 1 10 10 10 10 10 10 10 106 10 10 t0 {0 1 16 10 0 10 10 10 10 10 10 0 10 10 10 0 10 10 10 0 10 10
Mouth, Salivation 0 0 0 0 0 [ 0 [] 0 0 0 0 '] ] 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 ] 0 0 0 0 0 0 0 Q 0 [ 0 0
High dose (BEA 500 mykg) Number of males 10 10 10 10 1@ 10 10 10 10 10 10 10 10 10 1 10 10 10 10 10 1 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 |0
General appearance, No abnormality 10 10 10 9 0 100 10 8 0 7 10 6 10 B 10 8 10 8 10 6 10 7 0 7 10 6 10 9 10 8 10 7 i0 7 10 8 10 7 10 8 10 3 10 7 10 8 10 8 10 8
0 0 0 1 0 0 0 2 0 3 [ 4 0 2 0 2 0 2 0 4 0 3 0 3 0 4 0 1 0 2 [ 3 0 3 0 2 0 3 0 2 0 2 0 3 0 2 0 2 Q 2

Mouth, Salivation

Pre: Before

Post: after
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Table 1 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
General condition of males

Group ‘Number of males

Days of administration

and general conditions 51 54 55 56 57 58 60

62 63 64

65

66

67

68

69

70

7t

72

73

4

75

Pre_Post Post Pre Post Pre Post Prc Post Pre Past Pre_Post

Post Prc_Post Pre Post Pre

Post PrePost Pre Post Pre Post Pre Post Pre

Post Pre

Post Pre

Post Pre

Post Pre

Post Pre

Post

Number of males
General appearance, No abnormality
Posture, Body position, Prone position
Behavior, Decrease in locomotor activity

=S

Control {vehicle: corn oil)

5
B

(U
[}
Excretion, Reddish urine [
Mouth, Salivation o 0
Mouth, Loss of tecth [
Eye, Eycball, Bulbi, Globe, Incomplete eyelid opening o 0
Nose, Smudge of perinasal area 0o 0
Exsretion, Decrease in amount of feces 0_0

cecooocooo

10
10

cocococoooe

10

10
10

cocoocococoo

10

(]
1

cocoocooooo

10
10

10
10

cocoocooo

10
10

ceoocoo o

Low dose (BEA 20 mg/kg)

S
5
3
5
s
5
s
s
s
5
=
5
=
s
5
=
s
S

Number of mafes
General appearance, No abnormality
Pasture, Body position, Prone position 0

=
S
>
s
s
s
5
s
<

Behavior, Decrease in locomotor activity

Excretion, Reddish urine 0
Mouth, Salivation 0
Mouth, Loss of teeth 0
Eye, Eycball, Bulbi, Globe, Incomplete eyclid opening 0
Nose, Smudge of perinasal area 0
Excretion, Decrease in amount of feces 0

cocoococooe
coococococoo
coo—~coocow
coco—-—ococoow
coco—ococoo

cooc—-cooow
coeo—cooow
cococeoesoe

ccococoooo

58

coococooo o

cocoocoooe

ccocoocoooo

coccoocooooalcovcenoee

3

coococoo oo

53

cocooooe

ER-]

cooscocooo

55

ccoocooceoo

Number of males 10 10 10 io
General appearance, No sbnormality 10 10
Posture, Body position, Prone position

Medium dose (BEA 100 mgkg)

3
3
=
=
3
=
=
=
2
3
S
3

3
s
s
s
S
5
s
s
s
s
=

(U]
Behavior, Decrease in locomotor activity [ ]
Excretion, Reddish urine [N ]
Mouth, Salivation o 0
Mouth, Loss of teeth LU
Eye, Eyeball, Bulbi, Globe, Incomplete eyelid apening 0o 0
Nosc, Smudge of perinasal area [
Excretion, Decrease in amount of (cees 00

cocoocoocoo
cococoococao
cooocoooo
cocoocoooco
ccoococoocoo
cocmeooocoo

=03
S
s 3
=38
=
55

cooococooo
cocosoooae
cococooocoo

=

cecoocococe

s

cocococooa

=8

coceocosoo

=35

cocoocoocean

-

coocoooo

=35

ccococooscoo

ccococoooo

s 3

csocoeocee

=

H

=

S

S35

cocococoocoo

s3

53

S8

5
=
5
s
=3
s

Nunsber of mfes 10 10
General appearance, No abnormality 10
Posture, Body position, Prone position

High dosc (BEA 500 mgkg)

S
s
s
s
s
3
3
s
=
=

=]
s
EN
=]

0
Behavior, Decrease in locomotor activity 0
Excretion, Reddish urine 0
Mouth, Salivation 0
Mouth, Loss of teeth 0
Eye, Eyeball, Bulbi, Globe, Incomplete cyclid opening 0
Nose, Smudge of perinasal area 0
Excretion, Decrease in amount of feces 0

cooo-0ooaow
cocoocso o
cococonmo oo x
cocmeo=-—so 0w
cococo—~ocooe
cococoncoox
cococococoo
cocococwooo=
cooonrooo
cocoooooon
cooceoNnooo®

S
s
3
55
ER-1
=

ccocochroo o
cocococococoo
coconNooOw®
cscococooco
coccocnocoo

5

cooono oo ®

cococooooo

3
s

coocoNo®o®

s

coceoeceoco

s

cocoonNoo o ®

s 5

coceococoooo

3

Do oo NG -0 x

5

cocoo—o0—ce

=5

coconNe~ox

——m e —e—o e

- O W D -

coocococococvveloooocoo oo

cooco-~coowmelcoococo e

ccoocoococovevlcoococooe

ccoonvmoocoocuvloooooooo

ccococoocococeelocoocooooo

-

cocoanmo oo

cooccocooovvclococoooooos

ocococcoooovelnocoooooo

cooconmoooutloccoocoo e

Pre: Before admiinistration, Post: after administration.

Group

"Number of males
and general conditions

Days of

76

77

78

20 31

83

84

85

37

88

89

Pre_Post

Pre_Past

Pre_Post

Pre

Post Pre Post

Pre

Pre_Post

Pre_Past

Pre_Post

Pre

Post

Pre

Pre Post

Pre

Contral (vehicle: com oil)

Number of males
General appeatance, No sbnormality
Mouth, Salivation
General nppearance, Food was spilled out from container.

i0
10
[
0 0

10
10
0
0

10
10

10
10

10
10

10
10

10
10

10
i0

10
10

10
10

10
10

10
10
0 0
0 0

Low dose (BEA 20 mgkg)

Number of males
General appearance, No sbnormality
Mouth, Salivation
General appearance, Food was spilled out from container.

10
10

10
10

10
10

Medium dosc (BEA 100 mghe)

Number of nales
General appearance, No sbnormality
Mouth, Salivation
Genceral appearance, Food was spilled cut from container.

High dose (BEA 500 mgkg)

Number of males
General appearance, No sbnormality
Mouth, Salivation
General

owavlo -c

Food was spilled out from containcr.

Pre: Before administration, Post: after administration.
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Table 1 (Continued)
Ninety-day repeated dose oral
General condition of females

toxicity

test of 2-butoxyethyl

acetate

in rats

Group Number of females
and general conditions

8 9

10 1

Pre_Post Pre Post

Pr¢ Past Pre Post

Control (vehicle: com oil) ‘Number of females
General ap pearance,
Posture, Body pos
Behavior, Decrease in locomotor ctivity

No sbnormality
ion, Prone position

Exretion, Reddish usine
Mouth, Salivation
Exgretion, Loose stool

Low dose (BEA 20 mg/kg) Number of females
General ap pearance, No sbnormality
Postute, Bady position, Prone position
Behavior, Decrease in locomotor activity
Excretion, Reddish urine
Mouth, Sulivation
Excretion, Loose stool

s 3
55

cooo o
coooe

Medium dose (BEA 100 mpkg) Number of females
General ap pearance, No sbnarmality
Posture, Body position, Prone position
Behavior, Degrease in locomotar activity
Excretion, Reddish urine
Mouth, Salivation
Excretion, Loose stool

33
53

EREER
oo ooo

3

coceooo
coo oo

0 0 o 0
0 o 0 0
0 0 0 0
0 0 0 0
0 00 o
1o 10 10 10
10 10 10 10
0 0 0 0
0 0 [
0 0 [
0 0 0 0
0 0 0 0

High dose (BEA 500 mykg) Number of females 10 10 10 10 10 10 10 10 10 10 10 10 10 0 0 10 1 1 1 0 10
General appearance, No sbnormality 10 7 6 9 R 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 0 10
Posture, Body position, Prone position 6 3 0 [} 0 0 0 0 0 0 0 0 0 O 0 o 0 0 0 0 0 ) 0 0 0o 0
Behavior, Decrease in locomotor activity o 0 o0 0 1 0 0 (U] o 0 0 0 (U] 0 0 0 0 0 o ¢ 0 0 0 0 0
Esxeretion, Reddish urine o 0 4 o o 0 [ 0 0o 0 0 0 0 0 o0 0 o 0 o 0 0 0 0 0 0 o 0
Mouth, Salivation [ 0 2 4 0 o 0 0o 0 0 0 0 0 0 o 0 0o 0 o o 0 [ 0 [ ]
Excretion, Loose stoot [ 10 0 0 0 0 0 0 0 0 o0 0 0 0o 0 0o 0 o o 0 ) 0 [
Pre: Before inis ion, Post: after i
Group Number of fomules
and general conditions 26 33 34 35 36
Pre_Post Pre Post Pre Post Pre Post Pre Post Post Pre Post Pre Post Pre Post Pre Post Pre Past Pre Post
Control (vehicle: com oil) Number of females 10 10 10 10 10 10 10 10 10 10
General ap pearance, No abnormality 10 10 10 10 10 10 10 10 10 10
Mouth, Salivation 0 0 0 0 0 o0 O 0 [
Low dosc (BEA 20 mgkg) Number of femules 0 10 10 10 10 10 10 10 10 10
General appeatance, No abnormality 0 10 010 10 10 10 10 10 10
Mouth, Salivation 00 0 0 0 o0 o 0 0 0
Medium dose (BEA 100 mg/kg) Number of females 10 10 10 10 10 10 10 10 10 10
Generat ap pearance, No abnormality 10 10 10 10 10 10 10 10 10 10
Mouth, Salivation 0 0 0 o0 o -0 o0 0 0 0
High dose (BEA 500 mykg) Number of females 10 10 10 10 10 10 10 10 10 10
General ap pearance, No abnormality 0 10 10 10 10 8 10 10 10 10
[ 0 0 0 2 0 0 [

Mouth, Salivation
Pre: Before ini: ion, Post: after i i

15

Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre  Post Pre

=
5
=
=
=
=
S

s
=
=]
s
s
s

coooo
ceoooe
cocooo
cceocoo
ccooo
ccooo
ccooo
cocooo
cocooao

3
=
3
s
=

=
=
s
3
=
5
s
5
=

oo o oo
coc oo
cococoo
coccoo
ceocoe
coooo
coo oo
coo oo
coocoo
oo ooo
coo oo



Table 1 (Continued)

Ninety-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
General condition of females
Group ‘Number of femoles Days of administration
and general conditions 51 52 53 54 55 56 57 58 59 60 61 62 63 64 65 66 67 68 69 70 ki 72 73 74 75
Prc Post Pre Post Pre Post Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre  Post
Control (vehicle: com oil) Number of females 10 10 10 10 10 10 10 10 (0 10 10 10 10 0 10 10 10 10 10 10 10 10 10 10 10 10 110 10 16 10 10 10 10 0 10 10 10 10 10 0 10 10 10 10 1 10 10 10 10 0
General ap pearance, No abnormality 10 10 10 10 10 10 (0 10 (0 10 10 10 10 1 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 0 10 10 10 10 10 10 10 10 10 0 10 110 1o 10 o 10 10 0 10 10
Mouth, Salivation 0 L] 0 0 0 [ 0 0 0 0 0 0 0 0 0 0 0 0 [ 0 0 0 0 0 0 0 0 0 0 0 0 ] 0 0 0 0 [ 0 ] 0 0 0 0 0 0 0 0 0 o
Low dose (BEA 20 mg/kg) Number of females 10 10 10 10 1 10 10 10 1 10 10 10 10 10 10 10 0 10 10 J0o ¢ 10 10 10 10 10 10 10 10 10 0 10 10 10 10 10 10 10 10 10 1© 10 10 10 0 10 10 0 106 10
General appearance, No sbnormality 10 16 10 10 10 10 10 10 10 1 [ 10 6 10 10 10 0 110 10 10 10 10 10 0 10 10 10 10 16 10 0o 10 10 W0 10 10 10 0 10 10 ¢ 16 10 16 10 10 10 10 10 10
M outh, Salivation 0 [ 0 0 0 0 0 1] 0 0 0 0 0 0 0 0 [3 0 0 0 0 0 0 0 [ 0 0 0 0 0 0 0 0 0 [ 0 Q 0 0 0 0 0 0 0 0 0 0 0 0
Medium dose (BEA 100 mgkg) Number of females 0 10 10 10 10 10 10 10 0 1 0 10 10 0 0o 10 0 0 0 10 16 10 1 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 (0 10 10 10 10 16 10 10 10 10 10 10
General appearance, No sbnormality 10 10 10 10 10 ¢ 10 10 10 1 10 10 10 J0 10 10 10 10 10 10 ¢ 10 10 10 10 0 10 10 10 10 10 10 10 10 10 16 10 10 10 10 10 0 10 10 10 10 10 10 10 10
M outh, Salivation 0 0 0 ] 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 [ ] 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
High dose (BEA 500 mg'kg) Number of females 10 10 10 10 10 10 1 10 10 10 10 10 10 10 t0 10 10 10 16 1©¢ 10 1©¢ 10 10 10 10 10 10 10 10 10 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 106 10 10 10
General appearance, No abnormality 10 10 10 10 10 9 10 10 10 10 10 10 10 10 10 10 10 10 10 9 10 9 100 10 10 10 10 1o 10 10 10 10 10 0 10 10 10 10 10 1& 10 10 10 10 10 10 10 10 10 10
Mouth, Sulivation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 1 Q 0 0 0 0 0 0 0 L 0 0 ] 0 0 0 0 0 0 0 1] ] 0 0 ] 0 0 0 0
Pre: Beft Past: after
Group Number of females Days of
and general conditions. 76 77 78 79 80 81 82 R3 84 85 86 87 38 89 % . 91 92
Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre
Control (vehicle: com oil) Number of females ¢ 10 10 10 10 10 10 10 10 10 0 10 10 10 1 10 10 10 10 10 10 (0 10 10 10 10 10 10 10 10 10 10 10
General appearance, No abnormality 10 10 10 10 10 10 10 10 10 10 10 0 10 10 (0 10 10 1 [0 10 10 10 J0 10 10 10 10 10 10 10 0 10 10
Escretion, Reddish urine 0 0 0 0 0 0 0 9 0 3 o 0 0 0 o 0 0 0 o 0 0 o 0 0 0 0 0 0 0 0 0 1] 3
Mouth, Salivation 0 0 o 0 0 0 [\ Q9 0 o 3 0 0 0 o 0 0 0 o Q 0 0 0 0 0 0 0 0 [ 0 [ 0 3
General appearance, Food was spilled out fromcontainer. 00 0 0 6 0 0 0 0 0 0 0 0 0 0 0 0 0O 0 0 0 0 O 0 0 0 0 0 0 0 0 0 0
Low dosc (BEA 20 mgkg) Number of females 10 10 10 10 10 10 10 10 10 10 10 10 1 10 10 10 10 1 10 © 10 10 10 10 10 1 10 10 100 10 10 10 10
General appearance, No abnormality 10 1 10 10 10 10 1 10 10 10 0 10 10 1@ 10 10 10 1 10 1 0 10 10 10 10 W0 10 10 10 10 10 10 10
Exeretion, Reddish urine 0 0 0 0 0 0 0 0 Q0 0 0 0 0 0 o 0 0 0 0 Q 0 0 0 0 0 0 0 0 o Q0 0 [ 0
Mouth, Salivation 0 0 0 0 0 [ 0 o 0 0 0 0 3 0 0 0 o 0 0 0 0 0 0 0 0 0 3 0 0 0 0 0 0
Gencral appearance, Food was spilled out from container. 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 ] ] 0
Medium dose (BEA 100 mgkg) Number of females 10 10 ¢ (0 10 10 10 10 10 10 10 10 (0 10 10 i 10 10 1 10 10 10 10 10 10 10 10 10 10 106 10 10 10
General appearance, No abnomality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 1@ 10 10 10 10 10 0 10 9 100 0 10 10 10 10 10 10 10 10
Exretion, Reddish urine 3 0 0 0 0 0 0 0 0 0 0 0 3 0 0 0 0 0 0 o 0 0 1 0 0 0 0 0 ] (] 0 0 0
Mouth, Salivation [\ 0 ] 0 0 0 0 0 0 0 0 Q0 0 0 0 3 o 0 0 0 0 0 0 0 0 0 13 0 0 o 0 0 0
General appearance, Food was spilled out from contafner. 0 0 0 0 0 0 0 0 0 0 0 0 0 Q 0 0 0 0 0 0 0 0 0 0 [] 0 0 0 0 0 0 0 0
High dose (BEA 500 mg'kg) ‘Number of females 0 10 10 16 106 1 10 10 10 16 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 16 10 10 10 10 19 10 10
General appearance, No sbnormality 0 0 10 9 0 9 0w w0 1w 9 10 0 10 10 10 9 10 w0 1o 10 9 9 10 9 0w 9 10 9 o 10 10 10 10
Excretion, Reddish urine 0 3 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 Q 0 Q0 0 0 0 g 0 Q 0
Mouth, Salivation 0 [ 0 1 0 i 0 0 0 1 Q0 o 0 0 0 1 0 3 0 0 0 1 0 1 0 1 0 1 0 o o [ 1]
General appearance, Food was spilled out from container. 0 0 0 1] 0 0 0 0 0 0 1] 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 [ [ 0

Pre: Before udministration, Post: after administration.
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Table 2
Ninety-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Body weight of males

Group , Control (vehicle: corn oil) Low dose (BEA 20 mgkg) Medium dose (BEA 100 mgkg)  High dose (BEA 500 mgkg)
Number of males 10 10 10 10
Days of administration
1 177.1 + 7.8 1756 + 7.9 174.8 + 6.9 1753 + 8.7
2 183.6 + 8.2 1837 £ 95 1829 = 8.0 1792 + 96
8 2364 + 135 2355 £ 152 2322 + 144 2304 = 134
15 298.6 + 20.7 2979 +£ 21.1 292.8 £ 226 2894 + 147
22 3557 £ 263 3554 £ 283 3479 + 30.1 3416 + 16.7
29 402.7 £ 33.6 400.7 £ 358 3912 + 400 3814 + 18.7
36 4432 + 353 4425 + 425 4286 = 476 4142 + 168
43 4797 = 377 4752 £ 483 459.6 + 54.7 4455 + 19.0
50 510.6 £ 43.0 5034 + 51.5 4872 = 563 4707 £ 223
57 5353 + 464 520.1 =+ S1.5 5127 £ 597 4900 = 248
64 558.5 + 502 5393 + 524 5302 = 58.6 507.8 + 294
71 5819 + 544 5595 £ 572 5520 + 619 5246 + 31.1 ©
78 602.7 £ 565 5793 + 57.6 5715 £ 635 5392 + 324 ®
85 6149 + 59.7 5952 £ 596 5834 + 64.8 5487 £ 31.8 &)
90 6234 + 624 603.0 £ 585 591.0 £ 643 5529 + 326 ©®

Each value shows mean (g) + S.D.
Figures in parentheses indicate number of males.
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Table 2 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Body weight of females

Group Control (vehicle: corn oil) Low dose (BEA 20 mgkg) Medium dose (BEA 100 mgkg)  High dose (BEA 500 mgkg)
Number of females 10 10 10 10
Days of administration
1 131.6 =+ 6.0 1305 + 8.0 131.1 + 8.2 1338 £+ 6.8
137.0 = 7.0 1350 + 7.8 1347 + 9.8 1352 + 8.4
8 1613 =+ 106 158.5 + 8.0 159.7 + 138 161.1 £ 105
15 1787 = 159 179.1 £ 105 1812 + 184 1814 = 12.1
22 1983 £ 19.8 198.8 =+ 126 201.6 + 19.1 207.1 £+ 146
29 2159 + 224 2212 £ 152 2192 + 226 2272 £ 125
36 2280 + 22.1 237.0 £ 189 2324 £ 265 2443 £ 173
43 2387 + 287 2474 £ 217 2442 £ 269 2550 £ 18.7
50 2503 + 282 2599 + 220 2564 £ 26.5 2673 £ 194
57 261.8 + 289 270.6 £ 252 2641 = 242 2741 £ 15.1
64 2692 + 31.7 2785 £ 282 2733 + 316 2812 + 188
71 2759 + 29.1 2865 £ 314 283.6 £ 33.0 2886 = 221
78 2844 = 272 2926 + 313 2915 £ 306 2963 + 189
85 286.0 £ 279 3004 £ 332 2946 + 302 299.7 £ 199
91 2889 + 289 302.1 £+ 354 2958 £ 322 300.2 £ 21.0

Each value shows mean (g) + S.D.
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Table 3

Ninety-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Food consumption of males

Group Control (vehicle: corn oil) Low dose (BEA 20 mglkg)  Medium dose (BEA 100 mgkg) High dose (BEA 500 mgkg)
Number of males 10 10 10 10
Days of administration
226 £ 1.7 230 £ 26 217 £ 1.9 180 + 22 **
8 244 =+ 25 240 =+ 20 235 £ 27 236 = 2.8
15 257 £ 32 251 £+ 14 243 = 20 258 £ 3.0
22 264 £ 39 258 = 2.7 256 £ 29 257 £ 3.1
29 259 = 1.1 259 £ 2.8 263 £ 34 275 = 27
36 264 £ 2.0 263 £ 3.0 252 £ 29 262 £ 3.7
43 253 + 29 255 £+ 27 253 £ 2.9 257 + 27
50 258 + 2.8 234 £ 25 238 = 27 266 =+ 34
57 261 £ 26 239 £+ 1.7 241 £ 26 277 £ 24
64 251 + 24 238 £ 33 246 £ 2.6 282 + 24 %
71 249 £ 32 241 £ 36 243 + 21 255 £ 25 )
78 232 £ 3.0 214 £ 29 26 £ 1.7 270 £ 52 )
85 223 £ 4.1 22,6 + 3.1 217 £+ 1.9 244 + 23 )

Each value shows mean (g) + S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).

Figures in parentheses indicate number of males.
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Table 3 (Continued)
Ninety-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Food consumption of females

Group Control (vehicle: corn oil) Low dose (BEA 20 mgkg) Medium dose (BEA 100 mgkg) High dose (BEA 500 mgkg)

Number of females 10 10 10 10

Days of administration

181 + 15 168 + 14 160 + 1.8 150 £ 2.8 **

8 160 + 1.6 159 £ 1.6 165 £ 2.1 16.8 £ 09
15 159 + 1.7 - 170 + 1.9 16.7 £ 1.5 180 £ 1.6
22 163 = 24 16.1 + 25 154 £+ 25 187 + 28
29 157 + 29 16.8 £ 2.6 17.1 + 1.6 21.7 £ 32 **
36 1.1 =+ 1.8 168 + 3.1 168 + 20 192 £ 24 %
43 160 + 1.7 165 + 26 16.1 £+ 3.0 21.0 £ 3.0 **
50 134 £ 25 152 + 23 165 =+ 24 19.5 £ 4.5 **
57 160 = 23 154 £+ 27 173 = 1.7 212 £ 2.1 **
64 153 =+ 1.8 157 + 2.8 16.1 £ 2.0 210 £ 2.9 **
71 153 £ 22 152 + 2.8 160 £ 2.6 22.1 £ 52 **
78 146 + 32 143 + 35 162 £ 2.5 193 £ 2.6 **
85 132 + 1.7 148 = 23 152 £ 2.1 182 + 2.8 **

Each value shows mean (g) + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Table 4

Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Ophthalmologic examination

Males
Group Control (vehicle: corn oil) Medium dose (BEA 100 mg/kg) High dose (BEA 500 mg/kg)
Findings
Grade - + - + - +
Cornea
Band-shaped opacity 7 3 3 7 5 4
Vitreous
Persistent hyaloid artery 10 0 7 3 9 0
Fundus
Scatterd brown spots area 9 1 10 0 9 0
Band-shaped hyper reflection 10 0 9 1 7 2
-, not observed
+, observed
Number represent the number of animals.
Females
Group Control (vehicle: corn oil) Medium dose (BEA 100 mg/kg) High dose (BEA 500 mg/kg)
Findings
Grade - + - + - +
Cornea
Band-shaped opacity 9 1 7 3 7 3
Fundus
Band-shaped hyper reflection 10 0 10 0 9 1

-, not observed
+, observed
Number represent the number of animals.
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Table b

Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Urinalysis of males

Group Control (vehicle: comoil)  Low dose (BEA 20 mg/kg) Medium dose (BEA 100 mgkg)  High dose (BEA 500 mg/kg)
Number of males 5 5 5 5
pH
6.5 1 1 2 1
7.0 1 1 0 0
75 0 0 2 3
8.0 1 3 0 1
85 1 0 1 0
=90 1 0 0 0
Protein
- (negative) 0 0 0 0
+(10 < and < 30 mg/dL) 0 3 0 2
+(30 < and < 100 mg/dL) 2 1 2 3
2+ (100 < and < 300 mgfdL) 3 1 3 0
Glucose
- (negative) 5 5 5 5
Ketone
- (negative) 0 2 1 2
+(5 < and < 10 mg/dL) 2 2 1 3
+(10 < and < 40 mg/dL) 3 1 3 0
Bilirubin
- (negative) 5 5 5 5
Occult blood
- (negative) 5 5 5 5
Urobilinogen
=+ (normal) 1 4 2 3
+(2.0 < and < 4.0 mg/dL) 2 1 2 2
24 (4.0 < and < 8.0 mg/dL) 2 0 1 0
Color
light yellow 4 5 5 5
yellow 1 0 0 0
Turbidity
- (negative) 5 5 3 5
=+ (trace) 0 0 0 0
+ (slight) 0 0 2 0
Red Blood cells
- (not observed) 5 5 5 5
‘White Blood cells
- (not observed) 5 5 5 5
Casts
- (not observed) 5 5 5 5
Cristals
- (not observed) 0 3 0 0
+(afew) 5 2 5 5
Epithelial cells
- (not observed) 5 5 5 4
=+(a few) 0 0 0 1
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Table 5 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Urinalysis of males

Group Control (vehicle: corn oil) Low dose (BEA 20 mg/kg) Medium dose (BEA 100 mg/kg) High dose (BEA 500 mg/kg)
Number of males 5 5 5 5
Urine volume (mL/24hr) 125 % 5.8 231 + 10.9 138 + 4.1 232 & 12.0
Specific gravity 1.063 =+ 0.015 1.037 =+ 0.014 1.054 =+ 0.013 1.051 = 0.017
Electrolyte, density
Na(mEqg/L) 989 =+ 17.4 73.0 =+ 39.0 1181 =+ 284 963 = 305
K(mEq/L) 24522 + 37.30 161.05 =+ 61.27 225.07 =+ 65.21 186.79 = 58.15
Cl(mEq/L) 1476 =+ 323 105.7 =+ 50.7 1492 =+ 354 1169 = 364
Electrolyte, gross volume
Na(mEq/24hr) 1.19 + 0.48 144 = 0.38 159 =+ 0.39 197 =+ 0.47
K(mEq/24hr) 293 = 0.97 325 =« 0.28 295 0.57 379 % 0.67
Cl(mEq/24hr) 1.81 =+ 0.73 208 = 0.37 198 =+ 0.40 243 * 0.67

Each value shows mean + S.D.
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Table 5 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Urinalysis of females

Group Control (vehicle: com oil)  Low dose (BEA 20 mgkg) Medium dose (BEA 100 mgkg)  High dose (BEA 500 mgkg)
Number of femal 5 5 5 5
pH
6.0 1 0 3 0
6.5 2 3 1 0
7.0 1 1 0 3
7.5 1 0 0 1
8.0 0 1 0 1
85 0 0 1 0
Protein
- (negative) 0 0 1 1
+(10 £ and < 30 mg/dL) 3 1 1 3
+ (30 < and < 100 mg/dL) 2 4 3 1
Glucose
- (negative) 5 5 5 5
Ketone
- (negative) 2 1 1 5
+(5 < and < 10 mg/dL) 3 4 3 0
+ (10 £ and < 40 mg/dL) 0 0 1 0
Bilirubin
- (negative) 5 5 5 5
Occult blood
- (negative) 5 5 5 5
Urobilinogen
=+ (normal) 3 2 3 5
+(2.0 < and < 4.0 mg/dL) 2 3 1 0
2+ (4.0 £ and < 8.0 mg/dL) 0 0 1 0
Color
light yellow 4 5 5 5
yellow 1 0 0 0
Turbidity
- (negative) 5 5 5 4
= (trace) 0 0 0 0
+ (slight) 0 0 0 1
Red Blood cells
- (not observed) 5 5 5 5
White Blood cells
- (not observed) 5 5 5 5
Casts
- (not observed) 5 5 5 5
Cristals
- (not observed) 2 1 2 1
+(a few) 3 4 3 4
Epithelial cells
- (not observed) 5 4 5 5
+(a few) 0 1 0 0
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Table 5 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Urinalysis of females

Group Control (vehicle: corn oil) Low dose (BEA 20 mg/kg) Medium dose (BEA 100 mg/kg) High dose (BEA 500 mg/kg)
Number of females 5 5 5 5
Urine volume (mL/24hr) 70 + 2.1 80 =+ 1.9 11.6 =+ 7.0 264 =+ 14.8 **
Specific gravity 1.058 =+ 0.015 1.064 =+ 0.007 1.044 = 0.019 1.036 + 0.023
Electrolyte, density
Na(mEq/L) 1266 = 55.1 1326 =+ 28.2 931 =« 25.8 653 =+ 43.7
K(mEq/L) 22203 =+ 85.90 27421 = 79.88 153.10 =% 84.09 13623 +  100.01
Cl(mEq/L) 1546 <+ . 69.6 1746 =+ 403 1145 = 72.1 892 + 70.8
Electrolyte, gross volume
Na(mEg/24hr) 0.83 = 0.35 105 =+ 0.26 098 + 0.37 121 =+ 0.46
K(mEq/24hr) 1.53 =+ 0.80 223 =+ 0.89 1.63 + 0.87 243 + 1.03
Cl(mEq/24hr) 1.05 =+ 0.59 142 + 0.51 .19 =+ 0.66 1.52 + 0.89

Each value shows mean + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Table 6

Ninety-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Hematological analysis of males

Group Control (vehicle: corn oil) Low dose (BEA 20 mg/kg) Medium dose (BEA 100 mgkg) High dose (BEA 500 mg/kg)
Number of males 10 10 10 9

RBC 10000/uL 816 =+ 40 805 + 42 763 + 60 506 + 36 **
HGB g/dL 144 = 0.6 139 =+ 0.6 136 =+ 0.8 10.6 += 0.7 **
Hematocrit % 436 = 1.8 26 19 420 + 25 367 = 2.0 **
MCV fL 534 + 22 530 = 1.5 552 * 3.6 72.7 + 32 ok
MCH pg 176 = 0.7 173 + 0.6 178 = 09 209 + 0.8 ok
MCHC g/dL 330 = 03 327 + 04 323 + 07 28.8 =+ 0.7 *x
Platelet 10000/uL 972 * 15.7 1000 =+ 11.1 99.3 + 8.3 89.2 + 8.1

PT sec. 16.5 + 1.1 160 + 25 155 = 1.5 13.5 + 09 **
APTT sec. 169 + 3.1 154 + 32 16.0 + 2.5 144 + 34

WBC 100/uL 774 + 247 73.6 + 232 712 + 30.6 580 + 8.0
Neutrophil % 19.1 + 6.1 175 + 3.0 16.5 + 5.6 120 + 5.1 *
Eosinophil % 13 + 04 1.3 + 04 13 += 0.6 00 = 0.1 **
Basophil % 0.1 + 0.1 00 * 0.0 0.0 + 0.0 00 = 0.0
Monocyte % 39 = 12 40 + 0.6 34 £ 09 28 £ 14
Lymphocyte % 757 * 6.1 771 £ 3.1 788 + 6.6 851 =+ 6.2 **
Reticulocyte % 314 + 047 3.07 £ 0.39 401 + 1.09 1527 + 3.88 **

Each value shows mean + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Table 6 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Hematological analysis of females

Group Control (vehicle: corn oil) Low dose (BEA 20 mg/kg) Medium dose (BEA 100 mg/kg) High dose (BEA 500 mg/kg)
Number of females 10 10 10 10

RBC 10000/uL 742 = 28 723 + 26 634 =+ 25 *x 425 =+ 31 *x
HGB g/dL 138 + 05 134 + 0.4 124 + 03 ** 10,0 + 0.4 **
Hematocrit % 411 + 1.6 40.5 + 13 389 = 1.1 *x 386 + 1.6 **
MCV fL 554 + 1.5 56.1 + 24 614 + 29 * 912 + 5.0 **
MCH pg 186 =+ 04 185 + 0.6 195 =+ 0.5 *x 23.7 £ 0.9 **
MCHC gdL 335 + 03 33.0 + 04 31.8 + 0.8 ** 260 * 09 *x
Platelet 10000/uL, 934 + 86 92.1 + 78 89.0 =+ 8.9 77.8 * 8.8 *x
PT sec. 119 £ 06 11.6 + 03 11.8 + 0.6 13.0 + 13 *
APTT sec. 111 + 1.8 111 + 1.8 10.5 + 1.5 11.8 + 2.0 )
WBC 100/uL 522 %+ 17.8 478 + 94 462 + 12.6 433 + 89
Neutrophil % 11.1 + 4.1 152 + 49 116 + 25 13.0 + 4.1
Eosinophil % 1.6 + 05 1.5 = 0.7 1.1 + 05 03 = 02 **
Basophil % 00 + 0.0 00 = 0.1 00 =+ 0.1 0.0 * 0.0
Monocyte % 30 £ 1.1 32 + 0.8 35 £ 14 24 + 0.8
Lymphocyte % 843 + 48 80.0 % 4.6 83.8 + 3.8 843 + 39
Reticulocyte % 275 + 0.50 275 + 0.51 562 + 1.87 * 2222 + 3.73 **

Each value shows mean + S.D.
Figures in parentheses indicate number of males.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Table 7
Ninety—-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Blood biochemical analysis of males

Group Control (vehicle: corn oil) Low dose (BEA 20 mgkg) Medium dose (BEA 100 mgkg) High dose (BEA 500 mg/kg)
Number of males 10 10 10 9

Total protein gdL 55 + 03 54 = 03 53 + 0.3 52 + 0.2
Albumin g/dL 35 £ 0.1 35 £ 02 34 £ 02 35 £ 0.1

A/G 1.76 + 0.18 1.81 + 0.13 1.77 £ 0.19 2.13 + 0.18 >k
Glucose mg/dL 142 + 18 151 £ 22 144 £ 14 133 £ 10

Total cholesterol mg/dL 48 + 9 47 £ 10 50 £ 13 34 £5 *
Trigly ceride mg/dL 68 = 22 49 £ 20 49 + 29 37 £ 8 o
AST U/L 63 + 15 58 £ 9 56 + 8 66 + 5

ALT U/L 31 £ 10 28 + 4 27 = 5 32 £ 4

v-GTP U/L 0+ 0 00 0+£0 0 +£0

CPK U/L 369 + 260 241 + 126 266 + 208 270 + 124

BUN mg/dL 114 + 1.6 116 + 12 11.2 £ 1.1 121 + 2.1
Creatinine mg/dL 031 + 0.04 0.30 + 0.05 033 + 0.04 036 + 0.05

Total bilirubin mg/dL 0.05 + 0.01 0.06 + 0.01 0.04 + 0.01 *k 0.04 + 0.01

ALP UL 403 + 105 411 + 73 494 + 196 493 + 112
Inorganic phosphorus mg/dL 59 = 0.6 57 +£ 0.6 62 = 0.6 68 + 0.7 *
Ca mg/dL 9.1 £ 0.2 9.1 £ 0.2 9.0 + 0.2 88 + 02 **
Na mEq/L 145.0 = 0.9 1450 £ 0.9 1445 + 0.6 1449 + 0.8

K mEq/L 388 £ 0.13 3.93 + 0.12 4.08 + 0.15 * 412 + 025 **
Cl mEq/L 1063 + 1.8 1058 + 1.8 1056 + 1.1 106.6 + 1.5

Each value shows mean + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Table 7 (Continued)

Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Blood biochemical analysis of females

Group Control (vehicle: corn oil) Low dose (BEA 20 mgkg) Medium dose (BEA 100 mgkg) High dose (BEA 500 mgkg)
Number of females 10 10 10 10

Total protein g/dL 59 + 04 60 + 03 59 + 04 53 + 04 *
Albumin g/dL 40 + 03 41 = 0.3 40 * 03 37 £ 03 *
AlG 222 + 0.14 213 + 0.2 2.11 £+ 0.09 222 + 024
Glucose mg/dL 133 + 19 129 + 9 131 + 20 121 £ 9

Total cholesterol mg/dL 56 £ § 62 + 10 60 = 14 51 £ 11

Trigly ceride mg/dL 20 £ 7 35 + 17 29 + 17 20 £ 8

AST U/L 49 £ 5 52 + 8 54 £ 5 69 + 11 *x
ALT UL 20 = 2 21 + 3 24 + 3 32 + 8 *
y-GTP UL 01 1 + 0 + 1 £0

CPK UL 180 + 77 330 £ 235 195 + 96 161 + 57

BUN mg/dL 139 £ 1.0 13.1 + 1.3 139 £ 19 16.0 + 3.2
Creatinine mg/dL 042 £ 0.07 038 + 0.03 0.39 + 0.04 037 + 0.05

Total bilirubin mg/dL 0.08 = 0.01 0.06 = 0.02 0.04 + 0.01 ok 0.04 = 0.01 *H
ALP UL 252 £ 79 257 £ 99 264 + 66 300 + 65
Inorganic phosphorus mg/dL 55 £ 1.1 57 + 1.0 62 + 09 70 + 0.8 *k
Ca mg/dL 93 + 0.6 95 £ 0.6 96 + 0.5 9.0 =+ 0.6

Na mEq/L 1448 + 14 1457 £+ 1.0 1457 + 1.0 1456 =+ 1.0

K mEq/L 415 + 042 412 + 036 421 + 0.21 398 + 0.25

Cl mEq/L 1082 + 14 108.8 + 1.5 1085 + 2.0 109.8 + 1.2

Each value shows mean + S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Table 8

Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Organ weight of males

Group Control (vehicle: com oil) Low dose (BEA 20 mgkg) Medium dose (BEA 100 mgkg) High dose (BEA 500 mg/kg)
Number of males 10 10 10 9
Body weight () 596.6 = 58.9 5717 + 58.3 562.8 £ 63.7 5146 £ 303 **
Brain (mg) 20453 + 90.9 20287 70.7 20321 * 79.6 20263 = 54.0
{mg/g) 3453 0.314 3547 = 0.412 3.648 = 0.394 3950 = 0.256 *
Thy mus (mg) 2836 55.7 2872 85.0 3039 = 792 2744 % 69.4
(mgfg) 0.478 = 0.096 0499 = 0.147 0.543 = 0.138 0.533 = 0.136
Heart (mg) 16169 =+ 148.6 1569.6 = 100.5 15749 = 176.5 15247 = 972
(mg/g) 2715 % 0.144 2733 + 0.232 2806 + 0.204 2.967 = 0.170 *
Lungs (mg) 1468.0 = 95.9 14313 94.9 14323 =+ 107.5 13957 + 102.7
{mg/g) 2478 % 0.242 2490 = 0.177 2560 = 0.205 2716 = 0.190
Liver (mg) 16403.1 = 26558 15939.1 = 24590 147108 = 19200 162179 + 1556.6
(mgfg) 27379 = 2.419 27529 # 2.510 26.148 = 1.770 31487 = 1.959 **
Kidney (R) (mg) 16774 =+ 150.0 1657.6 = 169.9 1668.5 = 226.9 17947 = 200.8
{mg/g) 2824 = 0.261 2889 + 0.347 2975 £ 0.381 3488 = 0.333 **
Kidney (L) {mg) 1704.0 =+ 1294 16413 = 176.7 16814 = 2204 1833.7 % 209.4
{mg/g) 2872 0.258 2857 + 0.321 2996 = 0.330 3561 = 0.326 **
Kidney (mg) 33814 = 2726 32989 = 3374 33499 = 442.2 36283 = 403.7
{mg/g) 5696 = 0.507 5746 + 0.654 5971 = 0.701 7.049 = 0.644 **
Spleen {mg) 8276 = 95.7 806.1 = 97.6 833.6 109.9 12721 = 236.4 **
{mg/g) 1392 = 0.154 1396 = 0.109 1.489 = 0.186 2459 =+ 0.332 **
Testis (R) (mg) 18025 1284 1770.8 = 167.3 17072 = 109.2 17013 = 137.8
(mg/p) 3045 = 0.346 3083 = 0.326 3.061 = 0.332 3308 = 0.227
Testis (L) (mg) 17803 =% 100.8 17336 = 158.4 17191 = 1274 17046 + 136.4
(mg/g) 3.009 = 0.326 3.021 + 0.339 3.084 = 0.375 3315 = 0.232
Testis (mg) 35828 = 2218 35044 = 3239 34263 = 2335 34059 +£ 271.6
(mg/g) 6.054 = 0.663 6.103 % 0.662 6.145 % 0.703 6.623 £ 0.454
Prostate, ventral (mg) 5002 % 155.5 5903 # 1142 6279 * 181.5 5802 = 139.7
(mgfg) 0855 = 0.310 1.026 0.199 1129 # 0.362 1.132 £ 0.282
Submandibular glands (mg) 7873 = 141.7 7171 78.6 7480 =+ 94.6 6362 + 72.8 **
(mg/g) 1318 = 0.171 1248 + 0.139 1337 = 0.175 1238 £ 0.139
Seminal vesicles (mg) 18103 = 163.4 16425 262.2 1693.7 282.2 1706.1 # 211.7
(mg/g) 3.053 = 0.334 2850 0.406 3.027 # 0.469 3.311 * 0.320

Each value shows mean = $.D.

Significantly different from the control group (*: P<0.05, **; P<0.01).
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Table 8 (Continued)

Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Organ weight of males

Group Control {vehicle: corn oil) Low dose (BEA 20 my/kg) Medium dose (BEA 100 mg/kg) High dose (BEA 500 mg/kg)
Number of males 10 10 10 9
Body weight ® 596.6 + 58.9 5777 £ 58.3 562.8 = 63.7 5146 = 30.3 **
Pituitary gland (mg) 133 % 21 124 % 19 130 % 24 114 = 1.7
(mg/g) 0.023 % 0.005 0021 = 0.003 0.023 * 0.005 0.022 = 0.004
Thyroid gland (mg) 265 % 54 253 % 23 265 £ 6.6 282 % 5.6
(mg/p) 0045 0.009 0.044 = 0.006 0.047 = 0.009 0.055 = 0.014
Adrenal gland (R) (mg) 282 4.1 ©) 284 % 59 247 % 33 244 = 39
(mg/g) 0470 = 0.007 ©) 0.049 = 0.009 0.044 = 0.007 0.048 = 0.008
Adrenal gland (L) (mg) 299 = 49 ©) 300 = 63 256 3.1 258 = 40
(mg/g) 0.050 = 0.010 ©) 0.052 =+ 0.010 0.046 <+ 0.006 0.050 =+ 0.009
Adrenal gland (mg) 581 % 8.6 ©) 584 % 118 503 + 6.1 502 % 77
(mglg) 0098 + 0017 ) 0101 £ 0018 0090 % 0013 0098 + 0016
Each value shows mean £ S.D.
Significantly different from the control group (*: P<0,05, **: P<0.01).

Figures in parentheses indicate number of cases.
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Table 8 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Organ weight of females

Group Control (vehicle: com oil) Low dose (BEA 20 mg/kg) Medium dose (BEA 100 mg/kg) High dose (BEA 500 mg/kg)
Number of females 10 10 10 10
Body weight ® 2747 = 27.8 287.0 % 34.0 2793 = 30.1 2746 = 19.6
Brain (mg) 18542 = 67.3 18219 = 71.1 18762 + 81.5 18268 =+ 91.9
(mg/g) 6811 = 0.716 6433 = 0.841 6771 + 0.586 6.677 0.495
Thy mus (mg) 2342 = 61.7 223.6 % 53.0 2810 = 96.8 2438 % 55.6
(mg/g) 0870 =+ 0.294 0776 % 0.137 1.007 = 0.347 0.886 = 0.190
Heart (mg) 861.0 =+ 65.0 893.1 =% 95.1 890.7 & 69.2 9373 = 99.2
(mg/g) 3.148 = 0.221 3125 = 0.259 3.205 0.227 3411 + 0.247 *
Lungs (mg) 10169 = 79.5 1045.1 = 554 10475 = 72.0 10556 + 90.9
(mg/p) 3720 £ 0.310 3678 = 0.382 3779 = 0.367 3.844 = 0.189
Liver (mg) 67393 + 623.5 73920 = 10469 7870.8 & 828.2 * 97423 £ 813.6 **
(mg/g) 24613 * 1.773 25720 = 1.366 28.239 1.765 ** 35491 * 2.012 **
Kidney (R) (mg) 865.0 = 72.1 906.6 = 96.4 9413 = 84.0 10245 101.6 **
(mg/p) 3161 + 0.230 3170 = 0.206 3383 & 0.228 3731 0.247 **
Kidney (L) (mg) 8489 <+ 67.8 883.0 = 79.3 9142 = 81.5 10083 % 93.6 **
(mg/y) 3103 £ 0.218 3.091 = 0.209 3286 % 0.227 3670 £ 0.192 **
Kidney (mg) 17139 + 136.4 1789.6 = 172.8 18554 = 163.4 20327 % 1928 **
(mg/e) 6264 = 0434 6261 = 0399 6.668 + 0445 7401 £ 0428 **
Spleen (mg) 526.8 + 83.9 4949 = 823 6014 = 74.3 10195 =+ 206.2 **
(mg/g) 1921 % 0.264 1725 % 0.206 2173 % 0.323 3692 = 0.568 **
Ovary (R) (mg) 381 % 103 404 =+ 10.1 419 =+ 6.8 362 32
(mg/p) 0139 % 0.034 0.141 = 0.033 0.151 = 0.024 0.132 = 0.011
Ovary (L) (mg) 359 % 6.8 390 + 9.4 401 %= 9.7 338 % 33
(mg/g) 0132 = 0.028 0.136 =% 0.030 0.144 = 0.034 0.124 = 0.015
Ovary (mg) 74.1 % 12.8 794 = 18.9 820 = 14.9 700 £ 5.1
(mg/g) 0271 0.045 0277 % 0.061 0295 = 0.052 0.256 0.022
Uterus {mg) 603.1 + 215.7 5352 = 142.1 541.8 = 186.6 5378 % 156.8
{mg/g) 2253 & 0.969 1859 =+ 0.399 1993 + 0.833 1951 0.528
Submandibular glands {mg) 4338 =+ 38.1 4457 % 338 4245 +£ 25.7 4167 % 36.2
{mg/g) 1593 % 0.200 1.569 = 0.195 1.531 + 0.131 1522 % 0.150

Each value shows mean + $.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).



Table 8 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Organ weight of females

Group Control (vehicle: com oil) Low dose (BEA 20 mgkg) Medium dose (BEA 100 mg/kg) High dose (BEA 500 mg/kg)
Number of females 10 10 10 10
Body weight ® 2747 £ 27.8 2870 = 340 2793 % 30.1 2746 = 19.6
Pituitary gland (mg) 163 = 32 168 * 3.0 170 # 22 142 = 12
(mgfe) 0.060 * 0.012 0.059 =+ 0.009 0.061 =* 0.008 0052 = 0.007
Thy roid gland {mg) 236 % 58 203 % 23 197 = 2.3 208 =% 4.0
(mg/g) 0.086 =+ 0.018 0.071 = 0.010 0.071 = 0.011 0.076 + 0.016
Adrenal gland (R) {mp) 267 4.1 280 = 34 302 = 3.6 283 = 5.0
{mg/g) 0.098 =+ 0.019 0.098 = 0.006 0.109 = 0.011 0.103 = 0.013
Adrenal gland (L) (mg) 275 & 2.8 289 % 46 302 % 33 310 % 45
{mg/g) 0.101 = 0.015 0.101 % 0.010 0109 = 0.012 0113 + 0.013
Adrenal gland (mg) 542 = 6.2 568 = 79 604 =+ 6.5 593 +£ 9.3
(mg/g) 0.199 =+ 0.032 0.198 £ 0.014 0.218 =+ 0.022 0215 = 0.025
Each value shows mean + S.D.
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Table 9
Ninety—-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Macroscopic findings of males

Group Control (vehicle: corn oil) BEA BEA BEA
Dose (mg/kg) 0 20 100 500
Findings Grade - P - P - P P
Brain
Recessed area 10 0 10 O 9 1 0
Ileum
Diverticulum 10 0 10 0O 10 0O 2
Kidney
Pale colored area 10 0 10 O 10 0O 1
Skull
Elevated area 10 0 10 O 9 1 0
Spleen
Discoloration, dark colored 10 0 10 0 8 2 9
Enlargement 10 0 10 0O i0 o 8
Stomach
Thickening, mucosa 10 0 10 0 9 1 7
Thymus )
Small 10 0 10 0 10 0O 1
Notes) ~ : No abnormal changes P : Non-graded change

Numerals represent the number of animals.
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Table 9 (Continued)

Ninety-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Macroscopic findings of females

Group Control (vehicle: corn oil) BEA BEA BEA
Dose (mg/kg) 0 20 100 500
Findings Grade - P - P - P P
Spleen
Discoloration, dark colored 10 0 10 0O 10 0 10
Enlargement 10 0 10 © 10 O 9
Stomach
Thickening, mucosa 10 0 10 © 10 © 4
Notes) - : No abnormal changes P : Non-graded change

Numerals represent the number of animals.
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Table 10

Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Histopathological findings of males

Group Control (vehicle: corn oil) BEA BEA BEA
Dose (mg/kg) 0 20 100 500
Findings Grade - + + 2+ 3+ P NE - +* + 2+ 3+ P NE - * + 2+ 3+ P NE * 2+ 3+ P NE
Brain
Cellular infiltration,
mononuclear cell 10 0 0 0 O o 0 1 0 © 0 0 0
Deposit, pigment, brown 10 0 0 0 O 0 1 0 0 © 0 0 o
Thickening, meninx 10 0 0 0 O o 1 o 0 O 0 0 0
Spinal cord 10
Pituitary gland
Cyst 8 2 1
Cyst~like lesion 9 1 1
Eyeball
Dysplasia, retina 9 1 1
Mineralization 9 1 0 0 O 0 0 0
Harderian gland
Cellular infiltration, lymphocyte 8 2 0 0 O 2 0 0
Optic nerve 10
Notes) - : No abnormal changes *: Very slight + : Slight 2+: Moderate 3+: Marked

P : Non-graded change NE: Not examined
Numerals represent the number of animals.
*P<0.05, **P<0.01 : Significantly different from control (Mann-Whitney U test).
#P<0.05, ##P<0.01 : Significantly different from control (Fisher's exact test).
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Table 10 (Continued)
Ninety-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Histopathological findings of males

Group Control (vehicle: corn oil) BEA BEA BEA
Dose {mg/kg) 0 20 100 500
Findings Grade - +* 4+ 2+ 3+ P NE - + + 2+ 3+ P NE - + + 2+ 3+ P NE + 2+ 3+ P NE
Nasal cavity
Eosinophilic globule 5 4 1 0 0 2 0 0
Mineralization 5 5 0 0 0 6 0 0
Necrosis, focal 10 0 0 0 O 2 0 0
Zymbal gland
Dilatation, cystic 9 1 0 0 O 0 0 0
Submandibular gland 10
Sublingual gland 10
Tongue 10
Esophagus 10
Trachea 10
Aorta 10
Thyroid gland
Ultimobranchial body 8 2 3
Parathyroid gland 10
Notes) - : No abnormal changes +: Very slight + : Slight 2+: Moderate 3+: Marked

P : Non-graded change NE: Not examined
Numerals represent the number of animals.
*P<0.05, **P<0.01l : Significantly different from control (Mann-Whitney U test}.
#P<0.05, ##P<0.01 : Significantly different from control (Fisher's exact test).
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Table 10 (Continued)
Ninety-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Histopathological findings of males

Group Control (vehicle: corn oil) BEA BEA BEA
Dose (mg/kg) 0 20 100 500
Findings Grade - + + 2+ 3+ P NE - + + 2+ 3+ P NE - + + 2+ 3+ P NE + 2+ 3+ P NE
Thymus
Atrophy 10 0 0 0 O 1 0 0
Hyperplasia, epithelial
tubule/cord 10 0 0 0 0 1 U]
Heart
Cellular infiltration,
mononuclear cell 4 6 0 0 O 4 0 0
Degeneration/necrosis, myocardial 8 2 0 0 0 2 0 0
Fibrosis, focal 6 4 0 0 O 1 0 0
Lung
Accumulation, foam cell 3 6 1 0 0 2 0 0
Granuloma S 0 1 0 O 0 0 0
Metaplasia, osseous 8§ 2 0 0 0 2 0 0
Mineralization 6 4 0 0 O 3 0 0
Bronchus 10
Notes) - : No abnormal changes +: Very slight + : Slight 2+: Moderate 3+: Marked

P : Non-graded change NE: Not examined
Numerals represent the number of animals.
*P<0.05, **P<0.01 : Significantly different from control (Mann-Whitney U test).
#P<0.05, ##P<0.01 : Significantly different from control (Fisher's exact test).
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Table 10 (Continued)

Ninety—-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Histopathological findings of males

Group Control (vehicle: corn oil) BEA BEA BEA
Dose (mg/kg) 0 20 100 500
Findings Grade - * 4+ 2+ 3+ P NE - &+ + 2+ 3+ P NE - 2+ 3+ P NE - 2+ 3+ P NE
Liver o, 4
Deposit, hemosiderin 10 0 0 0 O 10 0 0 0 O 8 2 0 0 0 0 0
P
Fatty change, hepatocyte 6 3 1 5 1 0 ¥ 2 7 0 1 2 2 0 5 0 0
o
Hypertrophy, hepatocyte 10 0 0 0 O 10 0 0 0 O 10 0 0 0 4 0 0
Microgranuloma 6 3 1 0 0 8 2 0 0 O© 6 4 0 0 6 0 0
Tension lipidosis 10 0 10 0 10 0 7 2
Kidney
Basophilic tubule, cortex 6 4 0 0 O 5 5 0 0 0 8 2 0 0 9 0 0
Cellular infiltration, lymphocyte g 1 0 0 O 9 1 0 0 O 10 O 0 0 8 0 0
(e T
Deposit, hemosiderin 10 0 0 0 © 10 0 0 0 O 10 0O 0 0 0 0 O
Hemorrhage 9 1 0 0 0 i0 0 0 0 O 10 O 0 0 9 [
Mineralization 7 3 0 0 0 8 2 0 0 O 8 2 0 0 8 0 0
Spleen N e
Deposit, hemosiderin 0O 5 5 0 0 0 6 4 0 O 0 0 2 0 0 S 0
Hematopoiesis, extramedullary 0 1 8 1 o 0 0 9 1 o0 0 0 3 0 0 5 4
Notes) - : No abnormal changes +: Very slight + : Slight 2+: Moderate 3+: Marked

P : Non-graded change NE: Not examined

Numerals represent the number of animals.

*P<0.05, **P<0.01 :
#P<0.05, ##P<0.01 :

Significantly different from control
Significantly different from control

(Mann~-Whitney U test).
(Fisher's exact test).
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Table 10 (Continued)
Ninety-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Histopathological findings of males

Group Control (vehicle: corn oil) BEA BEA BEA
Dose (mg/kg) 0 20 100 500
Findings Grade -~ * 4+ 2+ 3+ P NE - * + 24+ 3+ P NE - * + 2+ 3+ P NE + 2+ 3+ P NE
Pancreas
Atrophy, acinar cell 7 3 0 0 O 1 0 0
Fibrosis, focal 9 1 0 0 O 0 0 0
Adrenal gland
Hematopoiesis, extramedullary 10 0 0 0 O 0 0 0
Stomach
Edema, lamina propria 7 3 0 0 O 6 4 0 0 O 7 2 1 0 0 3 0 0
Vacuolation, limiting ridge 100 0 0 0 O 10 0 0 0 O 1000 0 0 O 1 0 0
Duodenum 10
Jejunum 10
Ileum
Diverticulum 10 0 2
Cecum 10
Colon 10
Rectum 10
Notes) - : No abnormal changes #: Very slight + : Slight 2+: Moderate 3+: Marked

P : Non-graded change NE: Not examined
Numerals represent the number of animals.
*P<0.05, **P<0.01 : Significantly different from control (Mann-Whitney U test).
#P<0.05, ##P<0.01 : Significantly different from control (Fisher's exact test).
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Table 10 (Continued)

Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Histopathological findings of males

Group Control (vehicle: corn oil}) BEA BEA BEA
Dose (mg/kg) 0 20 100 500
Findings Grade - + + 2+ 3+ P NE - t + 2+ 3+ P NE + 2+ 3+ P NE - + 2+ 3+ P NE
Lymph node, submandibular 10 9
Lymph node, mesenteric 10 9
Testis 10 9
Epididymis
Cellular infiltration, lymphocyte 10 0 0 0 O 8 60 0 O
Prostate
Cellular infiltration, lymphocyte 3 5 2 0 0 7 2 0 0
Seminal vesicle 10 9
Coagulating gland 10 S
Urinary bladder
Cellular infiltration, lymphocyte 9 1 0 0 O S 0o 0 0
Femur 10 9
Marrow, femur o, 4h
Hematopoiesis, increased 10 6 0 0 O 10 0 0 0 O 0 0 0 0 5 2 0
Sternum 10 9
Notes) ~ : No abnormal changes : Very slight + : Slight 2+: Moderate 3+: Marked

P : Non-graded change NE: Not examined

Numerals represent the number of animals.
*P<0.05, **P<0.01 : Significantly different from control (Mann-Whitney U test).
#P<0.05, ##P<0.01 : Significantly different from control (Fisher's exact test).
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Table 10 (Continued)
Ninety-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Histopathological findings of males

Group Control (vehicle: corn oil) BEA BEA BEA
Dose (mg/kg) 0 20 100 500
Findings Grade - * + 2+ 3+ P NE - + + 2+ 3+ P NE + + 2+ 3+ P NE - + 2+ 3+ P NE
Marrow, sternum T
Hematopoiesis, increased 10 0 0 0 0O 0 0 0 0 O 1 0 0 O 0 6 2 0
Skeletal muscle 10 9
Sciatic nerve 10 9
Skin 10 9
Mammary gland 10 9
Skull
Thickening 1 0 0 O
Notes) - : No abnormal changes #: Very slight + : Slight 2+: Moderate 3+: Marked

P : Non-graded change NE: Not examined
Numerals represent the number of animals.
*P<0.05, **P<0.0l1 : Significantly different from control (Mann-Whitney U test).
#P<0.05, ##P<0.01 : Significantly different from control (Fisher's exact test).
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Table 10 (Continued)
Ninety-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Histopathological findings of females

Group Control (vehicle: corn oil) BEA BEA BEA
Dose (mg/kg) 0 20 100 500
Findings Grade - %+ 4+ 2+ 3+ P NE - + 4+ 2+ 3+ P NE - + 4+ 24+ 3+ P NE - + + 2+ 3+ P NE
Brain 10 10
Spinal cord 10 10
Pituitary gland 10 10
Eyeball 10 10
Harderian gland
Cellular infiltration, lymphocyte 9 1 0 0 O 8 2 0 0 O
Optic nerve 10 10
Nasal cavity
Cellular infiltration, neutrophil 10 0 0 0 O 8 2 0 0 O
Eosinophilic globule 6 3 1 0 O 5 5 0 0 0
Mineralization 9 1 0 0 O 7 3 0 0 O
Necrosis, focal 10 0 o 0 O g8 1 1 0 0
Zymbal gland 10 10
Submandibular gland
Hypertrophy, acinar cell 10 0 0 0 O 9 0 1 0 O
Notes) - : No abnormal changes #*: Very slight + : Slight 2+: Moderate 3+4: Marked

P : Non-graded change NE: Not examined
Numerals represent the number of animals.
*P<0.05, **P<0.01 : Significantly different from control (Mann-Whitney U test).
#P<0.05, ##P<0.0l1 : Significantly different from control (Fisher's exact test).
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Table 10 (Continued) v
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Histopathological findings of females

Group Control (vehicle: corn oil) BEA BEA BEA
Dose (mg/kg) 0 20 100 500
Findings Grade - £ + 2+ 3+ P NE - + + 2+ 3+ P NE + 2+ 3+ P NE - * + 2+ 3+ P NE
Sublingual gland
Hypertrophy, acinar cell 10 0 0 0 O S 1 0 0 O
Tongue 10 10
Esophagus 10 10
Trachea 10 10
Aorta 10 10
Thyroid gland
Ectopic thymic tissue 7 3 10 0
Ultimobranchial body 3 7 5 5
Parathyroid gland 10 10
Thymus
Hyperplasia, epithelial
tubule/coxd 7 3 0 0 0 5 5 0 0 0
Heart
Cellular infiltration,
mononuclear cell 10 0 0 0 O 8 2 0 0 0
Notes) - : No abnormal changes +: Very slight + : Slight 2+: Moderate 3+: Marked

P : Non-graded change NE: Not examined
Numerals represent the number of animals.
*P<0.05, **P<0.01 : Significantly different from control (Mann-Whitney U test).
#P<0.05, ##P<0.01 : Significantly different from control (Fisher's exact test).
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Table 10 (Continued)

Ninety-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Histopathological findings of females

Group Control (vehicle: corn oil) BEA BEA BEA
Dose (mg/kg) 0 20 100 500
Findings Grade - + + 2+ 3+ P NE - + + 2+ 3+ P NE - + + 2+ 3+ P NE - + 2+ 3+ P NE
Lung
Accumulation, foam cell S 1 0 0 o0 8 2 o 0
Microgranuloma 9 1 0 0 o0 10 © 0 0
Mineralization 7 3 0 0 o0 9 1 0 0
Bronchus 10 10
Liver # *r
Deposit, hemosiderin 10 0 0 0 O 10 0 0 0 O 5 5 0 0 0 0 3 0 0
Fatty change, hepatocyte 5 4 1 0 0 5 5 0 0 O 2 8 0 0 O 3 7 0 0
Hematopoiesis, extramedullary 160 0 0 0 O 10 0 0 0 O i0 ¢ 0 0 O 9 1 0 0
e 1]
Hypertrophy, hepatocyte 10 0 0 0 O 10 0 0 0 O 7 3 0 0 O 0 10 0 0
¥
Microgranuloma 8 2 0 0 O 7 3 0 0 0 5 4 1 0 O 3 6 0 0
Tension lipidosis 9 1 10 0 9 1 10 0]

Notes) -
P : Non-graded change

No abnormal changes

Numerals represent the number of animals.

*p<0.05,
#P<0.05,

**p<0.01
##P<0.01

+: Very slight + :
NE: Not examined

: Significantly different from control

Slight 2+: Moderate

3+: Marked

(Mann-Whitney U test).
: Significantly different from control (Fisher's exact test).
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Table 10 (Continued)
Ninety-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Histopathological findings of females

Group Control (vehicle: corn oil) BEA BEA BEA
Dose (mg/kg) 0 20 100 500
Findings Grade - £ + 2+ 3+ P NE - + + 2+ 3+ P NE - 2+ 3+ P NE - + 2+ 3+ P NE
Kidney '
Basophilic tubule, cortex 6 4 0 0 O 7 3 0 0 O 8 0 0 10 O 0 0
Cellular infiltration, lymphocyte 7 3 0 0 O 9 1 0 0 O© 9 0 0 10 © 0 0
Cyst 9 1 9 1 10 0 10 0
b
Deposit, hemosiderin 10 0 0 0 O 10 0 0 0 O 7 0 0 o 7 0 0
Hyperplasia, transitional cell 9 1 0 0 O 9 1 0 0 O 10 0 0 10 0 0 o
# b
Mineralization 3 6 1 0 O 4 4 2 0 O 8 0 o 9 1 0 0
Spleen
Congestion 100 0 0 0 O 16 0 0 0 O 10 0 0 9 0 0 0
Deposit, hemosiderin 0 0 4 6 O 0 0 4 6 0 0 9 0 0 0 5 5
Hematopoiesis, extramedullary 0 4 66 0 O 0O 6 4 0 O 0] 2 0 0 O 9 0
Pancreas 10 10
Adrenal gland 10 10
Stomach
Edema, lamina propria 8 2 0 0 O 6 3 1 0 O 6 0 0 6 2 (O]
Notes) - : No abnormal changes *: Very slight + : Slight 2+: Moderate 3+: Marked

P : Non-graded change NE: Not examined
Numerals represent the number of animals.
*P<0.05, **P<0.01 : Significantly different from control (Mann-Whitney U test).
#P<0.05, ##P<0.01 : Significantly different from control (Fisher's exact test).
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Table 10 (Continued)
Ninety-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Histopathological findings of females

Group Control (vehicle: corn oil) BEA BEA BEA
Dose (mg/kg) 0 20 100 500
Findings Grade - + + 2+ 3+ P NE - + + 2+ 3+ P NE - * + 2+ 3+ P NE - * + 2+ 3+ P NE
Duodenum 10 10
Jejunum 10 10
Ileum 10 10
Cecum 10 10
Colon 10 10
Rectum 10 10
Lymph node, submandibulaxr 10 10
Lymph node, mesenteric 10 10
Ovary
Mineralization 10 0 0 0 O 9 1 0 0 O
Oviduct 10 10
Uterus 10 10
Vagina 10 10
Urinary bladder 10 10
Notes) - : No abnormal changes =*: Very slight + : Slight 2+: Moderate 3+: Marked

P : Non-graded change NE: Not examined
Numerals represent the number of animals.
*P<0.05, **P<0.01 : Significantly different from control (Mann-Whitney U test).
#P<0.05, ##P<0.01 : Significantly different from control (Fisher's exact test).
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Table 10 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Histopathological findings of females

Group Control (vehicle: corn oil) BEA BEA BEA
Dose (mg/kg) 0 20 100 500
Findings Grade - * + 2+ 3+ P NE ~ &+ + 2+ 3+ P NE - + + 2+ 3+ P NE - + 24+ 3+ P NE
Femur 10 ' 10
Marrow, femur **, B4
Hematopoiesis, increased 10 0 0 0 O 10 0 0 0 O 7 2 1 0 O 0 0 10 0
Sternum 10 10
Marrow, sternum **,
Hematopoiesis, increased 10 0 0 0 O 10 0 0 0 O 9 1 0 0 O 0 1 9 ©
Skeletal muscle 10 10
Sciatic nerve 10 10
Skin 10 10
Mammary gland 10 10

Notes) - : No abnormal changes +: Very slight + : Slight 2+: Moderate 3+: Marked

P : Non-graded change NE: Not examined
Numerals represent the number of animals.
*P<0.05, **P<0.01 :

#P<0.05, ##P<0.01 :

Significantly different from control (Mann-Whitney U test).
Significantly different from control (Fisher's exact test).
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Photo 1

Microphotograph of the liver in the control group
(animal no. F01041), HE stain
No abnormal changes are observed.

Photo 2

Microphotograph of the liver in the high dose group

(animal no. F04071), HE stain

Deposition of brown pigment (hemosiderin) in Kupffer cells and
hepatocellular hypertrophy in centrilobular/midzonal area are observed.
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Photo 3
Microphotograph of the femoral bone marrow in the control group
(animal no. M01001), HE stain
No abnormal changes are observed.

Photo 4
Microphotograph of the femoral bone marrow in the high dose group
(animal no. M04034), HE stain
Hematopoietic cells are increased
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Photo 5
Microphotograph of the spleen in the control group
(animal no. M01009), HE stain
Deposition of brown pigment (hemosiderin) and extramedullary
hematopoiesis are observed.

Photo 6

Microphotograph of the spleen in the high dose group

(animal no. M04034), HE stain

Deposition of brown pigment (hemosiderin) and extramedullary
hematopoiesis are increased.
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Photo 7
Microphotograph of the liver in the high dose group
(animal no. M04034), Berlin blue stain
Cells positive for Berlin blue (hemosiderin) in Kupffer cells are observed.

Photo 8

Microphotograph of the kidney in the high dose group
(animal no. M04034), Berlin blue stain
Cells positive for Berlin blue (hemosiderin) in proximal tubules are observed.
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Photo 9

Microphotograph of the spleen in the high dose group
(animal no. M04034), Berlin blue stain
Cells positive for Berlin blue (hemosiderin) in red pulp are observed.
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Appendix 1
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
General condition of males

Control (vehicle: com oil)

Male No. Days of administration

1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25
Pre Post Prc Post Prc Post Prc Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Prc Post Pre Post Prc Post Pre Post Prc Post Pre Post Pre Post Prc Post Pre Post

MO1001 - . . - - . - - - WYV NV WV VWV DVrVVYVVVVVV VWV VWV V.V VWV VWV W VWV W VWV W VWV ] ]
MO01002 e e e e e e e e e e e e e e e e e e e e e e e
M01003 e e e e e Lo e L e e e e e e e e e e e e e e e e
MO1004 e T ...,
M01005 e e e e e oL Lo oL L e e e e e L e s e e e e e e e e e e e e
M01006 ...
M01007 e e e e el e e e e e e e e e e e e e e
M01008 e e e e el e e e e e e e e e e e e e
M01009 T S ST S
MO01010 o T T

Numberofmales 10 10 10 10 10 10 10 10 10 10 106 10 10 10 10 10 10 0 10 1 10 10 10 10 10 10 10 10 1 10 10 10 1 0 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
- 10 10 10 10 10 10 10 1 10 1 10 1 1 1 10 1 10 10 1 10 10 10 10 10 10 © 10 10 o 10 10 10 10 10 10 10 10 10 1© 10 10 10 10 10 10 10 10 10 0 I0

a 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 o
b 0 0 0 0 0 0 [ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
c 0 0 0 0 0 0 0 0 0 0 0 0 ] 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 [ 0 0
d 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 [ 0 0 0 0
Prc: Before administration, Post: after administration.
- General appearance, No abnormality.
a: Posture, Body position, Prone position.
b: Behavior, Decrease in locomotor activity .
c¢: Excretion, Reddish urinc.
d: Mouth, Salivation.
Control (vehicle: corn oil)
Male No. Days of admini ion
26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43 44 45 46 47 48 49 50
Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Prc Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Prc Post Prc Post Pre Post Pre Post Pre Post Prc Post Pre Post Prc Post Prc Post Prc Post Pre Post Pre Post
MO01001 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M01002 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - .- - - - - - - - - - - - - - . . - - - -
MO01003 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO1004 - - - - - - - - - - - - - - - - - - - - - - - - - - .- e - - - - - - - - - - - - - - - - - - -
MO01005 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . - - - - - - - - - - - - - - - - - -
MO01006 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M01007 - - - - - - - - - - - - . - - - - - - - e - e .. - - - - - - - - - - - - - - - - - - - - - - - . -
MOI008 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M01009 - - - - - - - - - - - - - - - - - - - - - - - - - - - e e e . - - - - - - - - - - - - - - - - - - -
MO01010 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - N - - - - - - . . . -

Numberofmales 10 10 10 10 10 10 10 10 10 10 10 10 110 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 16 10 10 10 10 10 10
- 10 10 10 10 10 10 10 10 10 10 10 10 10 10 0 10 10 10 1 10 10 0 1 10 10 10 10 10 1 10 10 10 10 0o 10 10 10 10 10 10 10 10 10 0 10 10 10 10 10 10
d o 0 o0 o o0 o o0 0 0 O O O O O O O 6 O o0 0 0 0 0 ¢ 0 ¢ O 0 0O 0 0 0 0 O ¢ 0 0 0 0 o0 0 0 0 0 0 O 0O 0 0 ©

Pre: Before administration, Post: afier administration.
-: General appcarance, No abnormality .
d: Mouth, Salivation.
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Appendix 1 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
General condition of males

Control (vehicle: com oil)

Male No. Day s of administration
51 52 53 54 55 56 57 58 59 60 61 62 63 64 65 66 67 68 69 70 71 72 73 74 75
Pre Post Prc Post Pre Post Prc Post Pre Post Prc Post Prc Post Pre Post Pre Post Prc Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Mo1001 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . - - - - - - - - - - - - -
Mo01002 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M01003 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO01004 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO1005 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO01006 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . - - - -
Mo1007 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Mo1008 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO01009 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO01010 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Numberofmales 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 106 10 10 10 1 10 10 10 106 10 16 10 10 10 10 t6o 16 106 0 10 10 10 10 10 10 10 10 10 10 1 ¢ 10
- 10 10 10 10 10 10 10 1 10 10 10 1 10 10 10 10 0 1 10 10 10 10 10 10 10 10 10 10 11© 10 10 10 1¢ 10 10 10 10 1 10 10 0 10 10 10 10 10 10 10 10 10
a 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 Y ] ] 0 [ [1] 0 0 0 0 0 0 ¢ 0 0 0 ] 0 0 0 o
b ] 0 0 0 0 0 ] 0 0 0 0 0 0 0 0 0 0 0 ] 0 0 0 0 [} 0 0 0 0 0 Y ] ] 0 [ 0 0 0 0 0 0 0 [ 0 0 0 0 0 0 0 o
c 0 0 0 0 0 0 0 ] 0 0 0 0 0 0 0 0 0 0 o 0 0 0 0 [ 0 0 0 0 0 0 0 [ 0 ] [ 0 0 0 [ 0 ] ] 0 0 [ [ 0 1] 0 1]
d 0 0 0 0 0 0 0 [ 0 0 ] 0 0 0 0 0 0 0 ] 0 0 0 0 ] 0 0 0 0 0 1] 0 0 0 ] o 0 0 0 1] 0 0 o 0 0 o 1] 0 [ 0 0
f 0 o 0 0 0 0 0 1] 0 0 ] 0 ] ] [ 0 0 ] 0 0 ¢ 0 0 ] 0 0 0 0 0 ] 0 ] 0 ] 0 0 0 0 ] 0 0 0 0 0 [ 0 ¢ 0 0 0
g 0 ] 0 0 0 0 0 ¢ 0 0 0 0 o 0 0 0 0 ] 0 0 0 0 ] o 1] 0 0 0 0 0 0 0 0 ] 0 0 0 ] ¢ 0 0 [ 0 0 ] ] 0 0 0 [}
h 0 0 0 0 [ 0 0 ¢ 0 0 0 0 0 0 0 0 0 [ 0 0 0 0 0 0 4] 0 0 0 0 0 0 0 0 0 0 0 0 0 0 o [ 0 0 0 o Y ] ¢ 0 [
i 0 [ 0 0 [ 0 0 0 0 [ 0 0 0 0 0 [Y 0 0 0 0 [ 0 0 0 [ 0 0 0 [ 0 0 0 0 0 0 0 0 [ 0 [ 0 0 0 0 [ 0 [ 0 4
Pre: Before administration, Post: after inistrati
-2 General appearance, No abnormality .
a: Posture, Body position, Prone position.
b: Behavior, Decrease in locomotor activity .
c: Excretion, Reddish urine.
d: Mouth, Salivation.
{* Mouth, Loss of teeth.
¢ Eye, Eycball, Bulbi, Globe, Incomplete ey elid opening
h: Nosc, Smudge of perinasal area.
i: Excrction, Decrease in amount of feces.
Control (vehicle: corn oil)
Male No. Day s of administration
76 77 78 79 80 81 82 83 84 85 86 87 88 89 90 91
Pre Post Pre Post Prc Post Prc Post Prc Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Prc Post Pre Post Pre
Mo01001 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO01002 - - . - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M01003 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO01004 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO1005 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M 01006 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Mol1007 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Mol1008 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO01009 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO1010 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -

Numbcrofmales 10 10 10 1 10 10 10 10 10 10 1¢ 10 10 10 10 10 10 10 10 10 16 10 10 10 10 10 10 10 10 10 10
- 10 10 10 0 0 10 10 10 10 1 10 10 10 10 10 10 10 10 16 0 106 10 16 10 10 10 10 10 10 10 10

d 0 0 [} 0 0 [ 0 0 0 0 0 0 0 [ [} 0 0 0 0 0 0 0 ] 0 [¢] [} 0 0 0 ] 0
3 0 0 [ [ 0 0 0 0 0 0 0 [ 0 0 [ 0 0 0 0 0 0 0 [ 0 0 Y 0 0 0 0 0
Pre: Before administration, Post: after administration

-: General appcarance, No abnormality .
d: Mouth, Salivation.
¢; General appearance, Food was spilled out from container..
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Appendix 1 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

General condition of males
Low dose (BEA 20 mg/kg)

Male No. Days of administration
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25
Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Prc Post Pre Post
MO02011 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02012 - - - E e - - - - - - - - - - - - B - - - - - - - - . - - - - - . - - - -
M02013 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02014 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02015 - - - - D - - - - - - - - - - - - - - B S - - . - - - - - - e e - -
MO02016 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02017 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02018 - - - - - - L - - - - - - - - - - - - - - - - - - - - - - - - - - - - . - - - - - - - - - -
M02019 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02020 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Number of males 10 10 10 10 10 10 10 10 10 10 10 10 16 10 10 10 10 10 10 10 1© 10 10 10 0 1 10 1 10 10 10 10 10 10 10 1 10 1 10 10 0 10 10 1 10 10 10 10 10 10
. 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 1o 10 0o 10 10 10 10 10 10 1 1 10 10 10 10 10 10 10 10 10 10 0 10 10 10 10 10 10 10 10 10 10 0 10 10
a 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
b 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
c 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 [ 0 0 0 0 0 ¢ 0 0 0 0 0 0 0 0 0 0 0
d 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 [ [ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Pre: Before administration, Post: after administration.
-: General appearance, No abnormality .
a: Posture, Body position, Prone position.
b: Behavior, Decreasc in locomotor activity .
¢: Excretion, Reddish urine.
d: Mouth, Salivation.
Low dosc (BEA 20 mgkg)
Male No. Days of administration
26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43 44 45 46 47 48 49 50
Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post Prc Post Prc Post Prc Post Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post Pre Post Prc Post Pre Post
Mo2011 - - - - - - - - - e - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MQ2012 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02013 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Mo20i4 - - - - - - - - - - - - - - - - - - - - - - - - - - - - R e T T - - - - - - - - - - - - - -
MO02015 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02016 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02017 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02018 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02019 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M 02020 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -

Numberofmales 10 10 10 10 10 10 10 10 16 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 1 10 10 10 10 10 10 1 10 10 0 10 10 10 10 10 0 0o 10 10 10
- 19 10 10 10 10 10 10 10 10 10 10 10 10 10 10 1 10 10 10 10 10 10 10 1 10 10 10 0 10 10 10 10 10 10 10 10 11 10 10 10 10 10 110 10 10 10 10 10 10 10
d 0 0 o0 ¢ o0 0 06 0 0 0 0 0 o o o0 ¢ ¢ ¢ o0 0O O © 0 0 o0 ©0 O O o0 O 0 0 0 0 0 ¢ 0O 0O O 0 0O 0 0 0 0 0 0 0 0o o

Pre: Before administration, Post: after administration.
-: General appearance, No abnormality .
d: Mouth, Salivation.
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Appendix 1 (Continued)
Ninety-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
General condition of males

Low dose (BEA 20 mp/kg)
Male No. Day s of administration
51 52 53 54 55 56 57 58 59 60 61 62 63 64 65 66 67 68 69 70 71 72 73 74 75
Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Prc Post Prc Post Pre Post Pre Post Pre Post Prc Post Pre Post Pre Post Prc Post Prc Post Pre Post Pre Post Prc Post
Mo02011 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02012 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02013 D - - - - - B L - T - - - - - - B - -
Mo2014 T - - - - - f ¢ f f f £ ¢ £ £ ¢ £ £ £ £ - - - - S T T S - - - L -
M02015 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02016 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02017 - - - T T S S T T S e -
Mo02018 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO02019 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . < - - - - - - - - - - -
M 02020 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Numberofmales 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 to 10 10 10 10 10 10 10 0 10 10 10 10 10 10 10 1 1o o 1 10 10 10 1 10 10 10 o 1o lo
- 10 10 10 10 10 10 10 16 10 10 10 10 9 9 9 9 9 9 9 9 9 9 9 9 9 9 10 10 0 10 1 10 6 ¢ 10 10 0o 1o 1l 10 10 0 10 10 10 10 10 10 0 10
a 0 0 0 0 0 0 ] 0 ] 0 0 o 0 0 0 0 0 0 0 0 o 0 ] 0 0 0 o 0 0 0 1] 0 ¢ 0 0 o 0 ] 0 0 0 0 0 0 0 0 0 0 0
b 0 0 0 0 ¢ 0 0 0 4] 0 0 1] 0 0 0 0 0 0 0 0 o 0 0 0 0 0 0 0 0 0 ] 0 0 0 0 ] ] 0 0 0 0 0 [ 0 ] 0 0 0 0
[ 0 0 0 0 0 0 0 [ ] 0 0 0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 o ] 0 ] 0 0 o 0 0 0 0 0 0 o 0 a 0 0 0 0
d 0 0 0 0 ] 0 0 1] ¢ 0 4] 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 ] 0 0 0 0 0 ] 0 0 0 0 0 0 0 0 0 0 0 0 0
f 0 0 0 0 [ 0 0 ] 0 0 0 0 1 1 1 1 1 1 1 1 1 1 1 1 1 1 0 0 0 0 o ] 0 0 0 0 0 0 0 0 0 0 0 ] 0 [ 0 0 0 0
g 0 0 0 0 [ 0 0 ] 0 ] ¢ [ 0 0 0 0 0 ] 0 0 0 0 0 0 0 1] 0 0 0 0 0 ] 0 0 0 0 0 0 ] 0 0 0 0 ] 0 [ 0 0 0 0
h 0 0 0 0 0 0 0 0 0 ] 0 0 ] 0 0 0 0 o 0 0 0 0 0 0 0 [} 0 0 0 0 o 0 0 0 0 0 0 0 0 0 0 0 0 ¢ 0 0 0 0 0 0
i 0 0 0 0 0 0 0 0 0 0 [ 0 0 0 0 0 0 0 0 0 0 0 o 0 0 [ 0 0 0 0 0 0 [ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Pre: Before administration, Post: after administration
- General appearance, No abnormality .
& Posture, Bedy position, Prone position.
b: Behavior, Decrease in locomotor activity .
¢: Excretion, Reddish urine.
d: Mouth, Salivation.
{: Mouth, Loss of teeth.
g Eye, Eycball, Bulbi, Globe, Incomplete cyelid opening
h: Nose, Smudge of perinasal area.
i: Excretion, Decrease in amount of feces.
Low dosc (BEA 20 mg/kg)
Male No. Days of
76 77 K 79 80 81 82 83 84 85 86 87 88 89 90 91
Pre Post Prc Post Prc Post Prc Post Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post Prc
M02011 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02012 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02013 e e e o e e e e e e e e e e e e e e e e e e e e e e e e e
M02014 e e
Mo02015 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO02016 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02017 - - R A - - - - - - - - B e T B
M02018 C e e e oo e e e e e e e e e e e e e e e e e e e e e
MO02019 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M 02020 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -

Numberofmales© 10 10 10 10 10 10 [0 10 10 1o [0 10 10 10 10 10 10 10 10 10 10 106 10 10 10 10 16 10 10 10 10
- 10 10 10 1 10 Io 10 16 10 10 10 10 1 10 1 10 10 10 1 10 10 0 10 10 10 10 16 10 10 10 10

d 0 0 0 0 0 0 1] 0 0 0 0 0 0 0 0 0 ¢ [} 0 0 0 0 0 0 0 ] 0 0 0 0 0
c [ 0 0 0 0 0 [ 0 0 0 0 [ 0 0 0 0 0 [ 0 0 0 0 0 [ 0 [ 0 0 0 [ [
Pre: Before administration, Post: after administration

-: General appearance, No abnormality .
d: Mouth, Salivation.
c: General appearance, Food was spilled out from container..
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Appendix 1 (Continued)
Ninety—-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

General condition of males
Medium dose (BEA 100 mgkg)

Male No. Days of administration

1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25

Pre Post Prc Post Pre Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Prc Post Prc Post Pre Post Pre Post Prc Post Prc Post Pre Post Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post Prc Post Pre Post Pre Post

MO03021 - . . . . ,WH———-———— YV VNV VY WV VWV VW VW VWV WYYV VYV VYV Y
M03022 e e e e o oL a L e e e e e e s e e e e e e e e e e e e e e e e
M03023 e e Lo oo oL L L e e e e e e e e e e e e e e e e e e e
M03024 e ...,
M03025 e e oLl e e e e e e e e e e e e e e e e e e e
M03026 e e e e e e e a e e e e e e e e e e e e e e e e e e e e e e e e
M03027 e e e e oL Lo e e e e e e e e e e e e e e e e e e e e
M03028 Lo e e e e e e e e e e e e e e e e e e
M03029 e e e e e s e e e e e e e e e e e
M03030 e T T S S T S

Numberofmales 10 10 10 10 10 10 10 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 1¢ 0 10 10 10 10 10 10 10 10 10 10 10 10 0 10
- 10 10 10 10 10 10 10 10 10 10 10 10 1 10 10 10 1 1 10 1 1 10 10 10 10 110 1 1 o 10 10 (0 10 10 10 10 0 10 0 10 10 10 10 10 0 10 10 10 10 10

a 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 o 0 0 0 0 0 0 0 0 0 o 0 ) 0 0 0 0 0 0 0 [ [} 0 0 0 0 0 0 0 0 0 0 0 0 0
b 0 0 0 0 0 0 0 [ 0 0 0 0 0 0 0 0 0 0 0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 [ 0 0 0 0 0 0 0 0 0 0 0 0 0
c 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 o 0 0 0 0 0 0 0 0 0 0 0
d 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Pre: Before administration, Post: after administration.
- General appearance, No abnormality .
a: Posture, Body position, Prone position.
b: Behavior, Decrease in locomotor activity.
¢: Excretion, Reddish urine.
d: Mouth, Salivation.
Medium dose (BEA 100 mgke)
Male No. Days of administration
26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43 44 45 46 47 48 49 50
Prc Post Prc Post Prc Post Pre Post Prc Post Prc Post Prc Post Pre Post Pre Post Pre Post Prc Post Pre Post Pre Post Prc Post Pre Post Prc Post Pre Post Prc Post Prc Post Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post
M03021 - - - - - - - - R T R R - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03022 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03023 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03024 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03025 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03026 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03027 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03028 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03029 - - R - - - - - - - - - - - T S - B - - - - - - - - - - - - - - - - - -
M03030 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -

Number of males 10 10 16 16 10 10 10 10 10 10 160 10 10 10 10 f0 10 106 10 10 10 10 o 10 10 10 106 16 10 10 10 10 10 10 10 10 10 10 0 0o 10 10 10 10 10 10 10 10 10 10
- 10 10 10 10 10 10 10 16 10 10 16 10 10 10 10 10 10 10 10 1 10 10 10 16 10 10 10 10 10 1 1 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
d o ¢ © o 0 0 0 O 0 0 © 0 ©0 0 0 0O 0 0 0 ©6 0 0 0 0 0 0 O 0 O 0 o0 o0 0 0 0 o 0 0 0 ©0 0 0 0 o 0 0 O 0 0 0

ation.

Pre: Before administration, Post: after
-: General appearance, No abnormality.

d: Mouth, Salivation.
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Appendix 1 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

General condition of males
Medium dose (BEA 100 mg/kg)

Male No, Days of
51 52 53 54 55 56 57 58 59 60 61 62 63 64 65 66 67 68 69 70 71 72 73 74 75
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
M03021 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03022 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO03023 - - - - - - - . - - - - - - - - c - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03024 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO03025 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03026 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03027 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO03028 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03029 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO3030 - - - - - - - - - - - - - - - - - - - - - - - - -
Numberofmales 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 {0 10 10 10 10 10 16 10 10 10 10 10 10 10 10 10 10 10 10 0 10 10 (o 1o 0 10 10 10 10 10
- 10 10 10 10 10 10 10 10 10 10 ¢ 10 10 10 10 10 9 110 10 10 10 0 10 10 1¢ 10 10 10 11 10 1 10 16 10 10 10 16 10 10 0 10 10 10 10 0 10 10 10 10 10
a 0 0 0 0 0 [ 0 0 0 Q 0 0 0 0 [ 0 0 0 0 [¢] 0 o 0 0 0 0 0 0 0 0 Q 0 0 0 0 0 0 0 0 [y 1] 0 0 0 0 0 0 0 0 ]
b 4] 0 0 0 0 [ 0 0 0 [ 0 0 0 0 0 0 4] 0 0 0 0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 o 1] 0 0 [ 0 0 0 0 0 0
© 0 0 0 0 0 [} 0 0 0 o 0 0 0 0 0 0 1 0 0 0 0 0 [ 0 o 0 0 o 0 0 0 0 Q 0 o [ 0 0 0 0 0 0 0 0 0 0 0 0 0 0
d 0 0 0 0 0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 Q 0 0 ] o [ 0 0 0 0 0 0 0 0 Q 0 o 0 0 0 0 0 [ 0 0 0 0
f 0 0 0 [ 0 0 0 0 Q 0 0 [ [} o 0 0 0 [ 0 0 0 0 0 0 0 0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 [} 0 0 ] o [} 0 0 (4] 0
3 0 [} 0 [ 0 0 0 0 0 0 0 o [ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 ] 0 0 0 0 0 0 0 0 0 o 0 0 0 0 4 0 0 0 0
h o o 0 0 0 0 0 0 0 0 0 0 0 o [¢] 0 0 ¢ 0 0 0 0 0 0 0 0 0 0 0 0 [ 0 0 0 [¢] 0 0 0 0 0 0 0 0 o o 0 0 0 0 0
i 0 [ 0 0 0 0 Q 0 0 0 0 0 0 0 0 0 0 0 ] 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 [ 0 0 0
Pre: Before inistration, Post: after ini ion
- General appearance, No abnormality .
u: Posture, Body position, Prone position.
b: Behavior, Decrease in locomotor activity .
2 Excretion, Reddish urine.
d: Mouth, Salivation.
f: Mouth, Loss of teeth.
& Eye, Eycball, Bulbi, Globe, Incompletc eyelid opening.
h: Nose, Smudge of perinasal area,
i: Exeretion, Decrease in amount of feces.
Medium dosc (BEA 100 mg/kg)
Male No. Days of
76 77 78 79 80 81 82 83 84 85 86 87 88 89 920 91
Pre Post Pre Post Pre Post Prc Post Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post Pre Post Prc Post Pre Post Prc Post Pre Post Pre
Mo3e2t - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Mo03022 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03023 - - - - - - - - - - - d - - - - - d - - - - - - - - - - - - -
M03024 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO03025 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Mo3026 e e e e e e e e e e e e e e e e e e e e e e e e e e e e e
M03027 e e e e e e e e e e e e e e e e e e e e e e e e e e e e
M03028 e e e e e e e e e e e e e e e e e e e e e e e e e e e e e
MO03029 e e e e e e e e e e e e e e e e e e e e e e e e e e e e e
M 03030 A T T T T

Numberofmales 100 10 10 10 10 10 10 1o 10 10 10 10 1 10 10 10 10 10 10 10 10 10 10 10 ¢ 10 10 10 10 1 10
- 10 10 10 10 1 10 10 1 10 10 10 9 10 10 10 10 0 % 10 10 10 10 10 106 0 10 10 10 10 10 10

d 0 0 0 0 0 0 ] 0 0 ¢ 0 1 ] 0 o o 0 1 0 0 0 0 0 0 0 ] 0 0 0 0 ]
C 0 0 0 [ Q 0 [ 0 0 [ 0 0 0 0 0 [ 0 0 [ [ [ 0 [ 0 [ [ 0 0 0 0 0
Pre: Beforc administration, Post: alter administration

-: General appcarance, No abnormality .
d: Mouth, Salivation.
e: General appearance, Food was spilied out from container..
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Appendix 1 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
General condition of males

High dosc (BEA 500 mg/kg)
Male No. Days of admini ion
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25
Prc Post Prc Post Prc Post Prc Post Pre Post Pre Post Pre Post Pre Post Prc Post Prc Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post
M04031 - ab - - - - - - - - - - - - - - - - - - - - L T - - - - - - - - - - - - - - - - - - - - -
M04032 - - - - - - - - - - - - - - - - - - - - - d - - - - - - - d - - - - - - - - - - - - - - - - - - - -
M04033 e e
M04034 - - - - - - - - - - - - - - - - - d - - - - - - - L L - - - - - - - - - - - - - - - - - - -
M04035 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M04036 - - - - - - - - R - - .- - - - - - - - - L T - - - - ad - 4 - - - - - - - - - - - -
M04037 - - - - - - L - - d - d4 - d4 - 4 - d4 - d4 - d4 - 4 - d4 - d - d& - d - d - - - - - - - - - -
M04038 S e e - e e e e - - . R . ... R . . - - - - e e e e e
M04039 - - c - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M04040 - - c - - - - - - - - - - - - - - - - - - - - - d - - - - - - -
Numberofmales 10 10 10 10 10 10 10 10 10 10 10 10 1 10 10 0 10 16 10 10 10 10 0 10 10 10 1 10 10 1 10 0 10 ¢ 10 10 1 10 10 10 10 10 0 10 10 10 10 10 10 10
- 10 8 6 10 10 10 10 10 10 10 10 10 10 10 10 9 10 8 10 9 10 8§ 0 9 10 9 10 9 10 8 w 9 10 9 10 7 10 8 10 8 1o 10 10 110 10 106 1¢ 10 1o 10
a 0 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 [ o 0 0 0 0 0 0 0
b 0 1 [ 0 0 0 0 0 0 0 0 0 0 0 0 0 [ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 ] 0 0 [} 0 0 0 0 0 0 [ 0
c o 0 4 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 [ o 0 0 0 0 0 0 0
d 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 2 0 1 0 2 0 1 0 1 0 1 0 2 0 1 0 1 0 3 0 2 0 2 0 0 0 0 0 0 0 [ 0 0
Pre: Before administration, Post: after administration.
- General appearance, No abnormality .
a: Posture, Body position, Prone position.
b: Behavior, Decrease in locomotor activity .
¢: Excretion, Reddish urine.
d: Mouth, Salivation.
High dose (BEA 500 mgfkg)
Male No. Day s of administration
26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43 44 45 46 47 48 49 50
Prc Post Prc Post Prc Post Pre Post Pre Post Prc Post Pre Post Prc Post Pre Post Pre Post Prc Post Prc Post Pre Post Pre Post Pre Post Prc Post Prc Post Prc Post Prc Post Pre Post Prc Post Prc Post Pre Post Prc Post Pre Post
M04031 e ST
M04032 - - - - - - - - - d - d - - - - - - - d - - - - - - - - - - - - - d - - - - - - - - - - - - - - - -
M04033 e e L e L
M04034 e - e e d - e e e e
M04035 T - e e e
MO04036 e e e e T T
M04037 - - - - - - - - - d - d4 - 4 - 44 - d4 - 4 - d4 - 4 - d - - - d - & - - - d - d - 4 - d4 - d4 - d - d - d
M04038 S e T
M04039 e o e e oo e o e e o e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e
M04040 - - - - - - - d - - - d4 - d - d& - - - d4 - d4 - 4 - d - d - d - d - - - d - d - d - d - d - d - d - d

Numberofmales 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 16 1 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 0 10 10 10 10 10 10 10 0 10 10
- 10 10 10 9 100 10 10 8 0 7 10 6 1 8 10 8 1 8 1 6 10 7 10 7 10 6 1 9 10 8 10 7 10 7 10 8% 10 7 10 & 10 8 1 7 10 8§ 10 8 10 8
d 0 0 0 1 0O 0 0 2 0 3 ¢ 4 0 2 o0 2 0 2 0 4 0 3 0 30 4 0 1 0 2 0 3 0 3 0 2 0 3 0o 2 0 2 0 3 0o 2 0 2 0 2

ation.

Pre: Before ion, Post: after admini
-: Gencral appearance, No abnormality.

d: Mouth, Salivation,
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Appendix 1 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

General condition of males
High dose (BEA 500 mgkg)

Male No. Days of administration
51 52 53 54 55 56 57 58 59 60 61 62 63 64 65 66 67 68 69 70 71 72 73 74 75
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
M04031 B P T e e - - - e e e e - - - -
MO04032 LT e T R B T S T R T - - T - - -
M04033 L - - - B T T T - - - - - d - d - - -
MO04034 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
047 R
M04036 - - - d - - - « .« d - - - - - - - d - 4 - d - d - - - .« - - - - < - - bd bd bd bdghi abdghi (Died)
M04037 - d - d - dd4 - - - - - - - - - d - 4 - d4 - d - d - d - ¢ - d - 44 - 44 - - - - d E - d - d
M04038 T TR S S - - - d - - - e . L R - - - - - - - -
M04039 L - - - - - - - - - D - d - - - - - I - - -
MO04040 - d - 4 - d d d - d - d d - d - - d - 4 - 4 - d d d - 4 - d - d - d - d - d - 4 - d
Numberofmales 10 10 10 10 [0 10 10 10 10 [0 10 10 10 10 10 106 10 10 10 10 10 10 10 10 10 10 110 10 10 16 10 1 10 10 10 10 10 10 10 10 9 9 9 9 9 9 9 9 9 9
- v 8 10 7 10 8 1 9% 10 8 10 9 10 9 110 8 W0 7 110 6 10 8 110 6 10 8 10 6 10 8 10 &8 10 8 10 8 9 8§ 9 7 9 8 9 7 9 7 9 7 9 7
a 0 4] ] o 0 0 0 0 0 0 [ 0 0 0 0 0 0 0 0 0 0 [ 0 0 0 0 0 0 [} 0 0 0 0 0 0 0 4] ] 0 1 0 0 0 0 0 0 0 0 0 0
b 0 0 0 [} 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 Q 0 0 4] 0 0 [} 0 0 g 0 0 0 0 1 1 1 1 1 0 0 0 0 0 0 0 0 0 0
3 0 0 0 [ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 [ [ ] 4] 0 0 4] 0 0 0 0 0 ] 0 0 0 0 [ 4] ] 0 0 0 0 0 0 0 0 0 0 0 0
d ©o 2 o 3 o0 2 o0 I ©0 2 0 1 O 1 ¢ 2 o0 3 O 4 0 2 O 4 © 2 0 4 0 2 0 2 0 2 0 2 1 2 1 3 o 1 0o 2 0 2 0 2 0 2
f 0 0 0 [ 0 0 o 0 [ 0 0 0 0 0 ¢ [ 0 0 0 0 0 o 0 0 0 0 0 0 0 0 [ 0 0 0 0 4] 0 0 0 [ 0 0 0 0 0 0 0 0 0 0
8 0 0 0 [ [ 0 [ 0 [ 0 [ 0 0 [ 4] 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 4] 0 0 [ 0 0 1 1 0 0 0 [ ¢ 0 0 0 0 0
h o 0 06 0 0 o © 0 ¢ o o 0 0 0O ¢ © 0 O O O ©6 0 0 0 ©0 0 ¢ 0 0 0 0 0 0 0 0 0 0 O 1 1 0o 0 0 0o ¢ 0 0O 0 0 O
1 0 0 4 0 0 0 ¢ 0 0 0 i) 0 0 4] 0 0 0 0 0 0 [J 0 0 0 0 Q [ 4] 0 4] 0 o 0 0 4 0 0 1 1 0 0 0 Q 0 0 0 [t 0 0
Pre: Before administration, Post: after administration,
- General appearance, No abnormality .
a: Posture, Body position, Prone position.
b: Behavior, Decrease in locomotor activity.
c: Excretion, Reddish urine.
d: Mouth, Salivation.
f: Mouth, Loss of teeth.
g Eye, Eycball, Bulbi, Globe, Incomp lete ey elid opening.
h: Nose, Smudge of perinasal arca.
1: Excretion, Decrease in amount of feces.
High dose (BEA 500 mg/kgp)
Male No. Days of administration
76 77 78 79 80 81 82 83 84 85 86 87 83 89 90 91
Pre Post Prc Post Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Prc Post Prc Post Prc Post Pre Post Pre Post Pre
M04031 - - - - - d c - - - - - - d - d - d - - ¢ - - - - d - - - - -
M04032 - - - - - - - d - - - - - - - - - - - - - - - - - - - - - d -
M04033 - - - - - d - 4 - d - - - d - - - - - - - - - d - - - - - - -
M04034 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M04035 - - - - - - - - - - - - - - - d - - - - - - - - - - - - - -
M04037 - d - d - d - d - d - d - d - d - d - d - d - - - d - d - d -
M04038 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M04039 - - - - - - e - - - - - - - - - - - - - e - - - e - - d - - -
M04040 - d - d - d - d - d - d - d - d - d - d - d - d - d - d - - -
Numbcrofmales 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9
- 9 7 9 7 9 5 7 5 9 6 9 7 9 5 9 5 9 6 9 7 7 7 9 7 &% 6 9 6 9 7 9
d ¢ 2 90 2 o0 4 0 4 0 3 0 2 © 4 0 4 0 3 0 2 0 2 0 2 0 3 0 3 06 2 O
[ 0 0 0 o0 0 0o 2 0 0 0 0 0 0 0 0 0 o0 0 0 06 2 0 0 0 1 0 0 0 o 0o 0
Pre: Before administration, Post: after administration.

- General appearance, No abnormality .
d: Mouth, Salivation.
e: General appearance, Food was spilled out from containcr..
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Appendix 1 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
General condition of females

Control (vehicle: com oil)

Female No. Days of
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Fo1041 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01042 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01043 - . - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01044 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01045 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01046 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01047 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
FO01048 .- - - . - - - - - - - - . - - - - . - - .. - - - . . - - - - - - - - - - - - - - - - - - - - - -
F01049 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01050 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Number of females 10 10 o 10 10 10 10 10 10 0 10 o 10 10 0 1 1 10 10 1 1 10 10 0w 1 10 10 1o 10 10 0 10 10 10 10 10 10 10 10 10 10 10 10 10 0 10 10 10 10 10
- 10 10 o 10 10 10 10 1 0o 10 10 11 10 10 10 10 o 10 ¢ 10 1 11 10 0 1© 1 9 0 10 10 1 10 10 10 10 10 10 10 16 10 10 10 10 1 10 10 1 10 10 10
a 0 0 0 o 0 0 0 0 0 0 0 0 0 0 0 o 0 0 o o o [} [} 0 0 0 0 0 0 0 0 0 0 0 [ 0 0 [ 0 0 o 0 0 0 0 0 0 o o 0
b 0 0 0 o ] 0 0 0 0 0 0 0 0 0 0 g 0 0 [ 0 0 o o 0 o 0 0 0 0 0 0 0 0 0 0 o 0 o 0 0 0 0 0 0 0 0 0 0 [ 0
c 0 ] 0 0 [} 0 0 0 0 o 0 0 0 0 [} 0 0 0 o o 0 o 0 0 o 0 0 0 0 0 0 [¢] 0 0 0 0 0 o 0 0 0 0 ] 0 0 0 0 o [ 0
d 0 0 0 0 ] 0 0 0 0 0 4] 0 0 0 0 0 0 0 0 0 0 0 [ 0 1] 0 0 0 0 0 ] 0 0 0 0 0 0 [ 0 0 0 0 [ 0 0 0 0 0 o 0
i 0 0 0 0 0 [ 0 0 0 0 0 0 0 0 0 [ 0 0 [ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 g 0 4 0 0 0 0 0 0 0 0 0 0 4 0
Pre: Before administration, Post: after sdministrati
-: General appearance, No abnormality.
a: Posture, Body position, Prone position.
b: Behavior, Decrease in locomotor activity .
c: Excretion, Reddish urine,
d: Mouth, Salivation.
Jj: Excretion, Loose stool.
Control (vehicle: com oil)
Female No. Days of administration
26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43 44 45 46 47 48 49 50
Pre Post Pre Post Pre: Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre  Post
F01041 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01042 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F031043 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01044 e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e
F01045 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F0l1046 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01047 - - - . - - - - - - - - - - - - - . - - - - - - . - - - - - - - - - - - - - - - - - - - - - - - - -
F01048 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01049 - - - - - - - - - - - . - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01050 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -

Numberof females 10 10 10 10 10 0 10 10 10 10 10 1 10 10 10 10 10 10 10 10 1 10 10 10 110 10 10 0 10 10 10 10 1 10 10 10 10 100 11 10 10 10 10 10 10 110 10 10 100 10

Pre: Before ini: ion, Post: after
eneral ap pearance, No abnormality.
d: Mouth, Salivation.
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Appendix 1 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
General condition of females

Control (vehicle: corn oil)

Female No. Days of

51 52 53 54 55 56 57 58 59 60 61 62 63 64 65 66 67 68 69 70 71 72 73 74 75

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
F0i041 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01042 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01043 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01044 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01045 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01046 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01047 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
ro1048 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
FO104% - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -

F01050 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -

Numberof females 10 10 10 10 10 10 10 10 10 10 0 10 0 10 10 10 110 10 0 0 10 1© 10 10 1 10 10 1 10 1 110 110 10 10 10 10 10 © 10 110 100 1 10 10 10 10 10 10 10 10
- o 10 10 10 10 1 10 110 10 10 i 110 1 116 10 10 11 10 0 1 10 10 1 10 10 10 110 1 10 1 1 10 10 0 0 10 0 @ 10 11 1o 10 10 110 10 w0 10 lo 10 10
d 0 0 0 [ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 [ 0 0 0 0 0 0 0 1] 0 0 0 [ 0 0 0

Pre; Before administration, Post: after
-1 General ap pearance, No abnormality .
d: Mouth, Salivation.

Control (vehicle: com oil)
Female No, Days of admini
76 77 78 79 30 81 82 83 R4 85 86 87 88 89 90 9N 92

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre
F01041 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Fo1042 - - . - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01043 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01044 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
FO1045 S oo e o e e e e e e e e e e e e e e e e e e e e e
FO1046 S e e e e e e e e e e e e e e e e e e e e e e e e e e
F01047 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01048 e e e e oo e e o e e e e e e e e e e e
F01049 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01050 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Number of females 10 10 10 10 1o 10 10 10 10 10 10 10 10 i 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
- 10 10 o 10 1o 10 10 10 10 10 10 10 10 10 10 i0 10 10 1B 10 10 10 10 10 10 10 10 10 10 10 10 10 10

3 0 0 0 0 0 0 [ 0 a 0 0 0 0 0 0 ¢ Q 0 0 0 o 0 0 0 0 0 0 0 0 0 o 0 0

d 0 0 0 0 0 0 [ 0 0 0 0 0 0 o 0 o o 0 0 0 0 0 [ 0 0 0 0 0 0 0 o 0 0

© [ [ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 [ 0 [ 0 0 0 0 0 0 0 0 0 Q
Pre: Before administration, Post: after administrati

-: General appearance, No abnormality .

c: Excretion, Reddish urine.

d: Mouth, Salivation.

e: General appearance, Food was spilled out from container..

63



Appendix 1 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
General condition of females

Low dose (BEA 20 mg/kg)

Female No. Days of

1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
F02051 - - - - - - - - - - - - - - - - - - - - - - N - - - - - - - - - - - - - - - - - - - - - - - - -

F02052 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02053 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02054 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02055 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02056 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02057 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02058 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02059 - - - - . - - - - - - - - - . - - - - - - - - - - - - - - .
F02060 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -

Numberof females 10 10 10
- 10 10 10

s o
Sz
]

s
S
S
=
s
S
==
3
s

s 3
=3
s
>
S
s
3
=
>
3
3
s
3
s
s
3

N
cooo e
‘lo o oo
cocooe
cooe e
coocoo
coo oo
coo oo

Pre; Before inistration, Post: after
-: Genral appearance, No abnormality .
a: Posture, Body position, Prone position.

b: Behavior, Decrease in locomotor activity .
¢: Excretion, Reddish urine,

d: Mouth, Salivation.

j: Exeretion, Loose stool.

Low dose (BEA 20 mg/kp)

Female No, Days of

26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43 44 45 46 47 48 49 50
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

F02051 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02052 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02053 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02054 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02055 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02056 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02057 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02058 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - .
F02059 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -

F02060 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -

Numberof females 10 10 10 1 10 10 10 10 10 10 1 1 10 10 10 10 110 10 10 1 10 1 10 10 10 110 10 10 10 10 10 10 1 i 10 1© 10 10 10 1 10. 10 10 10 10 10 106 10 10 10
- 1o 10 1 10 10 10 10 1© 1 10 10 1 10 10 © 10 10 10 16 10 10 1 1 1 1 11 o 0 1 10 10 0 10 1 10 10 10 10 1 110 10 10 o 10 10 1] 10 10 10 1o
d 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 [ [ 0 0 0 0 0 0 0 [ 0 0 [ 0 0 0 0 [ 0 0 [ 0 0 [ 0 0 [ 0 0 0 0 0

Pre: Before administration, Post: aiter
-: General appearance, No sbnormality.
d: Mouth, Sulivation.
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Appendix 1 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

General condition of females
Low dose (BEA 20 mg/kg)

Female No. Days of .

51 52 53 54 55 56 57 58 59 60 61 62 63 64 65 66 67 68 69 70 71 72 73 74 75

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre  Post
F02051 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02052 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02053 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . - -
F02054 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02055 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02056 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02057 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02058 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02059 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -

F02060 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -

Numberoffemales 10 10 10 10 10 10 1@ 10 10 1 10 1 10 110 10 10 110 110 3 10 1 10 10 1 10 11 10 11 10 1 1 10 10 10 10 10 10 1 10 11 110 10 10 1w 10 10 1 10 10 10
- 0 10 10 10 1 10 1 1 1 1 10 11 1 10 10 10 1 1© 1100 i 10 110 W 110 10 1 0 1 110 10 110 © 10 1@ 110 0 0 10 10 110 10 © 10 0 o 10 0 10 10 10
d [ 0 0 0 0 0 0 [ 0 0 [ 0 0 [ 0 0 0 0 0 0 [ 0 0 0 0 0 0 0 o 0 0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

Pre; Before administration, Post: after
-: General appearance, No abnormality.
d: Mouth, Salivation.

Low dose (BEA 20 mp/kg)
Female No, Days of
76 77 78 79 80 81 82 83 84 85 86 87 88 89 90 91 92
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre
F02051 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02052 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . - -
F02053 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02054 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02055 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02056 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02057 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . - - -
F02058 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02059 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02060 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Number of females 10
- 10 10 10 10 10 10 1 10 10 10 10 10 10

3 0 o 0 0 0 0 0 0 ] 0 0 ]

d 0 ] 0 ¢ [ 0 o 0 ] 0 o 0 0 o 0 o o o 0 0 ) 0 0 0 0 0 o 0 [ 0 0 0

¢ 0 0 0 Y [ 0 0 0 [ 0 0 0 0 o 0 [ [ 0 0 0 0 0 0 0 0 0 Y 0 0 0 0 0
Pre; Before administration, Post: after i

-: General appearance, No sbnommality.

¢ Exeretion, Reddish urine.

d: Mouth, Sulivation.

& General ap peamnce, Food was spilled out from container..
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Appendix 1 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

General condition of females
Medium dose (BEA 100 my/kg)

Female No. Days of sdministration

1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25

Pre Post Pre Post Prc Post Pre Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
FO03061 - . - - - - e VYV VWV WV WV W WV VW VWV WV Vs VWV WV VW VYV YV Y Y Y Y WYYV VY M e
F03062 e e oL e e e e e e e e e e e e e e e e e e e e e e e e
F03063 Lo L e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e
F03064 S e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e
F03065 e oL e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e
F03066 e
F03067 e e o e e e e e e e e e e e e e e e e e e e e e e e e e e e e e
FO3068 e oL e o e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e
F03069 e e e e o e e e e e e e e e e e e e e e e e e e e

F03070 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -

Number of females 10 10 10 10 110 10 0 11 1 10 110 1 10 10 10 10
- 1 1 10 10 10 0 10 0 10 10 10 10 10 10 10
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cocoeco
coocoo
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Pre: Before inistration, Post: after
eneral appearance, No abrormality.

a: Posture, Body position, Prone position.
b: Behavior, Decresse in locomotor activity .

¢; Excretion, Reddish urine,
d: Mouth, Salivation.
j: Exeretion, Loose stool.

Medium dose (BEA 100 mpkg)

Female No. Days of

26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43 44 45 46 47 48 49 50
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

F03061 - - - . - - - - - - - - e _——WW— - — — ——W W WYY . -
F03062 ...
F03063 T T
F03064 - - - - - - - - - - - - - - - - - - B - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03065 L oL L e e e e L e L e e e e e e e e e e e e e e e e e e e e e e e e e
F03066 - - - - - - - - - - - - - - - . - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03067 e e Lol e e e e e e e e e e e e e e e e e e e e e e e e e e
F03068 T S S
F03069 e L Lol e e e e e e L e e e e e e e e e e e e e e e e e e e e e e e

F03070 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . - - - -

Numberof females 10 10 10 10 10 10 10 1 10 10 10 10 10 10 10 1 10 10 10 10 10 © 1 10 1 10 10 10 10 10 1 0 10 10 10 10 10 1 10 10 0 10 1o 10 10 10 10 10 110 10
- 10 10 10 to 10 1 10 10 1 © 1 1 1 1 110 10 10 1w 1© 10 1o 0 10 10 0o 10 1 0 10 10 10 10 10 0 10 10 10 11 10 i i 10 1o 10 10 10 1 10 10 10

d 0 0 0 0 0 0 0 0 ] 0 0 0 0 0 0 0 0 0 0 0 0 0 o 0 o 0 0 0 0 0 0 0 0 o 0 0 0 [ 0 0 0 [ 0 0 0 0 0 0 0 0
Pre: Before administration, Post: after administrati

-: General appearance, No sbnormality.
d: Mouth, Salivation,
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Appendix 1 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

General condition of females
Medium dose (BEA 100 mghg)

Female No. Days of

51 52 53 54 55 56 57 58 59 60 61 62 63 64 65 66 67 68 69 70 71 72 73 74 75

Pre Post Pre Post Pre Post Prc Post Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post Prc Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre  Post
FO3061 - - - . S W W W W WM W W \ W “M “\ — — — — — —— — —  — — NS  _—_— — — —  — —_—_ —_—_—
F03062 S ...,
FO3063 L e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e
F03064 S e e e oo oo e oo e e e e e e e e e e e e e e e e e e e e e e e e e e e e e
F03065 e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e
F03066 ...,
F03067 e . ...,
F03068 ...,
F03069 L e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e

F03070 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -

Numberof females 10 10 10 10 10 10 10 10 1 10 10 10 10 10 1 10 1© 10 1 10 10 10 10 110 10 10 10 11 0 10 10 10 116 110 10 0 © 10 1@ 10 10 110 10 1o 110 10 10 10 16 10
- 0 1 1 1© 1 10 11 10 1© 0 10 10 100 10 10 1w 10 10 10 0 1 W0 0 10 10 10 10 10 110 10 ¢ 10 0 10 P ¢ 11 10 10 10 1 10 1w 10 10 10 10 W0 10
d 0 0 0 0 0 [ 0 0 0 0 0 0 0 0 0 0 0 0 [ 0 [ 0 0 0 0 0 0 0 0 0 [ 0 0 0 0 0 [ o o 0 0 0 0 0 0 0 [ [ 0 0

Pre: Before inistration, Post: ofter

-: General appearance, No abnormality .
d: Mouth, Salivation.

Medium dose (BEA 100 mgkg)

Femule No, Days of
76 77 78 75 80 81 82 83 84 85 86 87 88 89 90 91 92
Pre_Post Pre Post Pre Post Prc_Post Pre Post Pre Post Prc Post Pre Post Pre Post Prc Post Pre Post Prc Post Pre Post Pre Post_ Pre Post Pre Post Pre
FO3061 - - - - - - - - - - -"\- " ]! - - - Ve
F03062 S e oo oo Lo oo e e e e e e e e e e e e e
F03063 e ...,
F03064 S o e oo o e e e e e e e e e e e e e e e e e e
F03065 e
F03066 ..,
F03067 B
F03068 T e e ...,
F03069 e ..,
F03070 L. oo oL o oo e oL e Ll

Number of females 10 10 10 10 10 10 © 1 10 10 10 10 10 i 10 11© 110 10 1 10 10 10 16 10 10 10 10 10 10 0 100 10 10
- 10 100 10 10 10 10 10 10 10 10 10 110 ¢ 10 10 180 10 10 10 10 1l 10 9 ¢ 1o 10 10 10 10 10 10 10 10
c [ 0 0 0 0 0 0 0 0 [ 0 0 0 0 0 0 0 0 0 0 0 0 1 [¢] 0 0 0 0 0 0 0 0
d 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 o o 0 0 0 0 o 0 0 0 0 0
€ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 4 0 0 [J 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Pre: Before administration, Post: after i

-: General appearance, No abnormality.

<: Excretion, Reddish urine.

d: Mouth, Sativation.

¢ General appearance, Food was spilled out from cotainer..
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Appendix 1 (Continued)

Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

General condition of females
High dose (BEA 500 mgkg)

Female No, Days of administration

1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 i9 20 21 22 23 24 25

Pre Post_ Pre Post_Pre Post_ Pre Post Pre Post Pre Post Pre Post Prc Post Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post Pre Post Prc_ Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
FO4071 - a4 ¢© - - - - - - - - -0 - - W W VW VWV VW m Ve
F04072 e
F04073 L T
FO04074 L e e e e e oL e L e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e
F04075 - - e
F04076 T
F04077 e
FO4078 T I
FO4079 S . e e e oo e L e e e e e e e e e e e e e e e e e e
F04080 C e e e e e e e e e e eee e e e e e

Number of females 10 10 10
- 10
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Pre: Before ini ion, Post: after

-: General appearance, No abnormality.

a: Posture, Body position, Prone position.
b: Behavior, Decrease in locomotor activity.
¢: Excretion, Reddish urine.

d: Mouth, Salivation.

j: Exeretion, Loose stool.

High dose (BEA 500 mgkg)

Female No, Days of.

26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43 44 45 46 47 48 49 50

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
F04071 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -

F04072 - - - - - - - - - -
F04073 - - - - - - - - - - - - - - - - - d - - - - - - - - - - - - - - - - - - - - - - - - -
F04074 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F04075 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F04076 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F04077 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F04078 - - - - - - - - - - - - - - - - - - - - - . - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F04079 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -

F04080 R B T T

e e

Numberof females 10 10 10 10 10 10 10 10 10 10 10 10 10 1 16 10 10 10 10 10 10 10 10 10 10 10 10 1 10 1t 10 110 i 1 1 10 0 10 10 10 10 10 j 10 10 10 0 10 10 10
- 10 10 0 10 10 1 1 0 10 1 10 1 10 (0 10 10 10 8 0w 1 10 10 10 0 10 10 10 10 1 I 1 1 i 1 10 10 o 10 0 10 1o 10 10 8 10 10 16 10 10 10
d 0 0 [ [y 0 0 0 0 0 0 0 0 0 0 0 0 0 2 [ 0 [ 0 [ 0 0 o 0 0 0 0 [ 0 0 0 0 0 0 0 o 0 0 0 0 2 [ ] 0 0 0 0

Pre: Before inistration, Post: after
-: General sppearance, No abnormality,
d: Mouth, Salivation.
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Appendix 1 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

General condition of females
High dose (BEA 500 mg/kg)

Female No. Days of administration

51 52 53 54 55 56 57 58 59 60 61 62 63 64 65 66 67 68 69 70 71 72 73 74 75

Pre Post Pre Post Pre Post Pre Posl Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
F04071 - - - WMV e -
F04072 C e e e e e e o e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e
FO4073 L
F04074 S e e e e e oo oo e o oo e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e
F04075 e
F04076 e
FO4077 e
F04078 S e e e e oo oo o e e oo e e e e e L e e e e e e e e e e e e e e e e e e e e e e e e e e
F04079 S oo oo e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e

F04080

Number of females 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
- 10 10 10 10 10 9 o 10 10 10 10 10 10 10 10 10 10 1 1 9 10 9 1 10 10 1 10 1° 19 1 1 10 10 10 10 110 0 10 10 10 0 11 10 10 10 1 110 10 10 10
d 0 [ 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0 o 0 1 0 1 0 [y [ 0 o o [ 0 [ [ 0 0 0 ¢ 0 0 0 0 0 0 0 0 0 0 0 [ 0 0

Pre: Before ini: ion, Post; afler
-: General appearance, No abnormality.
d: Mouth, Salivation.

High dose (BEA 500 mgkg)
Female No, Days of
76 77 78 79 80 81 82 83 84 85 86 87 88 89 50 91 92
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre
F04071 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F04072 - - - d - d - - - - - - - - - d - - - - - - - - - - - - - - - - -
F04073 e
F04074 L e e e oo oo oL e e e e e e e e e e e e e e e e e

Numberof females 10 30 10 10 ¢ 10 10 10 10 1 100 10 10 10 11 1100 110 1 10 1 10 110 10 1 10 10 0 10 10 10 10 10 10

- 10 1 10 9 10 9 1w 10 1w 9 10 10 10 10 10 9 10 10 10 10 9 9 i0 9 0 9 9 0 10 10 10 10
¢ 0 @ 0 0 [ 0 0 ¢ 0 0 0 0 o 0 0 0 0 Q 0 0 [1] [ 0 0 0 0 ¢ 0 0 0 0 0 0
d o 0 0 1 0 1 0 0 0 1 [ ] o ] 0 1 0 0 0 0 0 1 0 i o 1 o 1 0 0 0 0 0
¢ 0 0 0 0 [ 0 [ [ [ 0 0 0 0 0 0 0 0 0 0 0 1 0 [ [ 0 0 0 0 0 0 0 0 0

Pre: Before administration, Post: after
+ General appearance, No abnormality .
: Excretion, Reddish urine.
d: Mouth, Salivation.
e: General appearance, Food was spilled out from container..
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Appendix 2

Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Body weight of males

Control (vehicle: corn oil)

Male No. Days of administration
1 2 8 15 22 29 36 43 50 57 64 71 78 85 90
MO01001 173.9 182.9 2412 301.7 360.1 407.7 448.1 486.3 518.0 545.8 564.3 584.6 604.8 610.6 611.9
MO01002 183.9 186.6 239.9 303.7 370.9 4315 484.0 5303 568.4 604.9 630.0 662.0 686.3 698.9 713.7
M01003 173.5 180.6 228.9 293.6 347.1 3902 426.7 463.1 491.0 510.8 526.9 552.3 570.2 582.8 594.3
MO01004 167.0 174.1 2243 279.1 3317 3745 415.9 453.5 478.8 501.9 5244 546.4 563.9 580.9 585.2
M01005 175.0 179.6 220.4 269.7 314.7 343.8 378.8 4104 433.9 452.8 4704 488.1 506.3 5102 516.2
MO01006 1753 180.9 233.1 290.4 3439 386.0 4313 463.7 4914 513.2 530.8 548.0 560.7 569.4 574.3
MO01007 170.2 1744 222.9 281.5 3382 3869 4322 465.4 492.0 515.8 538.3 556.1 587.0 600.3 609.7
MO01008 173.3 182.1 2382 303.5 360.5 412.1 456.2 493.3 5253 553.0 589.8 611.6 629.8 648.2 654.9
M01009 187.4 195.6 251.7 3275 400.7 459.3 505.1 540.5 579.7 601.6 628.6 657.6 680.0 701.4 712.1
M01010 191.3 199.4 263.0 335.6 389.5 435.1 453.5 490.0 527.8 552.7 581.7 611.8 637.5 646.4 661.6
Number of males 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Mean 177.1 183.6 236.4 298.6 3557 402.7 4432 479.7 510.6 5353 5585 581.9 602.7 614.9 623.4
S.D. 7.8 8.2 13.5 20.7 26.3 33.6 353 377 43.0 46.4 50.2 54.4 56.5 59.7 62.4
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Appendix 2 (Continued)
Ninety-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Body weight of males

Low dose (BEA 20 mg/kg)

Male No. Days of administration
1 2 8 15 22 29 36 43 50 57 64 71 78 85 90
M02011 176.1 183.5 232.5 2922 343.6 389.6 426.1 453.2 474.9 491.3 496.8 512.8 529.1 543.1 557.8
M02012 162.9 168.5 216.7 267.6 318.7 360.8 3952 426.8 4533 477.0 490.2 506.8 529.0 547.0 554.3
M02013 190.5 201.1 265.6 335.7 400.2 449.5 494.2 530.4 5574 573.9 586.9 615.1 624.7 644.7 637.5
M02014 175.7 1847 237.5 3014 359.5 403.4 456.9 495.1 5315 501.8 547.3 579.7 609.8 635.4 637.7
M02015 177.9 187.4 249.4 3175 378.4 4242 466.2 502.4 520.7 534.6 548.4 561.9 573.4 5882 595.9
M02016 181.4 189.6 244 .4 3032 3502 387.9 4255 456.3 487.6 S511.8 525.8 545.4 565.9 581.1 588.9
M02017 179.2 189.5 237.8 311.8 393.8 456.3 508.9 549.4 583.7 609.8 6283 649.8 669.6 681.4 691.7
M02018 170.4 177.5 224.8 2782 326.8 351.1 381.4 400.2 423.1 441.8 462.3 471.5 492.1 499.9 510.1
M02019 166.0 171.3 216.4 273.1 3262 369.1 405.8 4345 459.8 488.2 511.2 529.5 549.5 564.0 573.7
M02020 176.1 183.8 229.4 298.5 356.3 414.7 464.8 503.9 542.4 570.3 596.0 622.4 649.6 667.2 682.8
Number of males 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Mean 175.6 183.7 2355 297.9 3554 400.7 442.5 4752 503.4 520.1 539.3 559.5 579.3 595.2 603.0
S.D. 79 9.5 15.2 21.1 283 35.8 42.5 48.3 51.5 51.5 524 572 57.6 59.6 58.5
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN KW KW AN AN AN AN AN AN AN

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
KW: Analysis by Kruskal-Wallis' test (one-way layout).
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Appendix 2 (Continued)
Ninety-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Body weight of males

Medium dose (BEA 100 mg/kg)

Male No. Days of administration
1 2 8 15 22 29 36 43 50 57 64 71 78 85 90
M03021 176.5 187.7 2392 301.6 356.8 399.0 430.8 4554 475.0 501.9 522.4 549.7 564.8 581.7 584.0
M03022 185.2 192.2 245.6 3147 365.7 414.9 451.1 490.8 516.0 542.8 561.7 578.0 595.1 610.9 611.2
M03023 176.1 184.2 235.2 309.4 381.8 443.8 490.5 535.9 572.0 609.6 617.7 637.6 661.5 6712 672.8
M03024 160.8 167.3 207.7 258.4 309.0 342.5 3764 402.3 424.5 446.7 467.6 484.7 507.3 5232 523.1
M03025 174.0 179.8 2333 298.6 356.6 397.7 429.9 461.4 485.3 500.8 512.1 532.2 5522 550.7 553.6
M03026 181.2 192.0 2554 3254 380.6 4323 485.5 525.5 552.2 585.8 607.9 640.0 658.1 673.7 685.4
M03027 178.0 186.1 2239 271.7 316.7 344.6 3722 399.5 4224 4447 461.3 477.1 4934 503.0 513.7
M03028 167.8 173.2 2143 263.8 299.2 328.9 355.6 374.7 407.8 4374 456.7 473.9 488.9 499.1 516.7
M03029 177.5 186.7 240.3 3022 371.6 420.8 468.1 499.8 528.4 550.6 572.0 5973 622.7 636.9 651.1
M03030 1713 179.5 226.9 282.1 340.9 3875 426.0 451.0 488.8 506.2 522.9 549.1 570.7 583.2 5982
Number of males 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Mean 174.8 182.9 2322 292.8 3479 391.2 428.6 459.6 487.2 512.7 530.2 552.0 571.5 583.4 591.0
S.D. 6.9 8.0 14.4 226 30.1 40.0 47.6 54.7 56.3 59.7 58.6 61.9 63.5 64.8 64.3
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN Kw KwW AN AN AN AN AN AN AN

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way lay out).
KW: Analysis by Kruskal-Wallis' test (one-way lay out).
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Appendix 2 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Body weight of males

High dose (BEA 500 mg/kg)
Male No. Days of administration

1 2 8 15 22 29 36 43 50 57 64 71 78 85 90
M04031 171.7 174.1 225.1 288.0 3382 373.6 411.3 439.3 460.3 475.7 486.0 503.7 5159 522.0 523.0
M04032 189.2 194.7 247.7 310.6 366.4 407.9 413.3 442.4 470.7 497.9 512.5 527.2 544.2 553.7 552.2
MO04033 166.4 167.0 210.5 273.5 3352 375.5 414.7 4434 458.7 481.9 493.7 512.8 5213 534.1 536.1
M04034 182.8 189.0 250.2 309.4 364.4 408.8 445.7 483.0 5137 534.9 559.3 575.1 586.9 5973 601.7
M 04035 180.6 186.0 239.5 298.5 350.0 3777 4112 446.6 471.4 4947 512.4 531.8 553.9 567.8 569.4

MO04036 183.6 186.8 238.6 292.7 344.0 3912 4193 452.6 479.7 4943 5152 (Died)
MO04037 168.0 1724 223.5 276.6 3225 358.4 395.1 4248 4592 474.4 4953 522.5 537.4 551.0 560.5
M04038 1754 176.1 229.5 298.2 3513 395.6 4354 466.5 497.1 517.6 545.0 559.5 576.6 575.0 585.5
M04039 161.8 166.4 213.9 2724 3229 367.2 407.2 439.9 463.0 484.9 503.7 522.1 5374 549.2 554.0
M04040 173.1 1794 225.5 274.4 321.0 357.9 389.0 416.4 433.4 443.9 454.7 467.0 478.9 487.8 4933
Number of males 10 10 10 10 10 10 10 10 i0 10 10 9 9 9 9
Mean 175.3 179.2 230.4 289.4 341.6 3814 4142 4455 470.7 490.0 507.8 524.6 539.2 548.7 552.9
S.D. 8.7 9.6 134 14.7 16.7 18.7 16.8 19.0 22.3 24.8 294 311 324 31.8 326
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN KwW KW AN AN AN AN AN AN AN

NS: Not significantly different from the control group.
AN: Analysis by variance (one-way lay out).
KW: Analysis by Kruskal-Wallis' test (one-way lay out).
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Appendix 2 (Continued)
Ninety-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Body weight of females

Control (vehicle: corn oil)

Female No. Days of administration
1 2 8 15 22 29 36 43 50 57 64 71 78 85 91
FO1041 130.9 134.8 169.3 198.0 2240 252.8 260.1 278.2 291.1 304.7 3204 3156 326.4 326.0 330.9
F01042 123.3 125.6 142.9 155.6 165.1 176.6 187.3 183.0 197.9 208.5 208.0 2223 236.3 2342 2374
F01043 134.2 139.9 161.5 178.7 1959 215.5 232.7 251.7 260.8 279.3 285.3 294.4 294.8 295.7 2974
F01044 132.3 138.9 164.5 186.7 2119 227.5 2399 247.7 258.6 269.8 272.9 2754 284.7 288.0 284.5
F01045 135.9 1384 156.3 169.0 191.9 208.8 219.6 2254 2392 244.4 255.8 259.4 266.8 267.3 267.8
F01046 135.5 1442 160.1 176.5 189.9 212.0 226.5 240.2 2482 266.2 27117 2852 293.7 307.0 309.5
F01047 1335 1412 169.6 192.7 2144 2345 2384 2574 2744 289.8 289.9 299.3 306.5 308.7 314.8
F01048 128.2 136.6 169.8 187.7 214.5 2283 248.5 258.3 267.5 271.0 278.4 286.3 290.9 286.4 295.5
F01049 141.1 145.5 1742 1913 206.4 217.0 230.0 246.2 2542 258.4 274.4 286.6 297.1 295.8 299.3
F01050 121.3 124.5 145.0 1512 168.7 185.8 1972 199.3 210.7 226.2 228.8 2345 247.1 2512 2523
Number of females 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Mean 131.6 137.0 161.3 178.7 198.3 2159 228.0 238.7 250.3 261.8 269.2 2759 284.4 286.0 288.9
S.D. 6.0 7.0 10.6 159 19.8 224 22.1 28.7 28.2 28.9 31.7 29.1 272 279 28.9

74



Appendix 2 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Body weight of females

Low dose (BEA 20 mg/kg)

Female No. Days of administration
1 2 8 15 22 29 36 43 50 57 64 71 78 85 91
F02051 126.4 132.0 155.9 175.9 202.7 2255 2423 2532 269.1 276.4 283.3 297.1 303.2 309.4 308.8
F02052 1342 138.9 155.5 176.0 197.9 2162 2259 236.8 250.7 258.0 266.4 274.6 273.0 281.8 290.8
F02053 1142 120.6 144.8 163.8 188.0 206.4 217.0 227.0 242.6 248.5 254.5 2575 270.5 2753 267.9
F02054 142.0 148.9 173.0 197.9 221.8 2419 263.1 276.7 289.0 295.3 301.9 3159 320.8 3273 333.2
F02055 139.8 138.7 166.4 191.8 2123 2454 265.5 280.1 287.9 3112 329.0 3404 345.1 3577 358.0
F02056 130.8 132.0 156.9 1713 - 184.3 206.8 220.8 230.0 248.2 262.3 267.6 271.9 283.1 290.0 289.3
F02057 125.7 131.0 150.5 170.4 182.9 199.5 210.8 214.0 221.8 229.6 235.1 238.6 2452 250.6 252.3
F02058 133.0 139.7 158.4 183.3 205.3 228.5 239.8 252.7 267.2 273.3 2771 288.5 294.9 302.6 302.3
F02059 125.8 128.5 159.0 174.9 190.9 2154 233.1 239.7 243.6 253.9 259.7 263.4 264.5 271.4 269.6
F02060 133.1 1394 164.6 185.8 2015 226.4 251.5 263.3 278.5 297.8 309.8 3175 326.1 338.0 348.7
Number of females 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Mean 130.5 135.0 158.5 179.1 198.8 2212 237.0 2474 259.9 270.6 278.5 286.5 292.6 3004 302.1
S.D. 8.0 7.8 8.0 10.5 126 152 18.9 21.7 220 252 282 314 313 332 35.4
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN AN AN AN AN AN AN AN

NS: Not significantly different from the control group.
AN: Analysis by variance (one-way lay out).
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Appendizx 2 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Body weight of females

Medium dose (BEA 100 mg/kg)

Female No. Days of administration
1 2 8 15 22 29 36 43 50 57 64 71 78 85 91
F03061 139.7 144.8 173.6 199.1 228.3 241.7 265.0 271.0 277.9 275.6 290.3 302.2 305.0 307.3 311.8
F03062 116.3 115.8 142.4 157.3 183.2 197.9 208.0 229.4 241.9 251.3 250.7 265.3 276.0 2732 270.8
F03063 118.6 118.8 131.4 142.4 160.8 173.5 178.7 185.2 199.4 209.6 211.6 220.5 234.4 237.1 233.7
F03064 136.6 137.4 162.9 184.9 206.4 228.7 2427 2454 262.9 275.6 280.7 282.3 290.0 293.4 286.4
F03065 125.7 1343 157.0 183.5 202.5 218.0 236.3 249.1 257.3 259.4 270.9 278.0 283.2 285.5 288.1
F03066 134.7 141.4 154.9 182.8 206.3 226.6 239.3 260.0 270.8 282.2 292.6 309.0 319.9 3229 327.5
F03067 133.0 134.7 171.6 202.1 2127 242.8 250.6 264.4 2775 271.5 290.4 298.7 303.5 310.5 313.8
F03068 133.4 140.5 165.7 185.7 205.5 220.0 236.9 245.3 253.8 265.0 269.5 278.4 281.3 286.3 292.8
F03069 138.5 143.2 172.6 194.0 2185 241.7 2582 272.6 289.8 297.0 3282 3434 348.5 348.3 350.3
F03070 134.8 136.4 165.3 179.7 1915 201.3 207.8 220.0 232.6 247.7 248.1 258.1 272.8 281.4 283.2
Number of females 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Mean 131.1 1347 159.7 181.2 201.6 219.2 232.4 2442 256.4 264.1 273.3 283.6 291.5 294.6 295.8
S$.D. 8.2 9.8 13.8 18.4 19.1 22,6 26.5 26.9 26.5 242 31.6 33.0 30.6 30.2 322
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN AN AN AN AN AN AN AN

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way lay out).
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Appendix 2 (Continued)
Ninety-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Body weight of females

High dose (BEA 500 mg/kg)

Female No. Days of administration
1 2 8 15 22 29 36 43 50 57 64 71 78 85 91
F04071 136.1 136.8 156.6 173.0 192.7 214.0 216.9 2404 2513 2593 262.7 275.5 2873 2894 286.0
F04072 135.2 139.4 163.6 188.2 210.6 230.3 259.7 2742 286.8 289.5 301.1 316.0 3172 315.9 321.1
F04073 137.1 135.1 161.7 183.5 211.8 2354 248.5 2577 279.1 288.1 308.0 3175 327.1 336.0 3333
F04074 120.9 1219 1432 161.8 190.2 209.6 2229 226.9 237.7 252.0 255.9 257.9 2753 273.8 278.5
F04075 129.5 129.9 156.0 173.8 196.8 2212 240.3 255.9 261.6 270.5 278.4 2854 289.3 292.4 293.4
F04076 128.9 129.8 159.9 181.4 210.0 229.8 251.5 263.4 273.1 283.2 289.4 298.7 306.4 310.8 307.2
F04077 140.9 147.8 182.1 208.8 2422 253.7 267.9 2717 283.1 287.0 297.7 296.5 296.1 303.9 307.0
F04078 131.0 1322 158.5 181.4 208.2 233.5 264.4 278.5 297.1 287.9 291.8 306.8 310.6 3124 320.2
F04079 145.3 148.7 173.4 1824 207.3 224.4 238.8 239.7 2572 269.7 2672 274.5 286.3 290.7 287.7
F04080 1333 129.9 156.4 180.0 201.2 219.7 2317 235.4 246.3 253.4 260.1 2572 267.2 271.7 267.6
Number of females 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Mean 133.8 1352 161.1 1814 207.1 2272 2443 255.0 2673 274.1 2812 288.6 296.3 299.7 3002
S.D. 6.8 8.4 10.5 12.1 14.6 12.5 173 18.7 19.4 15.1 18.8 22.1 18.9 19.9 21.0
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN AN AN AN AN AN AN AN

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
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Appendix 3

Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Food consumption of males

Control (vehicle: corn oil}

Male No. Days of administration
1 8 15 22 29 36 43 50 57 64 71 78 85
M01001 22.7 24.1 26.9 24.9 273 26.5 25.0 24.8 23.4 26.0 23.2 19.6 19.1
M01002 23.1 24.8 25.9 26.6 252 26.1 28.2 30.5 27.9 28.2 242 23.5 24.8
MO01003 223 24.5 22.8 25.0 26.2 25.5 22.1 23.1 234 23.2 224 22.8 20.6
M01004 223 22.1 26.6 25.4 25.8 255 25.2 24.5 26.3 23.1 24.6 235 19.7
MO01005 20.3 21.6 22.1 18.9 24.6 23.7 194 244 24.1 23.2 23.4 22.0 19.7
M01006 213 22.8 24.7 259 27.1 25.3 24.3 27.5 24.3 22.3 21.3 21.6 18.6
M01007 20.8 22.9 21.2 25.1 25.5 24.9 25.1 22.5 24.4 22.7 23.7 21.6 18.0
M01008 233 23.7 26.9 272 26.4 26.8 26.3 23.6 284 26.7 24.7 24.7 25.4
M01009 24.2 28.1 27.9 323 26.9 30.1 29.0 27.6 31.1 27.2 29.9 30.7 28.9
M01010 26.0 29.3 322 32.6 23.9 29.6 28.2 29.8 28.1 28.4 314 22.1 28.0
Number of males 10 10 10 10 10 10 10 10 10 10 10 10 10
Mean 22.6 244 25.7 26.4 25.9 26.4 25.3 25.8 26.1 25.1 249 23.2 22.3
S.D. 1.7 2.5 3.2 3.9 1.1 2.0 2.9 2.8 2.6 24 32 3.0 4.1
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Appendix 3 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Food consumption of males

Low dose (BEA 20 mgkg)

Male No. Days of administration
1 8 15 22 29 36 43 50 57 64 71 78 85
M02011 23.0 24.0 24.9 22.9 23.2 243 22.1 22.7 233 19.7 233 19.3 225
M02012 19.2 20.7 23.1 209 232 25.5 25.8 22.7 21.2 21.0 24.2 18.1 20.2
M02013 28.3 26.0 25.7 28.0 28.0 304 27.7 24.0 24.4 25.6 26.1 23.4 23.2
M02014 25.6 26.8 26.6 28.0 273 31.1 31.2 294 26.9 30.0 31.2 27.0 29.9
M02015 22.0 26.4 25.8 - 258 24.9 28.0 23.9 22.0 22.8 22.0 19.5 19.6 18.7
M02016 235 234 22.7 23.8 24.3 222 23.6 20.5 23.2 20.7 223 20.5 21.6
MO02017 23.1 243 25.9 295 31.1 27.3 25.9 23.0 243 25.1 21.9 194 19.8
M02018 20.1 23.7 26.8 26.1 25.8 22.9 23.6 23.7 22.0 21.7 20.9 19.0 22.5
M02019 21.1 21.4 24.1 253 225 24.6 23.6 20.9 24.6 26.9 22.8 24.2 23.7
M02020 23.7 23.7 252 27.8 28.5 26.3 27.8 25.0 25.8 24.8 28.3 23.6 234
Number of males 10 10 10 10 10 10 10 10 10 10 10 10 10
Mean 23.0 24.0 25.1 25.8 259 26.3 25.5 234 239 23.8 24.1 21.4 22.6
S.D. 2.6 2.0 1.4 2.7 2.8 3.0 2.7 2.5 1.7 33 3.6 29 3.1
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU AN AN AN Kw AN AN DU DU DU AN DT AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.
AN: Analysis by variance (one-way lay out).
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Appendix 3 (Continued)
Ninety-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Food consumption of males

Medium dose (BEA 100 mgkg)

Male No. Days of administration
1 8 15 22 29 36 43 50 57 64 71 78 85
M03021 22.8 214 23.1 23.2 27.5 23.4 22.3 23.0 21.6 22.5 22.7 23.8 21.0
M03022 20.4 23.8 23.6 26.6 25.1 25.0 242 21.5 22.7 259 24.2 23.6 23.3
M03023 21.0 24.1 25.3 27.8 28.6 31.7 29.5 28.7 26.5 25.0 25.1 20.6 22.9
M03024 19.6 21.1 22.6 23.3 23.1 22.4 22.9 21.8 22.7 23.0 21.9 22.6 21.4
MO03025 21.8 249 23.5 273 28.2 25.1 239 234 227 227 24.1 21.5 19.3
M03026 25.1 28.6 26.7 27.8 30.3 26.6 27.0 28.3 27.9 28.6 28.0 24.7 23.8
M03027 20.8 22.6 22.7 24.8 224 24.7 23.1 22.7 23.5 22.1 23.5 22.1. 21.5
M03028 18.8 18.7 21.6 20.2 21.3 20.8 223 20.6 20.3 214 22.8 20.0 18.1
M03029 23.2 25.5 27.9 29.9 314 26.4 28.8 23.3 25.8 27.0 27.8 252 22.1
M03030 23.3 24.4 25.8 24.9 25.1 259 29.0 25.1 27.6 27.5 22.6 223 23.5
Number of males 10 10 10 10 10 10 10 10 10 10 10 10 10
Mean 21.7 23.5 243 25.6 26.3 252 25.3 23.8 24.1 24.6 24.3 22.6 21.7
S.D. 1.9 2.7 2.0 2.9 34 2.9 2.9 2.7 2.6 2.6 2.1 1.7 1.9
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU AN AN AN Kw AN AN DU DU DU AN DT AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.
AN: Analysis by variance (one-way lay out).
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Appendix 3 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Food consumption of males

High dose (BEA 500 mg/kg)
Male No. Days of administration

1 8 15 22 29 36 43 50 57 64 71 78 85
Mo04031 18.9 25.7 27.6 28.4 334 343 24.6 30.8 28.8 324 21.7 34.5 25.8
M04032 19.6 24.8 28.4 24.9 27.3 22.1 21.7 23.1 24.6 28.3 27.9 252 21.7
M04033 14.0 22.1 21.7 26.8 26.8 28.3 252 26.3 26.9 26.5 24.6 23.7 23.1
M04034 21.1 29.0 29.0 30.8 309 28.6 30.7 33.6 32.6 30.8 30.6 30.9 273
M04035 18.8 25.6 28.1 23.6 274 23.9 28.1 26.6 28.9 28.1 24.7 24.8 25.6

M04036 18.2 23.1 28.2 25.1 24.6 23.1 243 254 28.2 25.0 (Died)
Mo04037 18.3 21.0 21.7 21.8 26.1 23.5 29.0 25.0 27.7 28.4 26.0 272 25.4
M04038 14.3 24.3 26.4 29.3 27.0 27.2 25.6 25.0 29.0 27.8 24.1 21.5 22.0
M04039 17.6 20.0 222 22,7 27.6 27.0 23.7 28.0 25.1 30.2 25.8 343 27.2
M04040 18.8 20.7 25.0 23.1 243 23.6 24.3 224 24.8 24.8 24.5 20.5 21.7
Number of males 10 10 10 10 10 10 10 10 10 10 9 9 9
Mean 18.0 23.6 25.8 25.7 275 26.2 25.7 26.6 27.7 28.2 25.5 27.0 24.4
S.D. 22 2.8 3.0 3.1 2.7 3.7 2.7 34 24 2.4 2.5 5.2 2.3
Significance ** NS NS NS NS NS NS NS NS * NS NS NS
Statistical method DU AN AN AN Kw AN AN DU DU DU AN DT AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.
AN: Analysis by variance (one-way lay out).
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Appendix 3 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Food consumption of females

Control (vehicle: corn oil)

Female No. Days of administration
1 8 15 22 29 36 43 50 57 64 71 78 85
F01041 17.0 17.7 154 18.2 19.1 18.1 19.1 14.6 16.9 16.8 15.1 14.3 14.0
F01042 16.0 15.8 12.5 14.6 10.0 13.6 13.5 9.6 14.7 14.4 10.4 15.5 14.2
F01043 20.1 14.3 17.2 17.5 13.2 17.7 17.7 15.6 15.1 16.2 14.8 12.9 9.1
F01044 18.8 19.1 17.8 18.5 17.2 17.5 15.2 13.1 16.6 16.6 15.8 12.6 13.9
F01045 16.4 16.3 14.9 11.0 15.2 15.0 15.0 9.9 17.0 14.8 13.5 94 12.9
F01046 20.5 16.8 16.4 16.4 12.5 17.9 16.9 14.8 12.1 17.4 16.8 14.8 12.1
F01047 17.9 16.3 14.0 18.6 17.2 16.8 16.8 13.6 18.4 132 17.7 18.2 13.0
F01048 18.7 153 17.0 17.0 16.8 14.0 15.8 13.2 13.6 12.0 15.8 13.9 13.2
F01049 17.7 14.0 174 16.6 17.2 14.1 15.7 18.0 20.2 14.7 18.0 21.1 15.2
F01050 17.7 14.4 16.6 14.2 18.2 16.2 14.3 11.9 15.7 16.9 14.8 13.0 14.7
Number of females 10 10 10 10 10 10 10 10 10 10 10 10 10
Mean 18.1 16.0 15.9 16.3 15.7 16.1 16.0 134 16.0 153 15.3 14.6 13.2
S.D. 1.5 1.6 1.7 24 2.9 1.8 1.7 2.5 2.3 1.8 22 32 1.7
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Appendix 3 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Food consumption of females

Low dose (BEA 20 mgkg)

Female No. Days of administration
1 8 15 22 29 36 43 50 57 64 71 78 85
F02051 16.5 17.6 17.7 15.7 19.3 19.0 17.8 14.0 18.1 16.0 15.6 16.2 17.3
F02052 16.7 15.7 13.3 15.9 13.8 13.0 15.9 14.2 153 11.8 12.5 11.5 14.4
F02053 14.9 15.5 16.9 15.1 18.4 17.8 16.2 14.6 15.2 16.7 15.6 10.9 16.5
F02054 18.9 14.0 18.5 17.9 19.5 16.3 17.0 16.3 15.6 13.7 16.2 15.9 14.4
F02055 16.1 18.0 19.4 20.9 19.2 22.8 19.4 18.7 17.8 20.3 173 18.4 16.8
F02056 15.9 17.1 17.0 13.1 17.5 16.3 15.6 13.3 16.0 16.8 153 13.6 15.7
F02057 18.3 13.9 14.6 15.1 13.5 12.0 11.6 11.2 11.6 11.1 10.6 8.4 11.7
F02058 18.0 14.1 15.6 134 18.7 16.7 14.3 16.3 18.6 16.1 11.9 18.0 16.7
F02059 15.2 17.3 18.3 15.0 14.4 15.5 16.3 14.6 10.0 15.6 16.6 11.7 10.3
F02060 17.7 15.9 18.3 19.0 134 18.9 21.2 18.3 15.7 18.5 20.0 18.1 14.5
Number of females 10 10 10 10 10 10 10 10 10 10 10 10 10
Mean 16.8 15.9 17.0 16.1 16.8 16.8 16.5 15.2 154 15.7 15.2 14.3 14.8
S.D. 1.4 1.6 1.9 2.5 2.6 3.1 2.6 23 2.7 2.8 2.8 35 23
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU AN AN DU DU DU DU DU DU DU DT DU DU

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.

AN Analysis by variance (one-way lay out).
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Appendix 3 (Continued)
Ninety-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Food consumption of females

Medium dose (BEA 100 mgkg)

Female No. Days of administration
1 8 15 22 29 36 43 50 57 64 71 78 85
F03061 16.8 155 17.0 16.0 17.9 18.9 18.0 13.4 14.2 15.1 17.8 15.0 12.1
F03062 14.0 16.0 16.1 13.6 17.0 16.1 10.7 17.9 18.3 14.9 12.2 18.2 14.7
F03063 13.7 13.1 16.1 10.6 142 15.2 11.9 11.2 17.2 14.9 12.5 11.1 13.9
F03064 14.6 16.6 15.7 13.8 16.3 16.0 19.2 17.1 185 16.0 18.3 13.2 19.5
F03065 18.6 14.4 18.3 19.9 19.5 14.6 18.3 17.4 18.1 13.1 18.5 18.1 13.6
F03066 17.5 17.7 15.2 16.1 17.4 18.2 155 16.8 20.0 17.9 14.1 18.1 17.5
F03067 14.0 19.3 15.8 16.3 17.8 14.9 17.5 17.5 17.0 17.2 13.9 17.0 14.3
F03068 17.7 15.1 18.3 17.1 16.9 18.1 18.0 16.5 14.9 154 18.7 17.1 15.0
F03069 17.4 19.4 19.2 14.2 18.8 20.6 17.8 17.8 17.7 20.3 16.7 15.3 14.5
F03070 16.1 17.7 14.8 16.6 14.8 15.5 13.7 19.5 16.9 16.6 17.6 19.0 16.7
Number of females 10 10 10 10 10 10 10 10 10 10 10 10 10
Mean 16.0 16.5 16.7 15.4 17.1 16.8 16.1 16.5 17.3 16.1 16.0 16.2 15.2
S.D. 1.8 2.1 1.5 25 1.6 2.0 3.0 24 1.7 2.0 2.6 25 2.1
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU AN AN DU DU DU DU DU DU DU DT DU DU

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.

AN: Analysis by variance (one-way lay out).
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Appendix 3 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Food consumption of females

High dose (BEA 500 mg/kg)

Female No. Days of administration
1 8 15 22 29 36 43 50 57 64 71 78 85
F04071 12.8 16.7 15.9 18.9 20.6 21.8 16.4 20.0 22.5 18.4 15.4 18.4 15.5
F04072 16.6 15.2 18.2 223 214 16.8 232 229 20.4 19.9 24.0 22.9 17.8
F04073 14.3 18.2 20.6 19.0 22.9 23.6 21.1 18.9 24.6 23.7 22.0 19.5 22.5
F04074 13.1 16.5 18.0 13.9 18.4 18.4 16.1 13.8 18.9 19.3 18.1 16.9 19.5
F04075 12.2 16.0 16.9 18.5 18.5 17.9 19.8 18.0 19.0 20.2 20.6 18.6 16.5
F04076 13.0 16.9 16.6 22.7 20.2 17.3 24.5 18.8 19.0 21.4 21.5 20.7 17.9
F04077 19.8 16.4 18.7 20.9 28.8 18.0 23.6 29.3 24.6 20.9 35.0 243 20.7
F04078 18.7 17.9 16.7 18.4 22.8 19.9 23.1 21.9 21.4 19.1 19.1 18.5 17.3
F04079 17.1 17.5 20.4 16.9 244 21.7 22.6 154 21.2 28.0 21.9 17.9 20.8
F04080 12.2 16.4 17.7 154 19.2 16.9 19.8 15.6 20.4 19.1 23.0 15.7 13.3
Number of females 10 10 10 10 10 10 10 10 10 10 10 10 10
Mean 15.0 16.8 18.0 18.7 21.7 19.2 21.0 19.5 21.2 21.0 22.1 19.3 18.2
S.D. 2.8 0.9 1.6 2.8 32 24 3.0 4.5 2.1 2.9 5.2 2.6 2.8
Significance *% NS NS NS * ¥ * *E ** *k * % *% *% *%
Statistical method DU AN AN DU DU DU DU DU DU DU DT DU bu

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.
AN: Analysis by variance (one-way lay out).
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Appendix 4
Ninety-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Ophthalmologic examination of males

Group Control (vehicle: corn oil) Medium dose (BEA 100 mg/kg) High dose (BEA 500 mg/kg)
Findings
Male MO01 M01 MO1 MO1 MO1 MO01 MO1 M0O1 MO1 MO1  M03 M03 M03 M03 M03 M03 M03 M03 M03 M03 M04 M04 M04 M04 M04 M04 M04 M04 M04
No. 001 002 003 004 005 006 007 008 009 010 021 022 023 024 025 026 027 028 029 030 031 032 033 034 035 037 038 039 040
Cornea
Band-shaped opacity - - RL - - RL R - - - RL - RL RL RL RL - - RL RL RL RL RL RL - -~ - - -
Vitreous
Persistent hyaloid artery - - - - - - - - - - - - - - L - - L - RL - - - - - - - - -
Fundus
Scatterd brown spots area - L - - - - - - - - - - - - - - - - - - - - - - - - - - -
Band-shaped hyper reflection - - - - - - - - - - - - L - - - - - - - - - - - RL - - - R

-, not observed

R, observed on the right eye
L, observed on the left eye
RL, observed on the both eyes
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Appendix 4 (Continued)

Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Ophthalmologic examination of females

Group Control (vehicle: corn oil) Medium dose (BEA 100 mg/kg) High dose (BEA 500 mg/kg)
Findings
Female FO1 FO1 FO1 FO1 FO1 FOi FOl FOl FO1 FO1 FO03 FO3 F03 F03 F03 F03 F03 F03 F03 F03 F04 F04 F04 F04 F04 F04 F04 F04 F04 Fo04
No. 041 042 043 044 045 046 047 048 049 050 061 062 063 064 065 066 067 068 069 070 071 072 073 074 075 076 077 078 079 080
Cornea
Band-shaped opacity - RL - - - - - - - - - - - - - R - L - RL
Fundus

Band-shaped hyper reflection - - - - - - - - - -

-, not observed

R, observed on the right eye
L, observed on the left eye
RL, observed on the both eyes
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Appendix 5

Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Urinalysis of males

Control (vehicle: corn oil)

Quality Urinary sediments

Male No. pH Protein Glucose Ketone Bilirubin Occult blood Urobilinogen Color Turbidity Red blood cells White blood cells Casts Crystals Epithelial cells
M01001 7.0 + B + B - + light yellow - - - * -
MO01002 =9.0 2+ - + - - + light yellow - - - + -
M01003 65 2+ - + - - 2+ light yellow - - - + -
MO01004 8.5 + - + - - * light yellow - - - * -
M01005 8.0 2+ - + - - 2+ yellow - - - + -

Protein, -: negative; +: 10 < and < 30 mg/dL; +: 30 <and < 100 mg/dL; 2+: 100 < and < 300 mg/dL; 3+: 300 < and < 600 mg/dL; 4+: 600 mg/dL <

Glucose, -: negative; =: 30 < and < 70 mg/dL; +: 70 < and < 150 mg/dL; 2+: 150 <and < 300 mg/dL; 3+: 300 <and < 1,000 mg/dL; 4+: 1,000 mg/dL <

Ketone, -: negative; +(5 S and < 10 mg/dL; +: 10 <and < 40 mg/dL; 2+: 40 <and < 80 mg/dL; 3+: 80 <and < 150 mg/dL; 4+: 150 mg/dL <

Bilirubin, -: negative; +: 0.5 <and < 2.0 mg/dL; 2+: 2.0 <and < 6.0 mg/dL; 3+: 6.0 <and < 10.0 mg/dL; 4+: 10.0 mg/dL <

Occult blood, -: negative; +: 0.03 <and < 0.06 mg/dL; +: 0.06 <and < 0.20 mg/dL; 2+: 0.20 <and < 1.00 mg/dL; 3+: 1.00 mg/dL <

Urobilinogen, =+ normal; +: 2.0 < and < 4.0 mg/dL; 2+: 4.0 £ and < 8.0 mg/dL; 3+: 8.0 <and < 12.0 mg/dL; 4+: 12.0 mg/dL <

Turbidity, -: negative; £: trace; +: slight; 2+: moderate; 3+: marked

Red Blood cells, -: ot observed; +: 1-9/3 visual field; +: 10-99/3 visual field; 2+: 100-299/3 visual field; 3+: =300/3 visual field

‘White Blood cells, -: not observed; +: 1-9/3 visual field; +: 10-99/3 visual field, 2+: 100-299/3 visual field; 3+: =300/3 visual field

Casts, -: not observed; +: 1-9/3 visual field; +: 10-99/3 visual field; 2+: 100-299/3 visual field; 3+: =300/3 visual field

Cristals, -: not observed; +: a few; +: abundant

Epithelial cells, -: not observed; +: a few; -+: abundant

Control (vehicle: corn oil)

Electrolyte, densit, Electrolyte, gross volume
y

Male No. Urine volume S.G. Na K Ct Na K Cl

mL/24hr mEq/L mEq/L mEq/L ‘mEq/24hr mEq/24hr mEq/24hr

M01001 21.5 1.040 86.7 188.19 121.4 1.86 4.05 2.61

M01002 12.5 1.059 75.8 242.16 130.6 0.95 3.03 1.63

M01003 10.4 1.074 1187 292.11 189.9 1.23 3.04 197

Mo01004 124 1.063 110.0 254.67 174.6 1.36 3.16 2.17

MO01005 5.5 1.079 103.3 248.95 121.5 0.57 1.37 0.67
Number of males 5 5 5 5 5 5 5 5
Mean 12.5 1.063 98.9 245.22 147.6 1.19 2.93 1.81

S.D. 5.8 0.015 17.4 37.30 323 0.48 0.97 0.73

S.G.: Specific gravity
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Appendix 5 (Continued)

Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Urinalysis of males

Low dose (BEA 20 mgkg)
Quality Urinary sediments

Male No. pH Protein Glucose Ketone Bilirubin Occult blood Urobilinogen Color Turbidity Red blood cells White blood cells Casts Crystals Epithelial cells
M02011 6.5 + - - - - + light yellow - - - - -
M02012 7.0 ES - + - - + light yellow - - - + -
MO02013 8.0 2+ - + - - + light yellow - - - + -
M02014 8.0 + - - - - + light yellow - - - - -
M02015 8.0 + - + - - + tight yellow - - - - -

Protein, -: negative; +: 10 <and < 30 mg/dL; +: 30 <and< 100 mg/dL; 2+: 100 < and < 300 mg/dL; 3+: 300 <and < 600 mg/dL; 4+: 600 mg/dL.<

Glucose, -2 negative; #: 30 <and < 70 mg/dL; +: 70 <and < 150 mg/dL; 2+: 150 < and < 300 mg/dL; 3+: 300 <and < 1,000 mg/dL; 4+: 1,000 mg/dL <

Ketone, - negative; +(5 <and < 10 mg/dL; +: 10 <and <40 mg/dL; 2+: 40 <and < 80 mg/dL; 3+: 80 <and< 150 mg/dL; 4+: 150 mg/dL <

Bilirubin, -: negative; +: 0.5 <and < 2.0 mg/dL; 2+: 2.0 <and < 6.0 mg/dL; 3+: 6.0 <and < 10,0 mg/dL; 4+: 10.0 mg/dL <

Occult blood, -: negative; +: 0.03 <and < 0.06 mg/dL; +: 0.06 <and < 0.20 mg/dL; 2+: 0.20 £ and< 1.00 mg/dL; 3+: 1.00 mg/dL <

Urobilinogen, = : normal; +: 2.0 <and < 4.0 mg/dL; 2+: 4.0 <and < 8.0 mg/dL; 3+: 8.0<and < 12.0 mg/dL; 4+: 12.0 mg/dL <

Turbidity, -: negative; =+: trace; +: slight; 2+: moderate; 3+: marked

Red Blood celis, -: not observed; +: 1-9/3 visual field; +: 10-99/3 visual field; 2+: 100-299/3 visual field; 3+: =300/3 visual field
White Blood cells, -: not observed; : 1-9/3 visual field; +: 10-99/3 visual field, 2+: 100-299/3 visual field; 3+: =300/3 visual field

Casts, -2 not observed; +: 1-9/3 visual field; +: 10-99/3 visual field; 2+: 100-299/3 visual field; 3+: =300/3 visual field
Cristals, -: not observed; +: a few; +: abundant
Epithelial cells, -: not observed; +: a few; +: abundant
Low dose (BEA 20 mgkg)
Electroly te, density Electroly te, gross volume
Male No. Urine volume S.G. Na X Cl Na K Cl
mL/24hr mEq/L mEq/L mEq/L mEq/24hr mEq/24hr mEq/24hr
MO02011 24.7 1.030 39.4 122.12 72.1 097 3.02 1.78
MO02012 16.2 1.050 102.3 220.45 150.0 1.66 357 2.43
M02013 18.6 1.038 59.8 156.64 89.9 1.11 291 1.67
MO02014 414 1.018 383 82.95 49.4 1.59 3.43 2.05
MO02015 14.8 1.050 1252 223.11 167.1 1.85 3.30 247
Number of males 5 5 5 5 5 5 5 5
Mean 23.1 1.037 73.0 161.05 105.7 1.44 3.25 2.08
S.D. 10.9 0.014 39.0 61.27 50.7 0.38 0.28 0.37
Significance NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN

S.G.: Specific gravity
NS: Not significantly different from the control group.
AN: Analysis by variance (one-way lay out).
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Appendix 5 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Urinalysis of males

Medium dose (BEA 100 mg/kg)

Quality Urinary sediments

Male No. pH Protein Glucose Ketone Bilirubin Occult blood Urobilinogen Color Turbidity Red blood cells White blood cells Casts Crystals Epithelial cells
M03021 7.5 + - + - - + light yellow - - - - + -
M03022 6.5 2+ - + - - + light yellow + - - - + -
M03023 7.5 + - - - - + light yellow - - - - + -
M03024 6.5 2+ - + - - 2+ light yellow + - - - + -
MO03025 8.5 2+ . + - . + light yellow - - - - + -

Protein, -: negative; +: 10 <and < 30 mg/dL; +: 30 <and < 100 mg/dL; 2+: 100 < and < 300 mg/dL; 3+: 300 <and < 600 mg/dL; 4+: 600 mg/dL <

Glucose, - negative; £: 30 < and < 70 mg/dL; +: 70 <and < 150 mg/dL; 2+: 150 <and< 300 mg/dL; 3+: 300 <and < 1,000 mg/dL; 4+: 1,000 mg/dL <

Ketone, -: negative; £(5 <and < 10 mg/dL; +: 10 <and < 40 mg/dL; 2+: 40 <and < 80 mg/dL; 3+: 80 <and< 150 mg/dL; 4+; 150 mg/dL <

Bilirubin, -: negative; +: 0.5 <and < 2.0 mg/dL; 2+: 2.0 <and < 6.0 mg/dL; 3+: 6.0 <and < 10.0 mg/dL; 4+: 10.0 mg/dL <

Occult blood, -: negative; £: 0.03 <and < 0.06 mg/dL; +; 0.06 <and < 0.20 mg/dL; 2+: 0.20 <and < 1.00 mg/dL; 3+: 1.00 mg/dL <

Urobilinogen, =+: normal; +: 2.0 <and < 4.0 mg/dL; 2+: 4.0 <and < 8.0 mg/dL; 3-+: 8.0 <and < 12.0 mg/dL; 4+: 12.0 mg/dL <

Turbidity, -: negative; *: trace; +: slight; 2+: moderate; 3+: marked

Red Blood cells, -: not observed; *: 1-9/3 visual field; +: 10-99/3 visual field; 2+: 100-299/3 visual field; 3+: =300/3 visual field

White Blood cells,  -: not observed; +: 1-9/3 visual field; +: 10-99/3 visual field, 2+: 100-299/3 visual field; 3+: =300/3 visual field

Casts, -: not observed; +: 1-9/3 visual field; +: 10-99/3 visual field; 2+: 100-299/3 visual field; 3+: =300/3 visual field

Cristals, -: not observed; +: a few; +: abundant

Epithelial cells, -: not observed; +: a few; +: abundant

Medium dose (BEA 100 mg/kg)

Electrolyte, density Electroly te, gross volume

Male No. Urine volume S.G. Na K Cl Na K C1
mL/24hr mEq/L mEgq/L mEq/L mEq/24hr mEq/24hr mEq/24hr

M03021 11.7 1.07¢ 165.0 317.22 199.4 1.93 3.71 2.33
M03022 20.4 1.038 95.9 153.20 116.2 1.96 3.13 2.37
M03023 13.6 1.053 122.8 232.69 154.0 1.67 3.16 2.09
M 03024 13.9 1.048 96.9 173.00 1143 1.35 2.40 1.59
M 03025 9.5 1.063 109.9 249.23 161.9 1.04 2.37 1.54

Number of males 5 5 5 5 5 5 5 5
Mean 13.8 1.054 118.1 225.07 149.2 1.59 2.95 1.98
S.D. 4.1 0.013 28.4 65.21 354 0.39 0.57 0.40
Significance NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN

S.G.: Specific gravity

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way lay out).
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Appendix 5 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Urinalysis of males

High dose (BEA 500 mg/kg)

Quality Urinary sediments
Male No. pH Protein Glucose Ketone Bilirubin Occult blood Urobilinogen Color Turbidity Red blood cells White blood cells Casts Crystals Epithelial cells
M04031 7.5 + - - - - + light yeflow - - - - ES -
M 04032 75 + - + - - + light yellow - - - - + -
M 04033 7.5 + - - - - ES light yellow - - - - ES -
M 04034 8.0 + - + - - + light yellow - - - - + -
M 04035 6.5 + - ES - - + light yellow - - - - * +
Protein, -2 negative; £: 10 <and <30 mg/dL; +: 30 <and < 100 mg/dL; 2+: 100 < and < 300 mg/dL; 3+: 300 <and < 600 mg/dL; 4+: 600 mg/dL <
Glucose, -: negative; £: 30 <and < 70 mg/dL; +: 70 <and < 150 mg/dL; 2+: 150 <and < 300 mg/dL; 3+: 300 <and < 1,000 mg/dL; 4+: 1,000 mg/dL <
Ketone, -: negative; (5 <and < 10 mg/dL; +: 10 Land < 40 mg/dL; 2+: 40 <and < 80 mg/dL; 3+: 80 <and < 150 mg/dL; 4+: 150 mg/dL <
Bilirubin, -: negative; +: 0.5 and < 2.0 mg/dL; 2+: 2.0 <and < 6.0 mg/dL; 3+: 6.0 <and < 10.0 mg/dL; 4+: 10.0 mg/dL <
Occult blood, -: negative; £: 0.03 <and < 0.06 mg/dL; +: 0.06 <and < 0.20 mg/dL; 2+: 0.20 <and < 1.00 mg/dL; 3+: 1.00 mg/dL <
Urobilinogen, =+ normal; +: 2.0 <and < 4.0 mg/dL; 2+: 4.0 <and < 8.0 mp/dL; 3+: 8.0 <and < 12.0 mg/dL; 4+: 12.0 mg/dL <
Turbidity, -: negative; +: trace; +: slight; 2+: moderate; 3+: marked
Red Blood cells, - not observed; +: 1-9/3 visual field; +: 10-99/3 visual field; 2+: 100-299/3 visual field; 3+: =300/3 visual field
White Blood cells, -:not observed; +: 1-9/3 visual field; +: 10-99/3 visual field, 2+: 100-299/3 visual field; 3+: =300/3 visual field
Casts, -: not observed; +: 1-9/3 visual field; +: 10-99/3 visual field; 2+: 100-299/3 visual field; 3-+: =300/3 visual field
Cristals, -: not observed; +: a few; +: abundant
Epithelial cells, -: not observed; +: a few; +: abundant
High dose (BEA 500 mglkg)
Electrolyte, density Electrolyte, gross volume
Male No. Urine volume S.G. Na K Cl Na K Cl
mL/24hr mEg/L mEq/L mEq/L mEq/24hr mEq/24hr mEq/24hr
MO04031 43.6 1.024 434 89.07 55.4 1.89 3.88 242
M04032 115 | 1.069 108.6 238.38 1144 1.25 2.74 1.32
MO04033 20.5 1.050 99.2 182.98 133.7 2.03 375 2.74
MO04034 21.1 1.058 120.4 217.00 148.0 2.54 4.58 3.12
MO04035 19.3 1.055 110.0 206.54 1329 2.12 3.99 2.56
Number of males 5 5 5 5 5 5 5 5
Mean 232 1.051 96.3 186.79 116.9 197 3.79 2.43
S.D. 12.0 0.017 305 58.15 36.4 0.47 0.67 0.67
Significance NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN

S.G.: Specific gravity

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
AN: Analysis by variance (one-way layout).
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Appendix 5 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Urinalysis of females

Control (vehicle: corn oil)

Quality Urinary sediments
Female No. pH Protein Glucose Ketone Bilirubin Occult blood Urobilinogen Color Turbidity Red blood cells White blood cells Casts Crystals Epithelial cells

F01041 6.5 + - - - - + light yellow - - - + -
F01042 7.0 + - - - - + light yellow - - - - -
F01043 6.0 + - + - - + yellow - - - + -
F01044 75 + - + - - + light yellow - - - ES -
F01045 6.5 + - E - - + light yellow - - - - -

Protein, -: negative; : 10 <and <30 mg/dL; +: 30 < and < 100 mg/dL; 2+: 100 < and < 300 mg/dL; 3+: 300 < and < 600 mg/dL; 4+: 600 mg/dL. <

Glucose, -: negative; +: 30 <and< 70 mg/dL; +: 70 <and < 150 mg/dL; 2+: 150 <and < 300 mg/dL; 3+: 300 < and < 1,000 mg/dL; 4+: 1,000 mg/dL <

Ketone, -: negative; +(5 <and< 10 mg/dL; +: 10 <and <40 mg/dL; 2+: 40 < and < 80 mg/dL; 3+: 80 <and < 150 mg/dL; 4+: 150 mg/dL <

Bilirubin, -: negative; +; 0.5 Sand < 2.0 mg/dL; 2+: 2.0 <and < 6.0 mg/dL; 3+: 6.0 <and < 10.0 mg/dL; 4+: 10.0 mg/dL. <

Occult blood, -: negative; : 0.03 < and < 0.06 mg/dL; +: 0.06 <and < 0.20 mg/dL; 2+: 0.20 L and < 1.00 mg/dL; 3+: 1.00 mg/dL <

Urobilinogen, =+: normal; +; 2,0=<and < 4.0 mg/dL; 2+: 4.0 <and < 8.0 mg/dL; 3+: 8.0 <and< 12.0 mg/dL; 4+: 12.0 mg/dL <

Turbidity, - negative; +: trace; +: slight; 2+: moderate; 3+: marked

Red Blood cells, -:not observed; +: 1-9/3 visual field; +: 10-99/3 visual field; 2+: 100-299/3 visual field; 3+: =300/3 visual field

White Blood cells, -: not observed; +: 1-9/3 visual field; +: 10-99/3 visual field, 2+: 100-299/3 visual field; 3+: =300/3 visual field

Casts, -:not observed; +: 1-9/3 visual field; +: 10-99/3 visual field; 2+: 100-299/3 visual field; 3+: =300/3 visual field

Cristals, -: not observed; =: a few; +: abundant

Epithelial cells,

: not observed; +: a few; +: abundant

Control (vehicle: corn oil)

Electrolyte, density

Electrolyte, gross volume

Female No. Urine volume S.G. Na K Cl Na K Cl

mL/24hr mEq/L mEq/L mEq/L mEq/24hr mEq/24hr mEq/24hr

F01041 10.0 1.055 1289 269.84 188.9 1.29 2.70 1.89

F01042 7.9 1.035 403 78.68 402 0.32 0.62 0.32
F01043 6.5 1.064 139.0 293.54 204.0 0.90 191 133
F01044 4.5 1.077 193.8 259.33 203.1 0.87 1.17 0.91
F01045 59 1.058 130.8 208.77 136.8 0.77 1.23 0.81
Number of females 5 5 5 5 5 5 5 5

Mean 7.0 1.058 126.6 222.03 154.6 0.83 1.53 1.05

S.D. 2.1 0.015 55.1 85.90 69.6 0.35 0.80 0.59

S.G.: Specific gravity
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Appendix 5 (Continued)
Ninety-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Urinalysis of females

Low dose (BEA 20 mg/kg)
Quality Urinary sediments
Female No. pH Protein Glucose Ketone Biiirubin Occult blood Urobilinogen Color Turbidity Red blood cells White blood cells Casts Crystals Epithelial cells
F02051 6.5 + - * - - + light yellow - - - - + -
F02052 7.0 + - - - - + light yellow - - - - + +
F02053 6.5 + - + - - + light yellow - - - - - -
F02054 8.0 + - * - - + light yellow - - - - + -
F02055 6.5 + - + - - + light yellow - - - - + -
Protein, -: negative; +: 10 < and < 30 mg/dL; +: 30 < and < 100 mg/dL; 2+: 100 < and < 300 mg/dL; 3+: 300 < and < 600 mg/dL; 4+: 600 mg/dL <
Glucose, -: negative; £: 30 Zand < 70 mg/dL; +: 70 < and < 150 mg/dL; 2+: 150 < and <t 300 mg/dL; 3+: 300 <and < 1,000 mg/dL; 4+: 1,000 mg/dL <
Ketone, -: negative; £(5 < and< 10 mg/dL; +: 10 < and < 40 mg/dL; 2+: 40 <and < 80 mg/dL; 3+: 80 <and < 150 mg/dL; 4+: 150 mg/dL <
Bilirubin, -: negative; +: 0.5 <and < 2.0 mg/dL; 2+: 2,0 L and < 6.0 mg/dL; 3+: 6.0 S and < 10.0 mg/dL; 4+: 10.0 mg/dL <
Occult blood, -: negative; £: 0.03 <and < 0.06 mg/dL; +: 0.06 < and < 0.20 mg/dL; 2+: 0.20 <and < 1.00 mg/dL; 3+: 1.00 mg/dL <
Urobilinogen, - :normal; +: 2.0 <and < 4.0 mg/dL; 2+: 4.0 < and < 8.0 mg/dL; 3+: 8.0 <and < 12.0 mg/dL; 4+: 12.0 mg/dL <
Turbidity, -: negative; £: trace; +: slight; 2+: moderate; 3+: marked
Red Blood cells, -: not observed; +: 1-9/3 visual field; +: 10-99/3 visual field; 2+: 100-299/3 visual field; 3+: =300/3 visual field
‘White Blood cells, -: not observed; +: 1-9/3 visual field; +: 10-99/3 visual field, 2+: 100-299/3 visual field; 3+: =300/3 visual field
Casts, -: not observed; +: 1-9/3 visual field; +: 10-99/3 visual field; 2+: 100-299/3 visual field; 3+: =300/3 visual field
Cristals, -: not observed; +: a few; +: abundant
Epithelial cells, -: not observed; +: a few; +: abundant
Low dose (BEA 20 mgkg)
Electrolyte, density Electrolyte, gross volume
Female No. Urine volume S.G. Na K Cl Na K Cl
mL/24hr mEq/L mEq/L mEq/L mEq/24hr mEq/24hr mEq/24hr
F02051 8.0 1.069 174.9 34142 2213 1.40 2.73 1.77
F02052 10.1 1.064 110.0 322.04 190.7 1.11 3.25 1.93
F02053 6.0 1.073 148.4 315.36 184.9 0.89 1.89 1.11
F02054 9.7 1.055 116.5 245.24 163.2 1.13 2.38 1.58
F02055 6.2 1.058 113.4 146.98 112.7 0.70 0.91 0.70
Number of females 5 5 5 5 5 5 5 5
Mean 8.0 1.064 132.6 274.21 174.6 1.05 2.23 1.42
S.D. 1.9 0.007 28.2 79.88 40.3 0.26 0.89 0.51
Significance NS NS NS NS NS NS NS NS
Statistical method DT AN AN AN AN AN AN AN

S.G.: Specific gravity

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way lay out).

DT: Analysis by Dunnett type mean rank test.

93



Appendix 5 (Continued)

Ninety—day repeated dose oral toxicity test

Urinalysis of females
Medium dose (BEA 100 mg/kg)

of 2-butoxyethyl acetate in rats

Quality Urinary sediments
Female No. pH Protein Glucose Ketone Bilirubin Occult blood Urobilinogen Color Turbidity Red blood cells White blood cells Casts Crystals Epithelial cells

F03061 6.0 + - + - - + light yellow - - - - -
F03062 8.5 + - + - - + light yellow - - - £ -
F03063 6.5 - - - - - £ light yellow - - - - -
F03064 6.0 + - + - - 2+ light yellow - - - + -
F03065 6.0 + - + - - + light yellow - - - + -

Protein, -: negative; +; 10 < and <30 mg/dL; +: 30 < and < 100 mg/dL; 2+: 100 < and < 300 mg/dL; 3+: 300 < and < 600 mg/dL; 4+: 600 mg/dL <

Glucose, -: negative; : 30 < and < 70 mg/dL; +: 70 S and < 150 mg/dL; 2+: 150 < and < 300 mg/dL; 3+: 300 < and < 1,000 mg/dL; 4+: 1,000 mg/dL <

Ketone, -: negative; =(5 < and< 10 mg/dL; +: 10 < and < 40 mg/dL; 2+: 40 <and < 80 mg/dL; 3+: 80 <and< 150 mg/dL; 4+: 150 mg/dL <

Bilirubin, -: negative; +: 0.5 < and < 2.0 mg/dL; 2+: 2.0 <and < 6.0 mg/dL; 3-+: 6.0 < and < 10.0 mg/dL; 4+: 10.0 mg/dL <

Occult blood, -: negative; +: 0.03 £and < 0.06 mg/dL; +: 0.06 <and < 0.20 mg/dL; 2+: 0.20<and < 1.00 mg/dL; 3+: 1.00 mg/dL <

Urobilinogen, =+:normal; +: 2.0 < and < 4.0 mg/dL; 2+: 4.0 <and < 8.0 mg/dL; 3+: 8.0 <and < 12.0 mg/dL; 4+: 12.0 mg/dL <

Turbidity, -: negative; +: trace; +: slight; 2+: moderate; 3+: marked

Red Blood celis, -~: not observed; +: 1-9/3 visual field; +: 10-99/3 visual field; 2+: 100-299/3 visual field; 3+: =300/3 visual field

White Blood cells, -: not observed; +: 1-9/3 visual field; +: 10-99/3 visual field, 2+: 100-299/3 visual field; 3+: =300/3 visual field

Casts, «: not observed; +: 1-9/3 visual field; +: 10-99/3 visual field; 2+: 100-299/3 visual field; 3+: =300/3 visual field

Cristals, - not observed; +: a few; +: abundant

Epithelial cells, -: not observed; £: a few; +: abundant

Medium dose (BEA 100 mgkg)

Electrolyte, density

Electrolyte, gross volume

Female No. Urine volume S.G. Na K Cl Na K Cl
mL/24hr mEq/L mEq/L mEq/L mEq/24hr mEq/24hr mEq/24hr
F03061 14.0 1.041 95.3 177.49 137.5 1.33 2.48 1.93
F03062 73 1.037 79.8 89.57 57.6 0.58 0.65 0.42
F03063 22.8 1.024 61.4 105.00 69.0 1.40 2.39 1.57
F03064 7.6 1.042 97.4 103.10 773 0.74 0.78 0.59
F03065 6.3 1.075 1314 290.35 231.0 0.83 1.83 1.46
Number of females 5 S 5 5 5 5 5 5
Mean 11.6 1.044 93.1 153.10 114.5 0.98 1.63 1.19
SD. 7.0 0.019 25.8 84.09 72.1 0.37 0.87 0.66
Significance NS NS NS NS NS NS NS NS
Statistical method DT AN AN AN AN AN AN AN

S.G.: Specific gravity

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way lay out).

DT: Analysis by Dunnett ty pe mean rank test.
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Appendix 5 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Urinalysis of females

High dose (BEA 500 mg/kg)
Quality Urinary sediments
female No. pH Protein Glucose Ketone Bilirubin Occult blood Urobilinogen Color Turbidity Red blood cells White blood cells Casts Crystals Epithelial cells
F04071 7.5 + - - - - + light yellow + - - - + -
F04072 7.0 - - - - - + light yellow - - - - - -
F04073 8.0 + - - - - + light yellow - - - - + -
F04074 7.0 + - - - - + light yellow - - - - + -
F04075 7.0 + - - - - + light yellow - - - - + -
Protein, -: negative; +: 10 <and < 30 mg/dL; +: 30 <and < 100 mg/dL; 2+; 100 < and < 300 mg/dL; 3+: 300 < and < 600 mg/dL; 4+: 600 mg/dL <
Glucose, -: negative; +: 30 <and < 70 mg/dL; +: 70 < and < 150 mg/dL; 2+: 150 <and < 300 mg/dL; 3+: 300 L and < 1,000 mg/dL; 4+: 1,000 mg/dL <
Ketone, -2 negative; £(5 <and < 10 mg/dL; +: 10 < and < 40 mg/dL; 2+: 40 < and < 80 mg/dL; 3+: 80 <and < 150 mg/dL; 4+: 150 mp/dL <
Bilirubin, -: negative; +: 0.5 <and <2.0 mg/dL; 2+: 2.0 <and < 6.0 mg/dL; 3+: 6.0 <and < 10.0 mg/dL; 4+: 10.0 mg/dL <
Occult blood, -: negative; +: 0.03 <and < 0.06 mg/dL; +: 0.06 <and < 0.20 mg/dL; 2+: 0.20 <and < 1.00 mg/dL; 3+: 1.00 mg/dL <
Urobilinogen, =+:normal; +: 2.0<and < 4.0 mg/dL; 2+: 4.0 <and < 8.0 mg/dL; 3+: 8.0 <and < 12.0 mg/dL; 4+: 12.0 mg/dL <
Turbidity, -: negative; %: trace; +: slight; 2+: moderate; 3+: marked
Red Blood cells, -: not observed; +: 1-9/3 visual field; +: 10-99/3 visual field; 2+: 100-299/3 visual field; 3+; =300/3 visual field
White Blood cells, -: not observed; =: 1-9/3 visual field; +: 10-99/3 visual field, 2+: 100-299/3 visual field; 3+: =300/3 visnal field
Casts, -: not observed; +: 1-9/3 visual field; +: 10-99/3 visual field; 2+: 100-299/3 visual field; 3+: =300/3 visual field
Cristals, -: not observed; +: a few; +: abundant
Epithelial cells, -: not observed; +: a few; +: abundant
High dose (BEA 500 mgkg)
Electroly te, density Electrolyte, gross volume
Female No. Urine volume S.G. Na K Cl Na K Cl
mL/24hr mEg/L mEq/L mEq/L mEq/24hr mEq/24hr mEq/24hr
F04071 182 1.040 80.6 165.25 107.9 147 3.01 1.96
F04072 453 1.011 11.3 25.28 53 0.51 1.15 0.24
F04073 12.9 1.065 101.8 246.23 159.4 131 3.18 2.06
F04074 16.1 1.047 106.1 206.93 148.7 1.71 333 2.39
F04075 393 1.015 26.6 3745 24.6 1.05 1.47 0.97
Number of females 5 5 5 5 5 5 5 5
Mean 26.4 1.036 65.3 136.23 89.2 1.21 243 1.52
S.D. 14.8 0.023 43.7 100.01 70.8 0.46 1.03 0.89
Significance *x NS NS NS NS NS NS NS
Statistical method DT AN AN AN AN AN AN AN

S.G.: Specific gravity

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way lay out).

DT: Analysis by Dunnett ty pe mean rank test.
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Appendix 6

Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Hematological analysis of males

Control (vehicle: corn oil)

Male No. RBC HGB Hematocrit  MCV MCH MCHC Platelet PT APTT WBC Neutrophil  Eosinophil  Basophil Monocyte Lymphocyte Reticulocyte
10000/uL gdL % fL pg gdL 10000/uL sec. sec. 100/uL % % % % % %
MO01001 812 14.6 44.0 54.2 18.0 332 96.6 17.9 153 99.2 12.8 14 0.1 3.0 82.7 2.39
MO01002 764 142 433 56.7 18.6 32.8 814 15.6 16.4 68.9 14.7 0.6 0.1 32 81.4 4.09
M01003 809 142 437 54.0 17.6 325 93.0 15.2 133 66.2 13.5 1.4 0.2 32 81.7 3.32
MO01004 792 13.7 41.1 51.9 17.3 333 124.7 16.4 223 64.3 16.7 1.4 0.0 4.0 71.9 3.40
MO01005 848 153 47.0 55.4 18.0 32,6 74.6 16.9 16.2 49.5 26.9 12 0.0 2.8 69.1 3.08
M01006 837 14.3 43.1 51.5 17.1 332 97.4 18.4 19.7 86.7 24.5 12 0.0 4.7 69.6 2.60
MO01007 760 13.5 41.0 53.9 17.8 329 99.3 15.1 15.7 537 304 0.7 0.0 35 65.4 3.23
MO01008 850 153 459 54.0 18.0 333 109.5 17.0 13.5 1257 15.3 1.4 0.0 3.4 79.9 3.04
M01009 889 144 433 48.7 16.2 333 114.1 16.1 21.0 100.5 18.5 1.4 0.1 4.1 759 2.86
MO1010 802 14.3 433 54.0 17.8 33.0 81.8 16.7 16.0 59.2 17.5 1.9 0.0 6.8 73.8 3.40
Number of males 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Mean 816 14.4 436 53.4 17.6 33.0 972 16.5 16.9 774 19.1 13 0.1 39 75.7 3.14
SD. 40 0.6 1.8 22 0.7 0.3 15.7 1.1 3.1 247 6.1 0.4 0.1 1.2 6.1 0.47
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Appendix 6 (Continued)

Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Hematological analysis of males

Low dose (BEA 20 mg/kg)

Male No. RBC HGB Hematocrit MCV MCH MCHC Platelet PT APTT WBC Neutrophil  Eosinophil  Basophil Monocyte Lymphocyte  Reticulocyte

10000/pl g/dL % fL pg gdL 10000/uL sec. sec. 100/uL % % % % % %
MO02011 774 13.7 41.5 53.6 17.7 33.0 842 16.8 14.9 51.6 209 1.2 0.0 3.7 742 2.83
MO02012 790 13.1 40.0 50.6 16.6 328 104.8 13.3 10.4 84.7 15.8 1.4 0.0 3.1 79.7 3.40
MO02013 758 13.7 42.1 55.5 18.1 325 99.5 16.1 153 72.7 16.2 1.2 0.0 3.9 78.7 2.58
MO02014 841 14.0 425 50.5 16.6 329 933 13.1 12.8 46.2 20.1 09 0.0 48 74.2 2.86
M02015 780 13.5 41.6 53.3 17.3 325 94.4 14.5 13.0 52.4 15.7 1.1 0.0 4.0 79.2 3.15
M02016 766 14.0 41.7 54.4 18.3 336 118.1 147 17.8 68.1 19.7 1.3 0.0 4.1 74.9 3.69
M02017 787 13.7 421 53.5 17.4 325 92.3 14.7 17.2 85.2 14.5 1.1 0.1 34 80.9 3.59
M02018 865 14.9 455 52.6 17.2 327 - 899 21.4 19.7 58.9 20.8 1.5 0.0 3.7 74.0 2.60
M02019 875 14.9 46.5 531 17.0 32.0 112.3 18.4 13.1 119.7 12.4 1.3 0.1 49 81.3 2.90
M02020 811 13.9 425 52.4 17.1 32.7 110.9 16.7 20.1 96.6 19.1 2.3 0.0 4.3 74.3 3.12
Number of males 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Mean 805 13.9 42.6 53.0 17.3 32.7 100.0 16.0 154 73.6 17.5 1.3 0.0 4.0 77.1 3.07
S.D. 42 0.6 1.9 1.5 0.6 0.4 11.1 2.5 32 23.2 3.0 0.4 0.0 0.6 3.1 0.39
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU DT AN DT AN KwW DU DT AN AN DU DT

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
DU: Analysis by Dunnett’s test.

DT: Analysis by Dunnett ty pe mean rank test.

AN: Analysis by variance (one-way layout).
KW: Analysis by Kruskal-Wallis' test (one-way layout).
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Appendix 6 (Continued)

Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Hematological analysis of males

Medium dose (BEA 100 mgkg)

Male No. RBC HGB Hematocrit  MCV MCH MCHC Platelet PT APTT WBC Neutrophil ~ Eosinophil  Basophil Monocyte Lymphocyte Reticulocyte
10000/uL g/dL % fLL pg g/dL 10000/uL sec. sec. 100/uL % % % % % %
M03021 750 13.2 40.7 54.3 17.6 324 109.4 16.2 16.4 103.7 9.5 0.8 0.1 1.4 88.2 2.96
M03022 735 133 40.8 55.5 18.1 326 82.8 14.9 16.7 57.4 21.1 1.4 0.0 42 73.3 3.16
M03023 651 13.1 422 64.8 20.1 31.0 926 124 13.1 55.1 8.0 0.9 0.0 3.8 873 6.54
M03024 791 14.1 27 54.0 17.8 33.0 935 163 16.1 63.7 23.8 25 0.0 49 68.8 3.48
MO03025 803 13.8 42.8 533 17.2 322 108.3 147 13.7 42.8 22.7 1.9 0.0 37 71.7 411
M03026 833 14.9 46.5 55.8 17.9 320 103.0 152 15.7 573 16.4 0.7 0.0 3.7 79.2 417
M03027 758 13.0 41.0 54.1 17.2 317 103.6 15.5 12.0 69.1 15.5 0.9 0.0 2.7 80.9 481
M03028 791 14.1 43.6 55.1 17.8 323 104.6 16.3 17.8 63.2 14.4 0.8 0.0 32 81.6 3.35
M03029 685 12.0 36.9 53.9 17.5 325 1004 18.2 19.9 145.3 11.9 1.7 0.1 34 829 445
M03030 835 14.4 927 511 17.2 337 945 15.0 18.4 54.1 21.6 1.7 0.0 3.1 73.6 3.04
Number of males 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Mean 763 13.6 420 552 17.8 323 99.3 15.5 16.0 712 16.5 13 0.0 34 78.8 4.01
SD. 60 0.8 2.5 3.6 0.9 0.7 83 1.5 2.5 30.6 5.6 0.6 0.0 0.9 6.6 1.09
Significance * * NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU DT AN DT AN KwW DU DT AN AN DU DT

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.

DT: Analysis by Dunnett ty pe mean rank test.

AN: Analysis by variance (one-way layout).
KW: Analysis by Kruskal-Wallis' test (one-way lay out).
§ Remeasurement was performed because the first measurement value deviated from the control criteria for labolatory error. The remeasurement value was adopted.
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Appendix 6 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Hematological analysis of males

High dose (BEA 500 mgkg)
Male No. RBC HGB Hematocrit MCV MCH MCHC Platelet PT APTT WBC Neutrophil  Eosinophil ~ Basophil Monocyte Lymphocyte  Reticulocyte
10000/uL g/dL % L pg g/dL 10000/uL sec. sec. 100/uL % % % % % %

M04031 490 10.0 35.5 724 204 282 924 14.8 16.0 59.7 19.1 0.0 0.0 2.5 78.4 17.49

M 04032 455 10.0 342 752 220 292 782 13.6 15.3 63.5 6.8 0.2 0.0 13 91.7 16.08
M04033 512 11.0 37.7 73.6 21.5 292 94.4 12.3 8.5 54.3 19.7 0.0 0.0 6.1 74.2 12.80

M 04034 482 10.1 372 712 21.0 272 89.3 13.7 15.9 53.5 6.5 0.0 0.0 1.9 91.6 2446
M04035 472 9.9 349 73.9 21.0 284 94.1 133 15.1 56.2 7.6 0.0 0.0 2.7 89.7 14.54
M04037 505 10.1 34.6 68.5 20.0 29.2 84.5 14.7 18.1 47.7 15.5 0.0 0.0 3.4 81.1 13.89
M04038 537 114 39.2 73.0 212 29.1 85.1 12.2 9.0 75.7 132 0.0 0.0 3.4 83.4 14.01
M04039 568 11.1 38.0 66.9 19.5 29.2 104.5 13.8 16.8 57.5 9.6 0.0 0.0 1.7 88.7 12.51
M04040 535 11.5 39.2 733 21.5 29.3 80.7 12.9 15.0 53.8 10.3 0.0 0.0 22 87.5 11.67
Number of males 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9
Mean 506 10.6 36.7 727 20.9 28.8 89.2 13.5 144 58.0 12.0 0.0 0.0 2.8 85.1 15.27

S.D. 36 0.7 2.0 32 0.8 0.7 8.1 0.9 3.4 8.0 5.1 0.1 0.0 1.4 6.2 3.88
Sig’liﬁcaﬂce * % *% ¥k *% L] * % NS * ¥ NS NS * 3k NS NS *k k%
Statistical method DU DU DU DU DU DT AN DT AN KW DU DT AN AN DU DT

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.

DT: Analysis by Dunnett ty pe mean rank test.

AN: Analysis by variance (one-way layout).
KW: Analysis by Kruskal-Wallis' test (one-way lay out).

b: Remeasurement was performed because a change point of the reaction was not detected between the regent and the sample. The remeasurement value was adopted.
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Appendix 6 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Hematological analysis of females

Control (vehicle: corn oil)

Female No. RBC HGB Hematocrit MCV MCH MCHC Platelet PT APTT WBC Neutrophil ~ Eosinophil  Basophil Monocyte Lymphocyte Reticulocyte
10000/pL gdL % fL pg g/dL 10000/uL sec. sec. 100/uL % % % % % %

F01041 733 137 41.2 56.2 18.7 333 98.8 13.1 9.3 84.4 7.2 1.5 0.1 2.1 89.1 3.32
F01042 706 12.9 387 54.8 18.3 333 80.0 12.6 132 26.7 10.2 22 0.0 2.6 85.0 3.77
F01043 738 13.9 41.0 55.6 18.8 33.9 104.7 11.7 12.2 515 11.3 2.5 0.0 31 83.1 2.31
F01044 729 13.4 39.5 54.2 184 339 104.0 11.9 11.9 384 10.9 1.6 0.0 1.6 859 2.14
F01045 774 14.4 42.9 55.4 186 33.6 943 114 13.6 37.2 132 2.4 0.0 4.0 80.4 2.90
F01046 763 13.6 40.3 52.8 17.8 337 87.1 113 11.9 57.6 19.6 1.0 0.0 42 752 2.78
F01047 715 13.6 41.2 57.6 19.0 33.0 88.4 12.3 10.1 67.7 5.3 12 0.0 1.6 91.9 2.59
F01048 715 133 39.6 55.4 18.6 33.6 84.3 11.2 8.8 36.1 14.7 1.4 0.0 3.0 80.9 2.80
F01049 749 144 432 57.7 19.2 333 90.9 11.9 115 66.0 10.4 1.5 0.0 4.8 83.3 2.64
F01050 794 14.6 433 54.5 18.4 33.7 101.5 11.5 8.8 56.7 8.1 1.1 0.0 2.6 88.2 2.21
Number of females 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Mean 742 13.8 41.1 55.4 18.6 335 934 11.9 11.1 52.2 11.1 1.6 0.0 3.0 84.3 2.75
S.D. 28 0.5 1.6 1.5 0.4 0.3 8.6 0.6 1.8 17.8 4.1 0.5 0.0 1.1 4.8 0.50
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Appendix 6 (Continued)

Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Hematological analysis of females

Low dose (BEA 20 mgkg)
Female No. RBC HGB Hematocrit  MCV MCH MCHC Platelet PT APTT WBC Neutrophil  Eosinophil  Basophil  Monocyte Lymphocyte  Reticulocyte
10000/uL gdl % fL pg g/dL 10000/uL sec. sec. 100/uL % % % % % %

F02051 696 13.5 41.5 59.6 19.4 325 89.1 12.2 86 43.1 17.4 1.4 0.0 3.0 78.2 382
F02052 728 12,9 39.5 543 17.7 327 96.4 12.1 10.1 425 12.5 1.4 0.2 4.0 81.9 3.04
F02053 691 13.4 41.1 59.5 19.4 32.6 80.4 11.7 114 37.3 13.4 32 0.0 3.5 79.9 2.85
F02054 746 133 40.6 54.4 17.8 32.8 84.7 113 11.7 49.7 232 1.6 0.0 2.4 72.8 2.57
F02055 742 13.5 40.4 54.4 182 334 94.3 11.2 10.3 48.1 114 2.1 0.0 3.1 83.4 2.25
F02056 718 13.1 392 54.6 182 334 108.3 114 14.1 68.6 114 0.6 0.1 2.0 85.9 2.35
F02057 731 132 393 53.8 18.1 33.6 94.2 11.7 11.3 42.0 11.7 1.4 0.0 2.6 84.3 2.16
F02058 686 12.8 38.8 56.6 18.7 33.0 96.5 11.7 13.8 55.4 24.0 0.7 0.0 2.9 72.4 3.15
F02059 769 14.0 41.9 54.5 18.2 334 86.0 112 9.8 38.8 112 1.5 0.0 4.6 82.7 2.44
F02060 725 13.9 42,7 58.9 19.2 32.6 90.6 11.7 9.8 52.3 15.9 1.3 0.0 4.0 78.8 2.85
Number of females 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Mean 723 134 40.5 56.1 185 33.0 92.1 11.6 11.1 47.8 15.2 1.5 0.0 32 80.0 2.75

S.D. 26 0.4 1.3 24 0.6 0.4 7.8 0.3 1.8 9.4 4.9 0.7 0.1 0.8 4.6 0.51
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU DT DU DT DU DT AN AN AN DT AN AN AN DT

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.

DT: Analysis by Dunnett ty pe mean rank test.

AN: Analysis by variance (one-way layout).
b: Remeasurement was performed because a change point of the reaction was not detected between the regent and the sample. The remeasurement value was adopted.
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Appendix 6 (Continued)

Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Hematological analysis of females

Medium dose (BEA 100 mgkg)

Female No. RBC HGB Hematocrit ~ MCV MCH MCHC Platelet PT APTT WBC Neutrophil ~ Eosinophil = Basophil  Monocyte Lymphocyte Reticulocyte
10000/uL g/dL % fL pg g/dL 10000/uL sec. sec. 100/uL % % % % % %

F03061 619 12.0 380 61.4 194 316 85.9 132 10.0 50.2 14.1 0.2 0.0 4.8 80.9 5.45
F03062 674 12.8 39.4 585 19.0 325 92.5 123 83 46.2 115 1.5 0.0 2.6 84.4 5.55
F03063 628 124 38.1 60.7 19.7 325 72.3 11.1 8.7 29.3 15.4 1.0 0.0 6.5 77.1 4.50
F03064 626 122 37.8 60.4 19.5 323 79.6 11.7 11.8 36.9 12.0 1.6 0.0 3.5 829 4.15
F03065 626 12.5 394 62.9 20.0 31.7 90.1 12.1 11.0 289 12.1 1.7 0.0 2.8 83.4 8.39
F03066 665 12.5 38.5 57.9 18.8 325 100.1 11.3 12.1 60.0 12.1 1.2 0.0 4.0 82.7 4.43
F03067 646 12.4 39.1 60.5 192 317 84.7 12.0 12.6 479 13.0 1.0 0.2 2.9 82.9 2.97
F03068 615 11.8 374 60.8 192 316 100.3 11.1 113 423 8.5 12 0.0 2.4 87.9 4.79
F03069 593 12.1 40.6 685 204 29.8 96.0 11.4 87 68.6 6.7 0.3 0.0 1.7 91.3 8.33
F03070 651 12.9 40.3 61.9 19.8 32.0 88.7 11.6 10.4 51.7 11.0 1.2 0.0 33 84.5 7.61
Number of females 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Mean 634 12.4 389 614 19.5 31.8 89.0 11.8 10.5 46.2 11.6 1.1 0.0 35 83.8 5.62

SD. 25 0.3 1.1 29 0.5 0.8 8.9 0.6 1.5 12.6 2.5 0.5 0.1 1.4 3.8 1.87
Significance ** ** ok * ** *H NS NS NS NS NS NS NS NS NS *
Statistical method DU DU DU DT DU DT DU DT AN AN AN DT AN AN AN DT

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.

DT: Analysis by Dunnett ty pe mean rank test.

AN: Analysis by variance (one-way layout).
b: Remeasurement was performed because a change point of the reaction was not detected between the regent and the sample. The remeasurement value was adopted.
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Appendix 6 (Continued)

Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Hematological analysis of females

High dose (BEA 500 mg/kg)

Female No. RBC HGB Hematocrit  MCV MCH MCHC Platelet PT APTT WBC Neutrophil ~ Eosinophil  Basophil Monocyte Lymphocyte Reticulocyte
10000/pL g/dL % fL pg g/dL 10000/uL sec. sec. 100/uL % % % % Y %

F04071 410 # 9.8 385 93.9 23.9 25.5 85.8 12.9 11.5 493 10.3 0.2 0.0 45 85.0 20.31
F04072 415 # 10.0 40.6 97.8 24.1 24.6 85.5 13.0 9.9 43,0 13.5 0.2 0.0 2.1 84.2 25.96
F04073 407 # 9.4 # 37.1 91.2 23.1 253 83.7 12.0 10.6 353 17.8 0.3 0.0 2.0 799 25.12
F04074 431 4 104 40.5 94.0 24.1 25.7 63.7 16.3 § 29.7 18.8 0.0 0.0 2.4 78.8 20.09
F04075 419 # 10.0 36.7 87.6 23.9 27.2 884 13.4 12.3 350 6.2 0.3 0.0 2.6 90.9 23.51
F04076 441 10.1 394 89.3 229 25.6 78.1 123 13.5 47.2 9.6 0.2 0.0 25 87.7 19.97
F04077 461 10.4 40.2 872 226 259 65.9 135 144 41.7 14.6 0.7 0.0 1.7 83.0 18.70
F04078 483 10.8 39.2 81.2 224 27.6 823 12,5 9.7 419 17.2 0.5 0.0 2.1 80.2 15.80
F04079 407 # 10.1 37.9 93.1 24.8 26.6 723 11.8 9.7 60.3 9.5 0.0 0.0 2.3 882 26.29
F04080 372 # 94 # 36.0 96.8 253 26.1 72.1 12.7 144 50.0 12.6 0.2 0.0 2.0 852 26.47
Number of females 10 10 10 10 10 10 10 10 9 10 10 10 10 10 10 10
Mean 425 10.0 386 91.2 237 26.0 778 13.0 11.8 433 13.0 0.3 0.0 2.4 84.3 2222
S.D. 31 0.4 1.6 5.0 0.9 0.9 8.8 1.3 2.0 89 4.1 0.2 0.0 0.8 39 3.73
Slgllﬁcance sk L ok ok ok k% skok * NS NS NS * ok NS NS NS ok
Statistical method DU DU DU DT DU DT DU DT AN AN AN DT AN AN AN DT

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.

DT: Analysis by Dunnett ty pe mean rank test.

AN: Analysis by variance (one-way lay out).

#: Remeasurement was performed because the first measurement value deviated from the control criteria for labolatory error. The first measurement value was adopted.
§ Coagulation reaction was undetected as resuits of remeasurements.

+: Remeasurement was performed because the first measurement value was out of linearity guarantee range. The first measurement value was adopted.
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Appendix 7

Ninety-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Blood biochemical analysis of males

Control (vehicle: corn oil)

Total

Total

Total

Inorganic

Male No. . Albumin A/G Glucose Triglyceride AST ALT v-GTP CPK BUN Creatinine e 1. ALP Ca Na K Cl
protein cholesterol bilirubin phosphorus
g/dL g/dL mg/dL mg/dL mg/dL U/L UL UL UL mg/dL mg/dL mg/dL U/L mg/dL mg/dL mEq/L mEq/L mEq/L

M01001 53 33 1.65 138 37 60 52 28 0 130 9.5 0.29 0.05 326 54 9.0 146.0 3.85 106.9
M01002 59 37 1.68 140 43 97 94 39 0 814 10.9 0.34 0.05 407 58 9.2 144.9 3.86 105.9
M01003 55 36 1.89 151 48 88 54 24 0 150 10.7 0.37 0.06 501 5.1 9.3 145.0 3.97 106.8
M01004 58 36 1.64 116 62 96 60 30 0 123 9.4 0.27 0.04 303 5.1 9.5 145.9 395 107.3
M01005 48 33 220 125 39 32 50 24 0 493 14.2 0.34 0.04 465 6.7 8.7 146.0 4.04 110.6
M01006 54 34 1.70 134 48 62 49 26 0 116 12.4 0.31 0.05 318 6.1 9.3 143.9 3.98 105.1
M01007 5.6 35 1.67 161 58 40 82 35 [ 626 12.4 0.36 0.06 291 6.6 9.0 143.9 3.98 1053
M01008 55 34 1.62 148 41 67 72 56 # 0 384 12.6 0.28 0.04 408 6.2 9.1 1453 3.78 105.2
M01009 5.6 35 1.67 178 56 76 59 25 0 216 12.3 0.25 0.06 624 5.7 9.1 143.9 3.64 104.6
M01010 54 3.5 1.84 132 44 62 62 23 0 640 9.5 0.32 0.06 382 5.8 9.1 145.4 3.71 105.0
Number of males 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Mean 55 35 1.76 142 48 68 63 31 0 369 11.4 031 0.05 403 5.9 9.1 145.0 3.88 106.3
S.D. 0.3 0.1 0.18 18 9 22 15 10 0 260 1.6 0.04 0.01 105 0.6 0.2 0.9 0.13 1.8

# Remeasurement was performed because the first measurement value deviated from the control criteria for labolatory error. The first measurement value was adopted.
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Appendix 7 (Continued)

Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Blood biochemical analysis of males

Low dose (BEA 20 mg/kyg)
Male No. Total  pmin  AG  Glcose . 1% Trgyceride AST  ALT  -GTP  CPK  BUN  Creatinine oo Inorganic Ca Na K cl
protein cholesterol bilirubin phosphorus
dL dL mg/dL mgdL mgfdL UL UL UL UL  mgdh  mgdl mgfdL UL mgdl  mgdL mEyL  mEgL  mEqL

M02011 54 34 170 153 52 5 61 30 0 2 124 0,40 0.06 564 53 87 1450 375 1058
Mo2012 5.5 34 162 135 59 37 57 31 0 19 130 031 0.06 453 49 91 1452 371 1084
M02013 49 32 1.88 169 34 a1 62 23 0 61 124 0.26 0.06 380 57 88 1454 393 1072
M02014 59 38 1.81 154 46 95 53 2% 0 189 9.0 0.27 0.05 362 5.2 94 1437 397 1035
M02015 5.0 33 1.94 125 52 55 44 23 0 00 112 031 0.05 350 5.0 87 1450 404 1077
M02016 5.7 36 171 133 57 64 61 27 0 131 1Ll 0.29 0.05 498 6.3 92 1465 409 1051
M02017 56 35 1.67 132 49 4 44 23 0 129 116 0.33 0.07 418 5.9 91 1456 398 1056
MO02018 54 36 200 144 27 Q 58 32 0 44 104 023 0.04 378 6.1 90 1456 3.91 107.0
M02019 56 37 195 162 4 28 61 29 0 419 118 031 0.06 359 54 92 1442 3.93 104.8
M02020 53 34 179 200 49 56 74 3 0 2 127 033 0.05 349 6.5 93 1438 397 1030
Number of males 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Mean 54 35 181 151 47 49 58 28 0 241 116 0.30 0.06 411 57 91 1450 393 1058
SD. 03 02 o3 2 10 20 9 4 0 126 12 0.0 0.01 73 06 02 0.9 012 18
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN DU AN DU DT DT KW AN AN AN DU DU KW DU pU AN DU AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
DU: Analysis by Dunnett's test.
DT: Analysis by Dunnett type mean rank test.

KW: Analysis by Kruskal-Wallis' test (one-way layout).
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Appendix 7 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Blood biochemical analysis of males

Medium dose (BEA 100 mg/kg)

Male No. Totdl ) bumin  AG  Glicose %™ Trigyceride AST  ALT  y-GTP  CPK  BUN  Creatinine 0% ALp [norgamic Ca Na K c1
protein cholesterol bilirubin phosphorus
/L wdL mg/dL mg/dL mg/dL UL UL UL UL  mgdl  mgdL mg/dL UL mg/dL mgdl  mE¢L  mEgL  mEqL

M03021 57 35 1.59 156 44 51 56 29 0 188 11.9 0.40 0.04 976 6.6 9.0 144.7 4.14 106.7
M03022 53 33 1.65 125 41 39 60 28 0 197 10.6 0.35 0.05 496 5.6 8.8 143.9 4.00 1043
M03023 5.6 3.7 1.95 138 75 72 50 24 0 250 9.8 0.32 0.04 345 5.5 9.1 1443 4.27 105.9
M03024 54 3.4 1.70 i24 45 36 76 39 0 130 11.9 0.33 0.05 661 5.9 9.0 144.0 4.33 105.7
Mo03025 52 3.5 2.06 166 53 33 51 27 0 117 11.5 0.39 0.04 381 5.3 8.7 1442 391 107.9
M03026 55 34 1.62 142 52 48 53 27 0 207 12.2 0.33 0.03 368 73 9.1 145.2 4.08 104.9
M03027 4.8 3.1 1.82 145 34 18 52 26 0 82 93 0.25 0.03 422 6.3 8.7 144.5 3.87 105.6
M03028 53 34 1.79 150 55 118 49 21 4] 504 12.7 0.29 0.02 512 6.9 9.4 144.8 3.96 104.2
M03029 5.1 34 2.00 157 35 55 56 23 0 223 116 0.33 0.04 325 6.6 8.8 144.0 421 105.2
M03030 55 3.3 1.50 135 63 24 61 25 0 758 10.6 0.30 0.04 452 6.3 9.1 145.6 4.03 106.0
Number of males 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Mean 53 34 1.77 144 50 49 56 27 0 266 11.2 0.33 0.04 494 6.2 9.0 144.5 4.08 105.6
S.D. 03 0.2 0.19 14 13 29 8 5 0 208 1.1 0.04 0.01 196 0.6 0.2 0.6 0.15 1.1
Significance NS NS NS NS NS NS NS NS NS NS NS NS *x NS NS NS NS * NS
Statistical method AN AN DU AN DU DT DT KwW AN AN AN DU DU KwW DU DU AN DU AN

Significantly different from the control group (*: P<0.05, ¥*: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

DU: Analysis by Dunnett's test.

DT: Analysis by Dunnett type mean rank test.

KW: Analysis by Kruskal-Wallis' test (one-way lay out).
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Appendix 7 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Blood biochemical analysis of males

High dose (BEA 500 mg/kg)
Male No, Totdl umin  AG  Gleose %% Trigyceride AST  ALT  y-GTP  CPK  BUN  Creatinine 0% ALp [lnorgamic Ca Na K c
protein cholesterol bilirubin phosphorus

gdL oL mgdl  mgdL mg/dL UL uL UL UL  mgdh  mgd mgdL UL mgdl  mgdl mEL  mEQL  mEqL
M04031 53 37 231 142 36 2 7 34 0 77 93 041 0.05 369 70 S0 1466 426 1068
M04032 52 35 206 128 34 34 58 27 0 121 108 031 0.04 469 57 86 1437 407 1070
M04033 49 4 227 114 40 38 67 36 0 254 118 0.38 0.03 552 6.5 86 1451 422 1085
M04034 49 34 227 137 18 41 68 33 0 323 163 0.42 0.05 470 7.5 86 1447 438 1071
M04035 52 34 1.89 129 25 31 64 31 0 248 120 0.39 0.05 481 76 86 1448 433 1077
M04037 52 34 1.89 131 27 39 60 25 0 167 113 0.29 0.03 610 6.0 86 1451 372 1076
M04038 5.1 5 219 145 31 43 64 34 0 316 104 031 0.0 384 73 o1 1441 385 1039
M04039 56 37 1.95 143 40 40 65 29 0 116 138 0.40 0.04 706 72 91 1450 438 1048
M04040 53 37 231 125 35 21 68 36 0 405 128 0.35 0.05 398 6.5 87 1451 390 1060
Number of males 9 9 9 9 9 9 9 5 5 9 9 9 9 9 9 9 9 9 9
Mean 52 35 213 133 34 37 66 32 0 270 121 036 0.04 493 68 88 1449 412 1066
SD. 02 0.1 0.18 10 5 8 5 4 0 124 2.1 0.05 0,01 12 07 02 08 0.25 15
Significance NS NS e NS * = NS NS NS NS NS NS NS NS > w NS o NS
Statistical method AN AN DU AN DU DT DT KW AN AN AN DU DU KW DU DU AN DU AN

Significantly different from the control group (*: P<0.05, ¥*: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

DU: Analysis by Dunnett's test.

DT: Analysis by Dunnett type mean rank test.

KW: Analysis by Kruskal-Wallis' test (one-way layout).
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Appendix 7 (Continued)
Ninety—-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Blood biochemical analysis of females

Control (vehicle: corn oil)

Female No. ;;’:;1“ Albumin  A/G  Glucose ch;::elml Triglyceride ~ AST ALT  vGTP CPK  BUN  Creatinine bi'fi(r)ltﬂilin ALP p;‘(‘)‘;ﬁ‘;ﬁs Ca Na K cl
gdL gdL mg/dL mg/dL mg/dL UL UL UL UL  mgdl  mgdl my/dL UL mg/dL mydL  mEqL mEqL  mEqL
FO1041 5.2 35 2.06 159 39 25 54 20 1 345 160 0.53 0.07 373 6.0 8.7 1436 386 1069
F01042 5.6 39 229 131 53 17 47 21 1 173 128 034 007 297 38 8.4 1452 418 1112
F01043 6.5 45 225 119 67 28 43 2 0 150 134 0.39 0.06 112 5.1 93 146.7 379 1092
F01044 5.6 39 229 121 65 20 55 21 0 163 137 0.48 0.06 208 44 838 143.9 398 1082
F01045 6.0 41 2.16 107 50 13 46 16 0 9% 130 0.36 0.08 308 50 838 1453 395 1074
F01046 62 42 210 158 59 27 45 21 0 1 143 040 0.06 169 53 99 142.6 395 1072
F01047 5.6 38 211 124 58 16 49 20 0 180 143 0.45 0.08 293 6.0 9.6 143.6 448 1086
F01048 63 43 2.15 159 56 14 57 1 1 135 148 0.51 0.09 204 5.6 938 1447 488 1068
F01049 6.0 43 2.53 124 63 31 4 19 1 167 131 033 0.10 189 59 10.1 146.9 362 1092
F01050 5.6 39 229 125 50 12 51 18 0 284 137 036 0.09 279 7.7 9.7 145.4 476 1074
Number of females 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Mean 59 40 222 133 56 20 49 20 0 180 13.9 042 0.08 252 55 93 1448 415 1082
S.D. 04 03 0.14 19 8 7 5 2 1 77 1 0.07 0.01 79 11 0.6 14 042 14
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Appendix 7 (Continued)

Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Blood biochemical analysis of females

Low dose (BEA 20 mgkg)
Female No. Total  \bumin AG Glucose  ®%  Trgyceide AST  ALT  y-GTP  CPK  BUN  Creatimine 1% Inorganic Ca Na K cl
protein cholesterol bilirubin phosphorus

gfdL gL mgdl,  mgdl mg/dL UL UL UL UL mgdl  mgdl mgldL. UL mgdl.  mgdl  mBqL  mEqL  mEqL
F02051 58 37 176 136 &2 38 63 7 1 e 35 042 0.05 45 58 93 1444 265 1092
F02052 55 38 224 127 44 20 58 19 1 8614 115 044 0.07 215 5.1 88 1458 412 1096
F02053 60 39 186 110 50 20 65 2 1 178 147 0.42 0.05 234 49 92 1475 408 1116
F02054 6.5 44 210 126 7 s4 40 20 0 125 151 038 0.06 179 40 94 1462 399 1095
F02055 57 39 217 136 60 7 46 16 1 158 137 035 0.07 250 55 o1 1453 373 1089
F02056 58 40 22 123 66 2 47 19 1 281 136 039 0.04 286 55 91 1443 409 1096
F02057 60 41 216 135 59 33 49 2 0 571 127 035 0.07 190 64 100 1457 47 1071
F02058 6.5 44 210 139 63 25 51 2 1 178 12.0 035 0.06 123 60 104 1450 372 1081
F02059 59 41 228 127 7 28 54 20 0 242 13.1 037 0.07 282 72 98 1467 428 1080
F02060 62 44 244 131 60 30 49 2 0 230 114 037 0.10 321 69 103 1461 378 1064
Number of females 0 0 10 10 m 10 10 10 10 10 10 10 10 10 0 10 m) 10 )
Mean 6.0 41 213 129 62 35 52 21 1 330 13.1 038 0.06 257 57 95 1457 412 1088
SD. 03 03 02 9 10 17 8 3 1 235 13 0.03 0.02 99 10 06 10 036 15
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU KW KW AN KW DT DT AN KW KW AN DU AN DU AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.

KW: Analysis by Kruskal-Wallis' test (one-way layout).

AN: Analysis by variance (one-way layout).
DT: Analysis by Dunnett type mean rank test.

# Remeasurement was performed because the first measurement value deviated from the control criteria for labolatory error. The first measurement value was adopted.
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Appendix 7 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Blood biochemical analysis of females

Medium dose (BEA 100 mg/kg)

Female No. Total  wmin AG  Gluose . '®%  Trigyceide AST  ALT  y-GTP  CPK  BUN  Creatinine O ALp  [norganic Ca Na K a
protein cholesterol bilirubin phosphorus

gfdL gdL mgfdl  mgdl me/dL UL urL UL UL  mgdl  mgdl mg/dL UL mgdL mgdl  mEgL  mEgL  mEqL
F03061 6.0 41 216 121 54 61 55 % 0 20 174 0.43 0.06 242 5.1 o4 1447 400 1074
F03062 52 35 206 121 56 52 46 2 1 20 127 038 0.03 25 44 87 1450 422 1107
F03063 56 38 211 106 65 18 52 3 1 90 146 037 0.04 301 6.9 95 1455 439 1083
F03064 59 41 228 133 76 21 54 24 1 52 134 0.42 0.04 188 6.4 95 1460 412 1076
F03065 53 3.5 1.94 105 3 14 63 2 1 189 147 038 0.03 348 6.3 90 1460 435 1118
F03066 62 42 210 134 88 39 52 23 0 01 106 0.33 0.03 206 58 98 1460 399 1088
F03067 62 42 210 131 57 23 58 2 0 332 132 0.41 0.04 261 63 97 1471 413 1103
F03068 58 40 22 139 m 14 52 20 0 283 160 035 0.03 182 73 99 1472 390 1088
F03069 62 42 210 175 59 30 52 20 0 177 122 0.45 0.02 343 56 102 1442 436 1066
F03070 6.1 41 205 129 57 17 59 25 0 169 138 037 0.05 344 7.1 104 1450 459 1050
Number of females 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Mean 59 40 211 131 60 29 54 2% 0 195 139 0.39 0.04 264 62 96 1457 421 1085
SD. 0.4 03 0.09 20 14 17 5 3 1 % 19 0.04 0.01 66 0.9 0.5 10 021 2.0
Significance NS NS NS NS NS NS NS NS NS NS NS NS w NS NS NS NS NS NS
Statistical method DU DU KW KW AN KW DT DT AN KW KW AN DU AN DU AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.

KW: Analysis by Kruskal-Wallis' test (one-way layout).

AN: Analysis by variance (one-way layout).

DT: Analysis by Dunnett type mean rank test.
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Appendix 7 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Blood biochemical analysis of females

High dose (BEA 500 mgkg)
Female No. Total  bumin  AG Gluose O™ Trigyceride AST  ALT  y-GTP  CPK BUN  Creatinine 1O ALp  norganic Na K cl
protein cholesterol bilirubin phosphorus

gdL gdL mg/dL mg/dL mg/dL U/L UL UL UL mg/dL mg/dL mg/dL UL mg/dL mgdl, mEqQL mEqL  mEqL
F04071 53 3.7 231 122 68 34 51 22 1 190 143 037 0.05 384 6.6 85 145.1 4.25 111.3
F04072 50 35 2.33 124 49 30 88 52 # 1 87 12.5 034 0.04 301 5.4 8.5 144.1 3.67 109.7
F04073 54 3.9 2.60 120 52 22 68 26 1 78 12,5 034 0.07 246 6.5 8.6 145.0 3.94 109.0
F04074 4.7 32 2.13 104 43 16 73 30 1 219 214 043 0.03 354 73 83 146.5 3.64 109.5
F04075 438 32 2.00 120 30 11 72 32 0 124 16.5 035 0.03 240 72 83 145.1 4.46 109.7
F04076 57 4.0 235 135 56 23 68 36 1 150 14.7 0.32 0.04 358 7.4 9.8 147.3 3.79 111.0
F04077 5.6 37 1.95 123 43 15 78 32 1 231 205 043 0.04 389 8.7 93 146.5 4.06 109.3
F04078 58 38 1.90 131 61 23 53 27 0 224 18.2 033 0.02 225 6.9 9.6 144.9 4.10 108.5
F04079 5.6 38 2.11 113 64 18 67 29 1 117 12.8 032 0.04 262 71 9.5 145.7 3.93 111.9
F04080 53 3.8 2.53 117 48 12 69 30 0 188 16.5 046 0.04 244 6.6 9.3 1453 3.97 108.5
Number of females 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Mean 53 3.7 222 121 51 20 69 32 1 161 16.0 037 0.04 300 7.0 9.0 145.6 398 109.8
S.D. 0.4 03 0.24 9 11 8 11 8 0 57 32 0.05 0.01 65 0.8 0.6 1.0 0.25 1.2
Significance ** * NS NS NS NS *k ** NS NS NS NS *x NS *k NS NS NS NS
Statistical method DU DU Kw Kw AN KW DT DT AN KwW KwW AN DU AN DU AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.

KW: Analysis by Kruskal-Wallis' test (one-way layout).

AN: Analysis by variance (one-way lay out).

DT: Analysis by Dunnett type mean rank test.

# Remeasurement was performed because the first measurement value deviated from the control criteria for labolatory error. The first measurement value was adopted.
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Appendix 8

Ninety-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Organ weight of males

Control (vehicle: corn oil)

Male No. Body Brain Thymus Heart Lungs Liver Kidney (R) Kidney (L) Kidney
weight (g) (mg) (mgfe) (mg) (mglg) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mgfe) (mg) (mg'g)
MO1001 586.8 1964.2 3.347 2913 0.496 1632.4 2.782 1369.7 2334 16248.2 27.690 1758.1 2.996 1680.5 2.864 34386 5.860
M01002 679.1 21742 3.202 2243 0330 1689.7 2488 1450.4 2.136 18496.0 27236 1712.6 2.522 1754.2 2.583 3466.8 5.105
MO01003 5729 1981.6 3.459 3440 0.600 1499.1 2.617 1390.1 2426 14129.1 24.662 1400.9 2.445 1516.3 2.647 29172 5.092
MO01004 557.1 1884.9 3.383 3446 0.619 1659.7 2979 1523.7 2,735 16079.8 28.863 1634.8 2.934 1701.0 3.053 33358 5.988
MO01005 493.0 1995.4 4.047 222.3 0451 1317.6 2.673 1308.5 2.654 118305 23.997 1433.8 2.908 1500.7 3.044 2934.5 5.952
MO01006 551.5 2145.6 3.890 212.6 0.385 14852 2.693 1492.8 2.707 14917.6 27.049 1847.0 3.349 1865.8 3.383 37128 6.732
Mo01007 582.2 2119.7 3.641 268.8 0462 1657.2 2.846 1639.0 2815 152140 26.132 1665.2 2.860 1641.1 2.819 3306.3 5.679
M01008 633.0 2031.0 3.209 3672 0.580 1625.7 2.568 1547.6 2.445 204722 32342 1779.1 2.811 17711 2.798 3550.2 5.609
MO01009 678.0 2100.1 3.097 302.8 0.447 18233 2.689 1450.0 2.139 19957.5 29.436 1759.0 2.594 1714.5 2.529 3473.5 5.123
MO01010 632.4 2056.0 3.251 258.3 0.408 1779.2 2,813 1507.9 2384 16685.8 26.385 1783.9 2.821 1894.8 2.996 3678.7 5.817
Number of males 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Mean 596.6 20453 3.453 283.6 0.478 1616.9 2715 1468.0 2478 16403.1 27.379 1677.4 2.824 1704.0 2872 33814 5.696
S.D. 58.9 90.9 0314 55.7 0.096 148.6 0.144 95.9 0242 2655.8 2419 150.0 0.261 129.4 0.258 272.6 0.507
Control (vehicle: corn oil)
Male No. Spleen Testis (R) Testis (L) Testis Prostate, ventral Submandibular glands Seminal vesicles
(mg) (mgfp) (mg) (mg/g) (mg) (mg'g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/) (mg) (mg'g)
MO01001 8545 1.456 1641.8 2.798 1660.8 2.830 3302.6 5.628 739.6 1.260 732.8 1.249 1995.3 3.400
MO01002 960.0 1.414 1805.1 2.658 1834.5 2.701 3639.6 5.359 311.0 0.458 803.7 1.183 1914.4 2.819
MO01003 642.0 1.121 1698.7 2.965 1728.2 3.017 3426.9 5.982 378.6 0.661 702.0 1.225 1719.0 3.001
MO01004 722.4 1.297 1776.8 3.189 1792.7 3218 3569.5 6.407 374.7 0.673 871.0 1.563 1883.6 3.381
MO01005 783.7 1.590 1740.1 3.530 1750.7 3.551 3490.8 7.081 656.8 1332 674.4 1.368 1610.0 3.266
MO01006 905.9 1.643 2015.5 3.655 1869.5 3390 3885.0 7.044 647.9 1.175 633.2 1.148 1944.8 3.526
MO01007 843.0 1.448 1717.5 2.950 17433 2.994 3460.8 5.944 389.2 0.668 695.4 1.194 1708.4 2.934
M01008 824.5 1.303 20359 3216 2003.5 3.165 4039.4 6.381 365.5 0.577 780.3 1.233 1577.0 2.491
MO01009 9283 1.369 1801.0 2.656 1736.8 2,562 35378 5218 508.4 0.750 1123.9 1.658 20334 2,999
MO01010 811.2 1.283 1792.2 2.834 1683.4 2.662 3475.6 5.496 630.5 0.997 856.7 1.355 1716.6 2.714
Number of males 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Mean 827.6 1.392 1802.5 3.045 1780.3 3.009 35828 6.054 5002 0.855 7873 1318 18103 3.053
S.D, 95.7 0.154 128.4 0.346 100.8 0.326 221.8 0.663 155.5 0.310 141.7 0.171 163.4 0334
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Appendix 8 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Organ weight of males

Control (vehicle: corn oil)

Male No. Body Pituitary gland Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal gland
weight (g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)
M01001 586.8 15.5 0.026 313 0.053 29.1 0.050 27.7 0.047 56.8 0.097
M01002 . 679.1 12.8 0.019 334 0.049 275 0.040 31.1 0.046 58.6 0.086
MO01003 572.9 10.4 0.018 273 0.048 no data no data (19.3) (0.034) no data no data
MO01004 557.1 13.7 0.025 34.1 0.061 33.6 0.060 37.7 0.068 71.3 0.128
MO01005 493.0 13.1 0.027 17.0 0.034 25.5 0.052 28.0 0.057 53.5 0.109
MO01006 551.5 17.4 0.032 23.1 0.042 25.4 0.046 27.9 0.051 53.3 0.097
MO01007 582.2 10.5 0.018 26.3 0.045 21.6 0.037 25.7 0.044 473 0.081
MO01008 633.0 13.8 0.022 257 0.041 27.1 0.043 25.8 0.041 52.9 0.084
MO01009 678.0 122 0.018 20.8 0.031 29.2 0.043 26.5 0.039 55.7 0.082
MO01010 632.4 13.9 0.022 25.9 0.041 34.6 0.055 38.5 0.061 73.1 0.116
Number of males 10 10 10 10 10 9 9 9 9 9 9
Mean 596.6 13.3 0.023 26.5 0.045 282 0.470 29.9 0.050 58.1 0.098
S.D. 58.9 2.1 0.005 5.4 0.009 4.1 0.007 49 0.010 8.6 0.017

- : The data was excluded because the right side of adrenal grand did not obtained.
The figure in parentheses is reference data.
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Appendix 8 (Continued)

Ninety-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Organ weight of males

Low dose (BEA 20 mg/kg)
Male No. Body Brain Thy mus Heart Lungs Liver Kidney (R) Kidney (L) Kidney
weight (9 (mg) (mgfg) (mg) (mg/g) (mg) (mglg) (mg) (mg/g) (mg) (mg/g) (mg) (mgg) (mg) (mg/g) (mg) (mg/g)
Mo02011 5348 1984.0 3710 2459 0.460 1502.2 2.809 1292.0 2416 13146.0 24.581 15294 2.860 1519.1 2.841 3048.5 5.700
M02012 522.1 21303 4.080 348.7 0.668 1542.0 2953 1359.6 2.604 144503 27.677 14952 2.864 1578.6 3.024 30738 5.887
Mo02013 619.4 2090.4 3375 207.7 0335 1591.0 2.569 15432 2491 157543 25.435 1986.5 3.207 2036.9 3.289 4023.4 6.496
MO02014 6109 2017.5 3.303 178.5 0292 1792.1 2.934 14704 2.407 20084.1 32.876 18715 3.064 1888.7 3.092 3760.2 6.155
MO02015 5759 21071 3.659 3339 0.580 1508.0 2619 14623 2.539 14014.6 24335 1566.9 2,721 1536.1 2.667 3103.0 5.388
Mo02016 560.8 2038.6 3.635 2509 0.447 14404 2.568 14973 2.670 16311.9 29.087 1722.9 3.072 1651.0 2.944 33739 6.016
M02017 664.8 20042 3.015 2928 0.440 1644.7 2474 1565.9 2.355 183642 27.624 1683.6 2.532 1560.6 2.347 32442 4.880
M02018 488.1 20612 4223 196.7 0.403 1550.9 3177 1304.4 2,672 132534 27.153 1670.4 3422 15477 3.171 32181 6.593
M02019 545.8 1928.8 3.534 3945 0.723 1495.2 2.739 1439.8 2.638 15009.0 27.499 1609.8 2.949 1553.0 2.845 3162.8 5.795
M02020 654,7 1924.8 2.940 4222 0.645 1629.4 2.489 1378.4 2.105 19002.8 29.025 1439.8 2.199 1541.0 2.354 2980.8 4.553
Number of males 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Mean 5777 2028.7 3547 2872 0.499 1569.6 2.733 14313 2.490 15939.1 27.529 1657.6 2.889 1641.3 2.857 32989 5.746
SD. 58.3 70.7 0412 85.0 0.147 100.5 0.232 94.9 0.177 2459.0 2.510 169.9 0.347 176.7 0321 3374 0.654
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU AN DU AN AN AN DU AN AN AN DU AN DU AN DU AN DU
Low dose (BEA 20 mgkg)
Male No. Spleen Testis (R) Testis (L)} Testis Prostate, ventral Submandibular glands Seminal vesicles
(mg) (mgp) (mg) (mg/n) (mg) (mgfg) (mg) (mgfg) (mg) (mg'p) (mg) (mg/p) (mg) (mg/g)
M02011 768.7 1.437 1717.1 321 1737.1 3.248 34542 6.459 4833 0.904 689.3 1.289 1413.0 2.642
M02012 6973 1336 1561.0 2.990 1562.6 2.993 31236 5.983 598.0 1.145 6778 1.298 1219.0 2335
M02013 790.7 1277 1640.5 2,649 1629.4 2.631 32699 5279 763.2 1.232 812.0 1311 2166.9 3.498
M02014 8238 1.349 1692.3 2.770 1600.1 2619 32924 5.389 512.8 0.839 564.3 0.924 18125 2.967
M02015 859.6 1.493 2016.0 3.501 1976.5 3.432 3992.5 6.933 444.4 0.772 735.1 1.276 1664.1 2.890
M02016 880.5 1.570 1690.6 3.015 1613.4 2877 3304.0 5.892 726.5 1.295 656.6 1171 1493.5 2.663
M02017 989.1 1.488 2105.2 3.167 2035.1 3.061 4140.3 6.228 695.4 1.046 7772 1.169 1809.0 2721
M02018 633.1 1297 1784.6 3.656 1759.4 3.605 3544.0 7.261 625.1 1.281 675.8 1.385 1633.2 3.346
Mo02019 802.9 1.471 1714.8 3.142 1680.6 3.079 33954 6221 456.5 0.836 773.6 1417 172%.1 3.168
M02020 815.5 1.246 1785.5 2.727 1741.8 2.660 35273 5388 597.3 0.912 809.3 1.236 1484.9 2.268
Number of males 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Mean 806.1 1.396 1770.8 3.083 1733.6 3.021 3504.4 6.103 590.3 1.026 717.1 1.248 1642.5 2.850
S.D. 97.6 0.109 167.3 0.326 158.4 0339 3239 0.662 1142 0.199 78.6 0.139 262.2 0.406
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method DT DT AN AN AN AN AN AN AN AN DU AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.
AN: Analysis by variance (one-way layout).
DT: Analysis by Dunnett ty pe mean rank test.
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Appendix 8 (Continued)

Ninety-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Organ weight of males

Low dose (BEA 20 mg/kg)
Male No. Body Pituitary gland Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal gland

weight (g) (mg) (ng’g) (mg) (mg/g) (mg) (mg/g) (mg) (mgg) (mg) (mg/g)

M02011 534.8 115 0.022 219 0.041 24.1 0.045 293 0.055 53.4 0.100
M02012 522.1 10.7 0.020 26.4 0.051 23.2 0.044 279 0.053 51.1 0.098
M02013 619.4 14.9 0.024 25.8 0.042 30.8 0.050 28.8 0.046 59.6 0.096
M02014 610.9 10.6 0.017 23.0 0.038 375 0.061 41.0 0.067 78.5 0.128
M02015 575.9 11.1 0.019 30.7 0.053 26.3 0.046 29.2 0.051 55.5 0.096
MO02016 560.8 15.4 0.027 254 0.045 35.9 0.064 37.1 0.066 73.0 0.130
MO02017 664.8 12.1 0.018 254 0.038 35.0 0.053 35.8 0.054 70.8 0.106
MO02018 488.1 10.2 0.021 242 0.050 255 0.052 244 0.050 49.9 0.102
MO02019 545.8 14.4 0.026 25.7 0.047 23.0 0.042 19.9 0.036 429 0.079
M02020 654.7 12.7 0.019 24.4 0.037 22,6 0.035 26.7 0.041 49.3 0.075
Number of males 10 10 10 10 10 10 10 10 10 10 10
Mean 5717 124 0.021 253 0.044 28.4 0.049 30.0 0.052 584 0.101

S.D. 58.3 1.9 0.003 2.3 0.006 5.9 0.009 6.3 0.010 11.8 0.018
Significance NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU AN AN Kw AN KW AN AN AN AN AN

NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.

AN: Analysis by variance (one-way lay out).
KW: Analysis by Kruskal-Wallis' test (one-way lay out).
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Appendix 8 (Continued)

Ninety-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Organ weight of males

Medium dose (BEA 100 mg/kg)

Male No. Body Brain Thymus Heart Lungs Liver Kidney (R} Kidney (L) Kidney
weight (g) (mg) (mg/p) (mg) (mg/p) (mg) (mgy) (mg) (mg/g) (mg) (mgg) (mg) (mg/g) (mg) (mg/e) (mg) (mgp)
M03021 557.2 1910.7 3.429 399.6 0.717 1530.9 2.747 1450.8 2.604 149109 26.760 1707.0 3.064 1697.5 3.046 34045 6.110
M03022 585.8 20212 3.450 264.7 0.452 1497.2 2.556 1528.0 2.608 13564.2 23.155 1865.5 3.185 20209 3.450 3886.4 6.634
M03023 642.6 2111.4 3.286 2875 0.447 1964.6 3.057 1428.2 2.223 17110.0 26.626 1803.8 2.807 1786.8 2.781 35906 5.588
MO03024 496.5 21303 4291 360.0 0.725 1340.5 2.700 1261.1 2.540 12069.5 24.309 1261.0 2.540 1328.6 2.676 2589.6 5.216
M03025 5312 20783 3912 238.6 0.449 1596.8 3.006 1366.8 2.573 13471.7 25.361 1571.0 2957 15815 2.977 31525 5.935
M03026 659.6 2000.1 3.032 294.6 0.447 1690.7 2.563 1503.1 2.279 18244.4 27.660 1890.7 2.866 1876.7 2.845 3767.4 5.712
M03027 484.4 1935.9 3.996 268.0 0.553 1522.9 3.144 1288.0 2.659 133724 27.606 1902.5 3.928 1790.6 3.697 3693.1 7.624
M03028 488.9 1949.9 3.988 2525 0.516 1366.1 2.794 1388.9 2.841 14186.9 29.018 1378.0 2.819 1389.8 2.843 2767.8 5.661
M03029 619.5 20923 3377 463.0 0.747 1646.8 2.658 1511.1 2439 16254.5 26.238 17942 2.896 1813.6 2.928 3607.8 5.824
M03030 562.7 2090.7 3,715 210.1 0373 1592.4 2.830 1596.5 2.837 139239 24,745 1510.8 2.685 1528.3 2.716 3039.1 5.401
Number of males 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Mean 5628 2032.1 3.648 3039 0.543 1574.9 2.806 14323 2.560 147108 26.148 1668.5 2975 1681.4 2.996 3349.9 5971
SD. 63.7 79.6 0.394 79.2 0.138 176.5 0.204 107.5 0.205 1920.0 1.770 226.9 0.381 220.4 0.330 442.2 0.701
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU AN DU AN AN AN DU AN AN AN DU AN DU AN DU AN DU
Medium dose {(BEA 100 mg/kg)
Male No. Spleen Testis (R) Testis (L) Testis Prostate, ventral Submandibular glands Seminal vesicles
(mg) (mg/g) (mg) (mgp) (mg) (mg/g) (mg) (mgfe) (mg) (mg/g) (mg) (mg/p) (mg) (mgfe)
M03021 7829 1.405 1611.6 2,892 1660.3 2.980 32719 5.872 543.8 0.976 649.1 1.165 1632.4 2.930
MO03022 7263 1.240 1665.2 2.843 16273 2778 32925 5.621 833.7 1.423 942.5 1.609 2132.1 3.640
M03023 10613 1.652 1698.0 2.642 1717.2 2672 34152 5315 550.1 0.856 7913 1.231 1270.6 1.977
M03024 826.1 1.664 1654.9 3.333 1673.3 3370 33282 6.703 953.8 1.921 7919 1.595 1745.8 3.516
M03025 765.8 1.442 1508.8 2.840 1441.7 2714 2950.5 5.554 505.1 0.951 641.0 1.207 1510.9 2.844
MO03026 871.7 1322 1793.2 2.719 1810.8 2,745 3604.0 5.464 800.2 1.213 764.8 1.159 2176.0 3.299
M03027 897.9 1.854 1672.9 3.454 17492 3.611 3422.1 7.065 643.9 1.329 743.1 1.534 1532.0 3.163
M03028 709.1 1.450 1760.7 3.601 1797.0 3.676 3557.7 7277 420.7 0.861 636.5 1302 1577.0 3.226
MO03029 9383 1.515 1858.2 3.000 1886.5 3.045 3744.7 6.045 411.6 0.664 807.9 1304 1808.5 2919
MO03030 756.2 1.344 1848.7 3.285 1827.7 3.248 36764 6.533 615.7 1.094 7123 1.266 1551.3 2.757
Number of males 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Mean 833.6 1.489 1707.2 3.061 1719.1 3.084 34263 6.145 627.9 1.129 748.0 1337 1693.7 3.027
SD. 109.9 0.186 109.2 0.332 127.4 0375 233.5 0.703 181.5 0.362 94.6 0.175 282.2 0.469
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method DT DT AN AN AN AN AN AN AN AN DU AN AN AN

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
AN: Analysis by variance (one-way lay out).

DT: Analysis by Dunnett ty pe mean rank test.
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Appendix 8 (Continued)

Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Organ weight of males

Medium dose (BEA 100 mg/kg)

Male No. Body Pituitary gland Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal gland

weight (g) (mg) (mglg) (mg) (mgg) (mg) (mg) (mg) (mgg) (mg) ()

M03021 557.2 15.0 0.027 25.4 0.046 21.6 0.039 22.1 0.040 437 0.078
M03022 585.8 18.4 0.031 30.2 0.052 219 0.037 26.1 0.045 48.0 0.082
M03023 642.6 11.0 0.017 21.0 0.033 26.4 0.041 277 0.043 54.1 0.084
M03024 496.5 10.3 0.021 245 0.049 213 0.043 21.6 0.044 429 0.086
MO03025 531.2 10.8 0.020 26.0 0.049 23.1 0.043 22.1 0.042 452 0.085
M03026 659.6 12.5 0.019 40.3 0.061 242 0.037 242 0.037 484 0.073
M03027 484.4 13.8 0.028 26.3 0.054 26.8 0.055 27.8 0.057 54.6 0.113
M03028 488.9 139 0.028 18.0 0.037 232 0.047 254 0.052 48.6 0.099
M03029 619.5 11.9 0.019 33.1 0.053 259 0.042 28.8 0.046 547 0.088
M03030 562.7 12.5 0.022 20.6 0.037 322 0.057 303 0.054 62.5 0.111
Number of males 10 10 10 10 10 10 10 10 10 10 10
Mean 562.8 13.0 0.023 26.5 0.047 24.7 0.044 25.6 0.046 503 0.090

S.D. 63.7 24 0.005 6.6 0.009 33 0.007 31 0.006 6.1 0.013
Significance NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU AN AN Kw AN Kw AN AN AN AN AN

NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.

AN: Analysis by variance (one-way lay out).
KW: Analysis by Kruskal-Wallis' test (one-way lay out).
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Appendix 8 (Continued)

Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Organ weight of males

High dose (BEA 500 mgkg)
Male No. Body Brain Thymus Heart Lungs Liver Kidney (R) Kidney (L) Kidney
weight () (ng) (mg/g) (mg) (mg/g) (mg) (mg'g) (mg) (mg®) (ng) (mgl®) (mg) (mgg) (mg) (mg/g) (mg) (mg/g)
Mo04031 486.6 1996.7 4,103 162.5 0.334 1525.4 3.135 1228.2 2.524 15109.0 31.050 17122 3.519 1722.1 3.539 34343 7.058
MO04032 520.1 20759 3.991 2732 0.525 1575.7 3.030 1434.8 2759 17435.7 33.524 2180.0 4.192 2165.5 4.164 43455 8.355
M04033 497.7 1977.0 3.972 226.4 0.455 1471.1 2.956 1355.7 2.724 137779 27.683 1476.0 2.966 15279 3.070 3003.9 6.036
M04034 561.6 1976.1 3.519 355.7 0.633 1668.1 2.970 1527.1 2.719 172729 30.757 18222 3.245 1936.6 3.448 3758.8 6.693
M04035 532.8 2113.7 3.967 3154 0.592 1522.1 2.857 1354.9 2.543 16052.4 30.128 1840.0 3453 1790.6 3.361 3630.6 6.814
MO04037 526.5 2007.8 3.813 3358 0.638 16452 3.125 13745 2611 174158 33.078 18129 3.443 1986.8 3.774 3799.7 7.217
MO04038 5373 2069.7 3.852 241.6 0.450 1507.8 2.806 1551.8 2,888 18147.1 33.775 1967.3 3.661 2040.5 3.798 4007.8 7.459
M04039 509.1 1961.7 3.853 207.0 0.407 1351.8 2.655 1304.6 2.563 16600.3 32.607 1703.7 3346 1664.5 3.269 3368.2 6.616
M04040 459.7 2057.8 4.476 352.3 0.766 1455.4 3.166 1429.5 3.110 141504 30.782 1637.8 3.563 1668.5 3.630 3306.3 7.192
Number of males 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9
Mean 514.6 20263 3.950 274.4 0.533 1524.7 2.967 1395.7 2.716 16217.9 31.487 1794.7 3.488 18337 3561 36283 7.049
S.D. 30.3 54.0 0.256 69.4 0.136 972 0.170 102.7 0.190 1556.6 1.959 200.8 0.333 209.4 0326 403.7 0.644
Significance ok NS * NS NS NS * NS NS NS *¥ NS ** NS ** NS **
Statistical method DU AN DU AN AN AN DU AN AN AN DU AN DU AN DU AN DU
High dose (BEA 500 mg/kg)
Male No. Spleen Testis (R) Testis (L) Testis Prostate, ventral Submandibular glands Seminal vesicles
(mg) (mgfg) (mg) (mg/p) (mg) (mgp) (mg) (mg) (mg) (mg/p) (mg) (mg/g) (mg) (mgg)
MO04031 11783 2421 17355 3.567 1752.4 3.601 34879 7.168 538.5 1.107 563.3 1.158 1719.8 3.534
M04032 1148.8 2209 1632.4 3.139 1679.7 3.230 33121 6.368 5413 1.041 779.5 1.499 19478 3.745
M04033 12422 2.496 1752.1 3.520 1736.6 3.489 3488.7 7.010 737.3 1.481 5445 1.094 17144 3.445
M04034 1745.7 3.108 1673.1 2979 1661.4 2.958 33345 5938 555.9 0.990 639.6 1.139 1954.9 3.481
M04035 1466.1 2.752 1799.2 3377 1861.9 3.495 3661.1 6.871 7815 1.467 700.1 1314 1941.6 3.644
M04037 1328.7 2.524 1900.4 3.609 1870.5 3.553 37709 7.162 287.0 0.545 5778 1.097 15915 3.023
M04038 1330.0 2475 1791.3 3.334 1773.9 3.302 3565.2 6.635 607.6 1.131 633.1 1.178 1596.5 2971
M04039 1077.4 2.116 1600.8 3.144 1548.1 3.041 31489 6.185 5733 1.126 660.3 1.297 15445 3.034
M 04040 932.1 2.028 1426.9 3.104 1456.7 3.169 2883.6 6.273 599.1 1.303 6273 1.365 1343.9 2923
Number of males 9 9 9 9 9 9 9 9 9 9 9 9 9 9
Mean 1272.1 2.459 1701.3 3.308 1704.6 3.315 3405.9 6.623 580.2 1132 636.2 1.238 1706.1 3311
S.D. 236.4 0.332 137.8 0227 1364 0.232 271.6 0.454 139.7 0.282 72.8 0.139 2117 0.320
Significance ** ** NS NS NS NS NS NS NS NS *E NS N§ NS
Statistical method DT DT AN AN AN AN AN AN AN AN DU AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.
AN: Analysis by variance (one-way layout).
DT: Analysis by Dunnett ty pe mean rank test.
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Appendix 8 (Continued)

Ninety-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Organ weight of males

High dose (BEA 500 mgkg)
Male No. Body Pituitary gland Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal gland

weight (g) (mg) (mgg) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mglp)

MO04031 486.6 12.9 0.027 29.0 0.060 276 0.057 29.8 0.061 57.4 0.118
M04032 520.1 12.6 0.024 25.6 0.049 25.3 0.049 24.4 0.047 49.7 0.096
M04033 497.7 9.6 0.019 311 0.062 29.2 0.059 332 0.067 62.4 0.125
MO04034 561.6 10.4 0.019 21.1 0.038 20.9 0.037 223 0.040 432 0.077
M04035 532.8 9.3 0.017 213 0.040 25.1 0.047 25.6 0.048 50.7 0.095
MO04037 526.5 10.0 0.019 32.7 0.062 19.4 0.037 22.9 0.043 473 0.080
M04038 5373 12.9 0.024 23.7 0.044 29.8 0.055 289 0.054 58.7 0.109
MO04039 509.1 10.8 0.021 317 0.062 22.1 0.043 222 0.044 443 0.087
MO04040 ' 459.7 13.8 0.030 375 0.082 20.4 0.044 22.7 0.049 43.1 0.094
Number of males 9 9 9 9 9 9 9 9 9 9 9
Mean 514.6 11.4 0.022 28.2 0.055 24.4 0.048 25.8 0.050 50.2 0.098

S.D. 30.3 1.7 0.004 5.6 0.014 3.9 0.008 4.0 0.009 7.7 0.016
Significance ** NS NS NS NS NS NS NS NS NS NS
Statistical method DU AN AN KW AN KW AN AN AN AN AN

NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.
AN: Analysis by variance (one-way layout).
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Appendix 8 (Continued)

Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Organ weight of females

Control (vehicle: corn oil)

Female No. Body Brain Thy mus Heart Lungs Liver Kidney (R) Kidney (L) Kidney
weight (g) (mg) (mgfe) (mg) (mg/s) (mg (mgg) (mg) (mg'g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mglg)
F01041 316.3 1938.1 6.127 264.1 0.835 863.0 2.728 1134.0 3.585 6998.9 22.127 898.8 2.842 876.0 2.770 17748 5.611
Fo1042 226.8 1870.4 8.247 3473 1.531 771.7 3.403 833.5 3.675 6188.8 27.287 7815 3.446 751.7 3314 1533.2 6.760
F01043 2827 1876.4 6.637 175.5 0.621 904.2 3.198 1039.0 3.675 73273 25919 868.6 3.073 790.1 2.795 1658.7 5.867
F01044 2733 1841.9 6.739 264.0 0.966 806.1 2.950 1053.9 3.856 6824.0 24.969 8045 2,944 841.1 3.078 1645.6 6.021
F01045 2559 1823.8 7.127 218.6 0.854 821.7 3.21 1073.1 4.193 59744 23.347 746.7 2918 757.0 2958 1503.7 5.876
F01046 291.1 1860.3 6.391 299.9 1.030 922.8 3.170 979.8 3.366 7307.3 25.102 935.9 3215 913.5 3.138 18494 6.353
Fo1047 3009 1728.8 5.745 199.1 0.662 986.0 3.277 1056.6 3511 7328.0 24.354 940.7 3.126 919.2 3.055 1859.9 6.181
F01048 279.3 18438 6.602 150.9 0.540 8231 2.947 999.0 3577 6057.7 21.689 879.5 3.149 896.5 3210 1776.0 6.359
F01049 2838 1965.3 6.925 176.0 0.620 8924 3.144 981.0 3.457 7418.7 26.141 960.1 3383 930.3 3278 1890.4 6.661
F01050 236.9 1793.6 7.571 246.7 1.041 818.7 3.456 1019.4 4303 5967.9 25.192 833.5 3518 814.0 3.436 1647.5 6.954
Number of females 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Mean 274.7 18542 6.811 2342 0.870 861.0 3.148 1016.9 3,720 6739.3 24613 865.0 3.161 848.9 3.103 1713.9 6.264
S.D. 27.8 67.3 0.716 61.7 0.294 65.0 0.221 79.5 0.310 623.5 1.773 72.1 0.230 67.8 0218 136.4 0.434
Control (vehicle: corn oil)
Female No. Spleen Ovary (R) Ovary (L) Ovary Uterus Submandibular glands
(mg) (mg/e) (mg) (mg/g) (mg) (mglp) (mg) (mglp) (mg) (mg'g) (mg) (mg/g)
F01041 695.9 2.200 48.6 0.154 472 0.149 95.8 0.303 3815 1.206 430.7 1362
FO01042 565.6 2494 375 0.165 358 0.158 733 0.323 989.2 4.362 414.1 1.826
F01043 450.6 1.594 282 0.100 42.1 0.149 70.3 0.249 502.4 1717 458.2 1.621
F01044 463.5 1.696 293 0.107 272 0.100 56.5 0.207 423.1 1.548 409.4 1.498
F01045 4471 1.747 389 0.152 34.1 0.133 73.0 0.285 565.4 2.209 488.8 1.910
F01046 562.1 1.931 450 0.155 394 0.135 84.4 0.290 483.9 1.662 498.2 1.711
F01047 587.2 1.951 430 0.143 320 0.106 75.0 0.249 4721 1.569 412.1 1.370
F01048 510.1 1.826 243 0.087 29.0 0.104 53.3 0.191 907.4 3.249 377.6 1.352
F01049 562.1 1.981 56.4 0.199 293 0.103 857 0.302 807.3 2.845 440.1 1.551
F01050 423.4 1.787 302 0.127 43.1 0.182 733 0.309 498.6 2.105 408.5 1.724
Number of females 10 10 10 10 10 10 10 10 10 10 10 10
Mean 526.8 1.921 38.1 0.139 359 0.132 74.1 0.271 603.1 2.253 4338 1.593
SD. 83.9 0.264 103 0.034 6.8 0.028 12.3 0.045 2157 0.969 38.1 0.200
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Appendix 8 (Continued)

Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Organ weight of females

Control (vehicle: comn oil)

Female No. - Body Pituitary gland Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal gland

weight (g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/e)

F01041 316.3 15.7 0.050 26.3 0.083 29.1 0.092 26.8 0.085 55.9 0.177
F01042 226.8 16.4 0.072 183 0.081 287 0.127 28.0 0.123 56.7 0.250
F01043 282.7 14.8 0.052 20.8 0.074 27.8 0.098 23.0 0.081 50.8 0.180
F01044 2733 21.5 0.079 232 0.085 222 0.081 26.1 0.095 48.3 0.177
F01045 255.9 12.5 0.049 223 0.087 26.9 0.105 29.4 0.115 56.3 0.220
F01046 291.1 14.2 0.049 375 0.129 21.1 0.072 25.7 0.088 46.8 0.161
F01047 300.9 17.8 0.059 26.1 0.087 30.1 0.100 323 0.107 62.4 0.207
F01048 279.3 21.7 0.078 16.5 0.059 20.6 0.074 24.7 0.088 453 0.162
F01049 283.8 14.9 0.053 227 0.080 329 0.116 30.7 0.108 63.6 0.224
F01050 236.9 13.2 0.056 22.0 0.093 275 0.116 28.1 0.119 55.6 0.235
Number of females 10 10 10 10 10 10 10 10 10 10 10
Mean 274.7 16.3 0.060 23.6 0.086 26.7 0.098 275 0.101 54.2 0.199
S.D. 27.8 32 0.012 5.8 0.018 4.1 0.019 2.8 0.015 6.2 0.032

121



Appendix 8 (Continued)

Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Organ weight of females

Low dose (BEA 20 mgkg)
Female No. Body Brain Thymus Heart Lungs Liver Kidney (R) Kidney (L) Kidney
weight (g) (mg) (mg/g) (mg) (me/g) (mg) (mg/g) (mg) (mg/p) (mg) (mglg) (mg) (mgly) (mg) (mgg) (mg) (mg/g)
F02051 294.0 1665.6 5.665 2755 0937 888.2 3.021 946.5 3219 7106.8 24173 839.0 2.854 8278 2.816 1666.8 5.669
F02052 2732 1812.2 6.633 178.1 0.652 8549 3.129 1012.8 3.707 6977.1 25.538 927.5 3.395 9202 3.368 1847.7 6.763
F02053 255.9 1833.9 7.166 193.8 0.757 7929 3.098 1072.2 4.190 6365.6 24.875 787.9 3.079 764.2 2.986 1552.1 6.065
F02054 3162 1868.7 5910 2939 0.929 981.4 3.104 11133 3.521 8734.7 27.624 1018.3 3.220 946.7 2.994 1965.0 6214
F02055 3424 1859.2 5.430 270.7 0.791 964.8 2.818 1079.8 3.154 88229 25.768 1096.2 3.202 1015.8 2.967 21120 6.168
F02056 2788 1795.4 6.440 2114 0.758 1001.3 3.591 1091.2 3.914 7503.9 26.915 896.0 3.214 8373 3.003 17333 6.217
F02057 2354 1833.4 7.788 2138 0.908 762.1 3237 960.6 4,081 6136.8 26.070 8343 3.544 8094 3.438 1643.7 6.983
F02058 288.1 1784.5 6.194 1579 0.548 1004.0 3.485 1047.4 3.636 7889.5 27.385 867.9 3.012 8759 3.040 1743.8 6.053
F02059 2575 19445 7.551 157.7 0.612 768.9 2986 1051.2 4.082 6010.0 23.340 8319 3.231 858.9 3336 1690.8 6.566
F02060 328.2 18213 5.549 283.6 0.864 9124 2780 1075.8 3.278 83725 25510 967.1 2.947 973.5 2.966 1940.6 5.913
Number of females 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Mean 287.0 1821.9 6.433 2236 0.776 893.1 3125 1045.1 3.678 73920 25.720 906.6 3.170 883.0 3.091 1789.6 6.261
SD. 34.0 71.1 0.841 53.0 0.137 95.1 0259 55.4 0.382 1046.9 1.366 96.4 0.206 79.3 0.209 172.8 0.399
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN KW AN DU AN AN DU DU DU DU DU DU DU DU
Low dose (BEA 20 mg/kg)
Female No. Spleen Ovary (R) Ovary (L) Ovary Uterus Sut dibular glands
(mg) (mglp) (mg) (mglg) (mg) (mg/g) (mg) (mgl) (mg) (mg/) (mg) (mglD)
F02051 4154 1413 60.3 0.205 58.1 0.198 1184 0.403 608.5 2.070 410.2 1.395
F02052 3975 1.455 35.0 0.128 30.3 0.111 65.3 0.239 607.1 2222 398.6 1.459
F02053 467.5 1.827 415 0.162 394 0.154 809 0316 4403 1.721 486.3 1.900
F02054 576.8 1.824 354 0.112 428 0.135 782 0.247 8434 2.667 503.2 1.591
F02055 611.7 1.787 425 0.124 37.0 0.108 79.5 0232 4836 1412 457.2 1.335
F02056 521.3 1.870 35.8 0.128 409 0.147 76.7 0.275 448.6 1.609 4436 1.591
F02057 474.8 2,017 245 0.104 26.8 0.114 513 0.218 4529 1.924 442.1 1.878
F02058 5253 1.823 532 0.185 482 0.167 1014 0.352 486.0 1.687 417.9 1.451
F02059 375.6 1459 357 0.139 292 0.113 649 0.252 3427 1331 4273 1.659
F02060 582.9 1.776 40.0 0.122 37.0 0.113 77.0 0.235 638.9 1.947 470.5 1434
Number of females 10 10 10 10 10 10 10 10 10 10 10 10
Mean 494.9 1.725 404 0.141 39.0 0.136 79.4 0.277 5352 1.859 4457 1.569
SD. 82.3 0.206 10.1 0.033 9.4 0.030 189 0.061 142.1 0.399 33.8 0.195
Significance NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method DT DT KW KW KW AN KW AN AN KW AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
AN: Analysis by variance (one-way lay out).

KW: Analysis by Kruskal-Wallis' test (one-way lay out).

DU: Analysis by Dunnett'

s test.

DT: Analysis by Dunnett type mean rank test.
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Appendix 8 (Continued)

Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Organ weight of females

Low dose (BEA 20 mgkg)
Female No. Body Pituitary gland Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal gland

weight (g) (mg) (mglg) (mg) (mglg) (mg) (mglg) (mg) (mg/g) (mg) (mglg)

F02051 294.0 18.2 0.062 185 0.063 292 0.099 324 0.110 61.6 0.210
F02052 2732 13.8 0.051 185 0.068 27.1 0.099 26.5 0.097 53.6 0.196
F02053 2559 18.7 0.073 17.6 0.069 24.6 0.096 259 0.101 50.5 0.197
F02054 316.2 19.7 0.062 22.1 0.070 274 0.087 28.1 0.089 55.5 0.176
F02055 342.4 20.4 0.060 21.0 0.061 342 0.100 37.6 0.110 71.8 0.210
F02056 278.8 16.9 0.061 232 0.083 24.8 0.089 25.2 0.090 50.0 0.179
F02057 235.4 142 0.060 21.0 0.089 249 0.106 27.0 0.115 519 0.220
F02058 288.1 19.7 0.068 24.0 0.083 29.0 0.101 26.7 0.093 55.7 0.193
F02059 257.5 119 0.046 17.5 0.068 25.4 0.099 24.0 0.093 49.4 0.192
F02060 328.2 14.5 0.044 19.8 0.060 33.0 0.101 353 0.108 68.3 0.208
Number of females 10 10 10 10 10 10 10 10 10 10 10
Mean 287.0 16.8 0.059 203 0.071 28.0 0.098 289 0.101 56.8 0.198

S.D. 34.0 3.0 0.009 2.3 0.010 34 0.006 4.6 0.010 79 0.014
Significance NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN DT AN KW AN AN KW AN AN AN AN

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
DT: Analysis by Dunnett ty pe mean rank test.
KW: Analysis by Kruskal-Wallis' test (one-way lay out).
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Appendix 8 (Continued)

Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Organ weight of females
Medium dose (BEA 100 mg/kg)

Female No. Body Brain Thymus Heart Lungs Liver Kidney (R) Kidney (L) Kidney
weight (g) (mg) (mg/g) (mg) (mglp) (mg) (mglg) (mg) (mg/g) (mg) (mg/p) (mg) (mg/g) (mg) (mgfg) (mg) (mg/g)
F03061 2928 1964.7 6.710 1829 0.625 905.5 3.093 1082.4 3.697 8486.1 28.983 990.2 3.382 941.5 3.216 1931.7 6.597
F03062 2544 19135 7.522 3174 1.248 829.7 3.261 951.3 3.739 6756.6 26.559 814.9 3.203 792.0 3.113 1606.9 6.316
F03063 2208 17382 7872 148.4 0.672 796.8 3.609 948.8 4297 6418.6 29.070 764.1 3.461 748.6 3.390 1512.7 6.851
F03064 2735 18333 6.703 182.8 0.668 8323 3.043 1065.0 3.894 7909.3 28.919 9349 3.418 900.3 3.292 1835.2 6.710
F03065 2718 17503 6.440 476.9 1.755 846.8 3.116 996.4 3.666 71639 26.357 960.5 3.534 964.2 3.547 19247 7.081
F03066 308.8 19382 6277 313.6 1.016 9838 3.186 987.9 3.199 89843 29.094 10107 3.273 956.8 3.098 1967.5 6.371
F03067 295.5 1861.1 6.298 2325 0.787 927.6 3.139 10742 3.635 7952.6 26.912 972.1 3.290 9532 3.226 19253 6.515
F03068 2722 1906.0 7.002 317.1 1.165 843.7 3.100 1115.6 4.098 82389 30.268 993.8 3.651 9173 3.370 1911.1 7.021
F03069 3305 1970.1 5.961 3247 0.982 962.5 2912 10932 3.308 84385 25.533 965.2 2.920 962.5 2912 1927.7 5.833
F03070 2723 1886.2 6.927 3137 1.152 977.8 3,591 1159.7 4.259 8358.9 30.697 1006.5 3,696 1005.1 3.691 2011.6 7.387
Number of females 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Mean 2793 1876.2 6.771 281.0 1.007 890.7 3.205 1047.5 3.779 7870.8 28.239 941.3 3.383 914.2 3.286 1855.4 6.668
SD. 30.1 81.5 0.586 96.8 0.347 69.2 0227 72.0 0.367 828.2 1.765 84.0 0.228 81.5 0.227 163.4 0.445
Significance NS NS NS NS NS NS NS NS NS * *x NS NS NS NS NS NS
Statistical method AN AN AN AN KW AN DU AN AN DU DU DU DU DU DU DU DU
Medium dose (BEA 100 mg/kg)
Female No. Spleen Ovary (R) Ovary (L) Ovary Uterus Submandibular glands
(mg) (mg/g) (mg) (mg/g) (mg) (mglg) (mg) (mg'g) (mg) (mg'g) (mg) (mg'p)
F03061 7833 2.675 49.7 0.170 48.7 0.166 984 0.336 4219 1.441 4289 1.465
F03062 557.1 2,190 372 0.146 335 0.132 70.7 0278 10163 3.995 390.8 1.536
F03063 5922 2,682 353 0.160 29.6 0.134 649 0.294 616.6 2793 3802 1.722
F03064 602.6 2.203 324 0118 25.7 0.094 58.1 0.212 4185 1.530 4479 1.638
F03065 503.0 1.851 421 0.155 539 0.198 96.0 0.353 4535 1.669 4433 1.631
F03066 614.8 1.991 41.0 0.133 314 0.102 724 0.234 568.6 1.841 409.4 1.326
F03067 596.8 2.020 35.1 0119 44.8 0.152 799 0.270 5857 1.982 464.5 1.572
F03068 562.1 2,065 516 0.190 40.0 0.147 916 0.337 532.4 1.956 424.6 1.560
F03069 561.6 1.699 46.7 0.141 415 0.126 882 0.267 361.1 1.093 4343 1314
F03070 640.7 2.353 48.1 0.177 51.5 0.189 99.6 0.366 4433 1.628 4214 1.548
Number of females 10 10 10 10 10 10 10 10 10 10 10 10
Mean 601.4 2173 419 0.151 40.1 0.144 820 0.295 541.8 1.993 4245 1.531
S.D. 74.3 0.323 6.8 0.024 9.7 0.034 14.9 0.052 186.6 0.833 25.7 0.131
Significance NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method DT DT KW KW KW AN KW AN AN KW AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way lay out).

KW: Analysis by Kruskal-Wallis' test (one-way lay out).
DU: Analysis by Dunnett's test.
DT: Analysis by Dunnett type mean rank test.
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Appendix 8 (Continued)

Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Organ weight of females

Medium dose (BEA 100 mg/kg)

Female No. Body Pituitary gland Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal gland

weight (g) (mg) (mg/g) (mg) (mg/e) (mg) (mg/g) (mg) (mg'g) (mg) (mg/g)

F03061 292.8 15.9 0.054 19.4 0.066 252 0.086 254 0.087 50.6 0.173
F03062 254.4 15.2 0.060 16.1 0.063 27.8 0.109 28.7 0.113 56.5 0.222
F03063 220.8 14.8 0.067 20.1 0.091 24.2 0.110 26.5 0.120 50.7 0.230
F03064 2735 17.2 0.063 16.3 0.060 28.6 0.105 314 0.115 60.0 0219
F03065 271.8 151 0.056 18.6 0.068 303 0.111 28.8 0.106 59.1 0.217
F03066 308.8 17.1 0.055 243 0.079 326 0.106 343 0.111 66.9 0.217
F03067 295.5 19.9 0.067 19.1 0.065 34,0 0.115 355 0.120 69.5 0.235
F03068 2722 16.6 0.061 18.9 0.069 340 0.125 28.6 0.105 62.6 0.230
F03069 330.5 16.7 0.051 19.9 0.060 323 0.098 29.5 0.089 61.8 0.187
F03070 272.3 21.6 0.079 24.2 0.089 334 0.123 332 0.122 66.6 0.245
Number of females 10 10 10 10 10 10 10 10 10 10 10
Mean 279.3 17.0 0.061 19.7 0.071 30.2 0.109 30.2 0.109 60.4 0.218

S.D. 30.1 2.2 0.008 2.8 0.011 3.6 0.011 33 0.012 6.5 0.022
Significance NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN DT AN KW AN AN KW AN AN AN AN

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
DT: Analysis by Dunnett ty pe mean rank test.
KW: Analysis by Kruskal-Wallis' test (one-way lay out).
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Appendix 8 (Continued)

Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Organ weight of females

High dose (BEA 500 mgkg)
Female No, Body Brain Thymus Heart Lungs Liver Kidney (R) Kidney (L} Kidney
weight (g (mg) (mgg) (mg) (mg/e) (mg) (mglg) (mg) (mgp) (mg) (mglp) (mg) (mglp) (mg) (mglp) (mg) (mg/g)
F04071 2632 1874.5 7.122 317.5 1.206 9132 3.470 940.8 3574 94774 36.008 1041.6 3.957 1018.4 3.869 2060.0 7.827
F04072 296.8 17973 6.056 316.3 1.066 1033.4 3.482 12298 4.144 9966.0 33.578 1022.9 3.446 1053.3 3.549 2076.2 6.995
F04073 306.9 1842.5 6.004 261.8 0.853 1008.9 3.287 1103.9 3.597 10361.1 33.761 1242.5 4.049 1180.0 3.845 24225 7.893
F04074 256.6 1728.1 6.735 240.5 0937 7571 2951 949.8 3.701 8508.8 33.160 9428 3.674 906.7 3.534 1849.5 7.208
F04075 262.8 1769.3 6.732 183.1 0.697 8288 3.154 998.3 3.799 8701.6 33.111 947.6 3.606 963.8 3.667 1911.4 7273
F04076 2811 2006.1 7137 2778 0.988 934.6 3325 1132.8 4.030 10649.9 37.887 980.7 3.489 995.6 3.542 19763 7.031
F04077 276.5 1948.0 7.045 234.1 0.847 939.0 3.396 10753 3.889 10258.4 37.101 941.9 3.407 943.5 3412 1885.4 6.819
F04078 2933 17372 5.923 207.1 0.706 1093.8 3.729 1108.1 3.778 10591.5 36.111 11335 3.865 1104.6 3.766 22381 7.631
F04079 262.0 1802.0 6.878 2577 0.984 980.8 3.744 1023.6 3.907 10114.6 38.605 1067.1 4.073 1048.6 4.002 2115.7 8.075
F04080 247.1 1762.6 7.133 1422 0.575 883.0 3.573 993.5 4.021 8793.6 35.587 924.1 3.740 868.0 3.513 1792.1 7.253
Number of females 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Mean 274.6 1826.8 6.677 2438 0.886 9373 3.411 1055.6 3.844 97423 35.491 1024.5 3.731 1008.3 3.670 20327 7.401
SD. 19.6 91.9 0.495 55.6 0.190 99.2 0.247 90.9 0.189 813.6 2.012 101.6 0.247 93.6 0.192 192.8 0.428
Significance NS NS NS NS NS NS * NS NS ** ** *E *x ** *k ok *x
Statistical method AN AN AN AN KW AN DU AN AN DU DU DU DU DU DU DU DU
High dose (BEA 500 mg/kg)
Female No. Spleen Ovary (R) Ovary (L) Ovary Uterus Submandibular glands
(mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mgfg) (mg) (mg/p)
F04071 762.7 2.898 355 0.135 320 0.122 67.5 0.256 585.1 2223 346.0 1315
F04072 1060.3 3572 354 0.119 29.1 0.098 64.5 0.217 671.1 2.261 426.6 1.437
F04073 1365.6 4450 40.6 0.132 328 0.107 734 0.239 559.2 1.822 3897 1.270
F04074 8214 3.201 38.0 0.148 382 0.149 76.2 0.297 545.7 2.127 443.8 1.730
F04075 989.7 3.766 351 0.134 324 0.123 675 0.257 3208 1.221 4442 1.690
F04076 1038.4 3.694 35.6 0.127 309 0.110 66.5 0.237 4277 1522 4457 1.586
F04077 1302.6 4711 41.5 0.150 36.3 0.131 778 0.281 8226 2975 4492 1.625
F04078 1099.5 3.749 36.5 0.124 383 0.131 7438 0.255 653.4 2228 441.0 1.504
F04079 996.0 3.802 309 0.118 36.4 0.139 673 0.257 337.6 1.289 4075 1.555
F04080 759.2 3.072 328 0.133 31.4 0.127 64.2 0.260 454.7 1.840 373.1 1.510
Number of females 10 10 10 10 10 10 10 10 10 10 10 10
Mean 1019.5 3.692 362 0.132 338 0.124 70.0 0.256 537.8 1.951 416.7 1.522
SD. 206.2 0.568 32 0.011 33 0.015 51 0.022 156.8 0.528 362 0.150
Significance ** *x NS NS NS NS NS NS NS NS NS NS
Statistical method DT DT Kw KW KwW AN Kw AN AN KW AN AN

Significantly different from the control group (*: P<0.05, **; P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way lay out).

KW: Analysis by Kruskal-Wallis' test (one-way lay out).

DU: Analysis by Dunnett's test.

DT: Analysis by Dunnett type mean rank test.
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Appendix 8 (Continued)

Ninety-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Organ weight of females

High dose (BEA 500 mg/kg)
Female No. Body Pituitary gland Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal gland

weight (2) (mg) (mg/g) (mg) (mg'g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)

F04071 263.2 133 0.051 20.6 0.078 212 0.081 25.7 0.098 46.9 0.178
F04072 296.8 12.8 0.043 20.7 0.070 349 0.118 377 0.127 72.6 0.245
F04073 306.9 14.2 0.046 16.8 0.055 28.9 0.094 29.1 ° 0.095 58.0 0.189
F04074 256.6 14.9 0.058 13.9 0.054 25.2 0.098 283 0.110 53.5 0.208
F04075 262.8 12.4 0.047 20.3 0.077 27.7 0.105 31.6 0.120 59.3 0.226
F04076 281.1 14.8 0.053 204 0.073 34.0 0.121 36.6 0.130 70.6 0.251
F04077 276.5 15.1 0.055 21.2 0.077 27.3 0.099 28.1 0.102 55.4 0.200
F04078 293.3 13.8 0.047 27.1 0.092 351 0.120 37.0 0.126 72.1 0.246
F04079 262.0 14.6 0.056 19.8 0.076 26.3 0.100 27.9 0.106 542 0.207
F04080 247.1 16.3 0.066 27.3 0.110 224 0.091 27.7 0.112 50.1 0.203
Number of females 10 10 10 10 10 10 10 10 10 10 10
Mean 274.6 14.2 0.052 20.8 0.076 28.3 0.103 31.0 0.113 59.3 0.215

S.D. 19.6 1.2 0.007 4.0 0.016 5.0 0.013 45 0.013 9.3 0.025
Significance NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN DT AN KW AN AN KW AN AN AN AN

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
DT: Analysis by Dunnett ty pe mean rank test.
KW: Analysis by Kruskal-Wallis' test (one-way lay out).
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Appendix 9

Ninety-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Macroscopic findings of males

Animal No. Organs Findings Notes
MO1001 All organs/ Within normal limits
M01002 All organs/ Within normal limits
401003 All organs/ Within normal limits
MO1004 All organs/ Within normal (imits
M01005 All organs/ Within normal timits
M01006 All organs/ Within normal [imits
M01007 All organs/ Within normal limits
Mo1008 All organs/ Within normal timits
¥01009 All organs/ Within normal limits
M01010 All organs/ Within normal limits
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Appendix 9 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Macroscopic findings of males

Animal No. Organs Findings Notes
M02011 All organs/ Within normal limits
M02012 All organs/ Within normal limits
M02013 All organs/ Within normal limits
M02014 All organs/ Within normal limits
M02015 All organs/ Within normal limits
M0O2016 All organs/ Within normal limits
M02017 All organs/ Within normal limits
M02018 All organs/ Within normal limits
M02019 All organs/ Within normal limits
M02020 All organs/ Within normal limits
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Appendix 9 (Continued)

Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Macroscopic findings of males

Animal No. Organs Findings Notes

M03021 Brain/ Recessed area Cerebrum, Focal
Skufl/ Elevated area Cranial cavity side, Focal

M03022 All organs/ Within normal limits

M03023 Spleen/ Discoloration, dark colored
Stomach/ Thickening, mucosa Forestomach

M03024 Spleen/ Discoloration, dark colored

M03025 All organs/ Within normal limits

¥03026 Atl organs/ Within normal limits

M03027 All organs/ Within normal limits

M03028 All organs/ Within normal limits

M03029 All organs/ Within normal limits

¥03030 All organs/ Within normal limits
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Appendix 9 (Continued)

Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Macroscopic findings of males

Animal No. Fate Organs Findings Notes
M04031 Spleen/ Discoloration, dark colored
Enlargement
Stomach/ Thickening, mucosa Forestomach
Thymus/ Smal |
M04032 Spleen/ Discoloration, dark colored
Enlargement
Stomach/ Thickening, mucosa Forestomach
M04033 Spleen/ Discoloration, dark colored
Enlargement
M04034 [leum/ Diverticulum
Kidney/ Pale colored area Left
Spleen/ Discoloration, dark colored
Enltargement
Stomach/ Thickening, mucosa Forestomach
M04035 Spleen/ Discoloration, dark colored
Enlargement
M04036 D Cecum/ Decrease, content
Esophagus/ Dilatation, lumen
Retention, foamy fluid
External appearance/ Soiled fur Perioral, Periocular
Heart/ Whitish area Scattered
Lung/ Discoloration, dark reddish
Spleen/ Discoloration, pale colored
Smal |
Stomach/ Attachment, black substance Mucosa, Glandular stomach
Elevated area Mucosa, Forestomach
Thymus/ Smal |
M04037 [leum/ Diverticulum
Spleen/ Discoloration, dark colored

Enlargement

D: Died during the dosing period
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Appendix 9 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Macroscopic findings of males

Animal No. Organs Findings Notes
M04037 Stomach/ Thickening, mucosa Forestomach
M04038 Spleen/ Discoloration, dark colored
Enlargement
Stomach/ Thickening, mucosa Forestomach
M04039 Spleen/ Discoloration, dark colored
Stomach/ Thickening, mucosa Forestomach
M04040 Spleen/ Discoloration, dark colored
Enlargement
Stomach/ Thickening, mucosa Forestomach
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Appendix 9 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Macroscopic findings of females

Animal No. Organs Findings Notes
FO1041 All organs/ Within normal limits
F01042 All organs/ Within normal limits
F01043 All organs/ Within normal limits
FO1044 All organs/ Within normal limits
F01045 All organs/ Within normal limits
FO1046 All organs/ Within normal limits
FO1047 All organs/ Within normal limits
FO1048 All organs/ Within normal limits
F01049 All organs/ Within normal limits
F01050 All organs/ Within normal limits
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Appendix 9 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Macroscopic findings of females

Animal No. Organs Findings Notes
F02051 All organs/ Within normal limits
F02052 All organs/ Within normal limits
F02053 All organs/ Within normal |limits
F02054 All organs/ Within normal limits
F02055 All organs/ Within normal limits
F02056 Atl organs/ Within normal limits
F02057 Atl organs/ Within normal Iimité
F02058 Al'l organs/ Within normal limits
F02059 All organs/ Within normal limits
F02060 All organs/ Within normal limits
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Appendix 9 (Continued)
Ninety-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Macroscopic findings of females

Animal No. Organs Findings Notes
F03061 All organs/ Within normal limits
F03062 All organs/ Within normal limits
F03063 ALl organs/ Within normal fimits
F03064 All organs/ Within normal limits
F03065 All organs/ Within normal limits
F03066 All organs/ Within normal limits
F03067 All organs/ Within normal limits
F03068 All organs/ Within normal |imits
F03069 All organs/ Within normal limits
F03070 All organs/ Within normal limits
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Appendix 9 (Continued)
Ninety-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Macroscopic findings of females

Anima! No. Organs Findings Notes
F04071 Spleen/ Discoloration, dark colored
Enlargement
Stomach/ Thickening, mucosa Forestomach
F04072 Spleen/ Discoloration, dark colored
Enlargement
Stomach/ Thickening, mucosa Forestomach
F04073 Spleen/ Discoloration, dark colored
Enlargement
F04074 Spleen/ Discoloration, dark colored
Enlargement
F04075 Spleen/ Discoloration, dark colored
Enlargement
F04076 Spleen/ Discoloration, dark colored
Enlargement
Stomach/ Thickening, mucosa Forestomach
F04077 Spleen/ Discoloration, dark colored
Enlargement
F04078 Spleen/ Discoloration, dark colored
Entargement
Stomach/ Thickening, mucosa Forestomach
F04079 Spieen/ Discoloration, dark colored

Enlargement

F04080 Spleen/ Discoloration, dark colored
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Appendix 10

Ninety-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Histopathological findings of males

Animal No. Organs Findings Notes
MO1001 Brain / Within normal limits

Spinal cord / Within normal (imits

Pituitary gland / Within normal limits

Eyeball / Within normal limits

Harderian gland / Within normal limits

Optic nerve / Within normal limits

Nasal cavity /

Zymbal gland /
Submandibular gland /
Sublingual gland /
Tongue /

Esophagus /

Trachea /

Aorta /

Thyroid gland /
Parathyroid gland /
Thymus /

Heart /

Lung /

Bronchus /
Liver /
Kidney /
Spleen /

Pancreas /
Adrenal gland /
Stomach /
Duodenum /

Je junum /

Ileum /

Cecum /

Eosinophilic globule
Mineralization =+

Within normal
Within normal
Within normal
Within normal
Within normal
Within normal
Within normal
Within normal
Within normal
Within normal

limits
limits
limits
limits
limits
limits
limits
limits
limits
limits

i+

Olfactory epithelium, Respiratory epithelium
Lamina propria

Gellular infiltration, mononuciear cell = Myocardium, Focal
Fibrosis, focal =+

Accumulation, foam cell +

Mineralization =+

Within normal

Fatty change, hepatocyte 2+

limits

Mineralization =+
Deposit, hemosiderin =

Hematopoiesis, extramedul lary +

Within normal
Within normal

Edema, lamina propria

Within normal
Within normal
Within normal
Within normal

limits
limits

limits
limits
limits
limits

+

Myocardium
Alveolus
Arterial wall, Focal

Periportal
Cortex

Limiting ridge
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Appendix 10 (Continued)

Ninety-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Histopathological findings of males

Animal No. Organs Findings Notes
M01001 Colon / Within normal limits
Rectum / Within normal limits
Lymph node, submandibular / Within normal limits
Lymph node, mesenteric / Within normal limits
Testis / Within normal limits
Epididymis / Within normal limits
Prostate / Within normal limits
Seminal vesicle / Within normal limits
Coagulating gland / Within normal limits
Urinary bladder / Within normal limits
Femur / Within normal limits
Marrow, femur / Within normal limits
Sternum / Within normal limits
Marrow, sternum / Within normal limits
Skeletal muscle / Within norma! limits
Sciatic nerve / Within normal limits
Skin / Within normal limits
Mammary gland / Within normal limits
M01002 Brain / Within normal limits
Spinal cord / Within normal limits
Pituitary gland / Cyst-like lesion P Intermediate lobe
Eveball / Dysplasia, retina P Unilateral

Harderian gland /
Optic nerve /
Nasal cavity /

Zymbal gland /
Submandibuiar gland /
Sublingual gland /
Tongue /

Esophagus /

Trachea /

Aorta /

Within normal limits
Within normal limits
Eosinophilic globule =+
Mineralization =+
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal 1limits
Within normal limits

Olfactory epithelium
Lamina propria
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Appendix 10 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Histopathological findings of males

Animal No. Organs Findings Notes
¥01002 Thyroid gland / Within normal limits
Parathyroid gland / Within normal limits
Thymus / Within normal limits
Heart / Cellular infiltration, mononuclear cell =+ Myocardium, Focal
Fibrosis, focal * Myocardium
Lung / Accumulation, foam cell =% Alveolus
Mineraiization & Arterial wall, Focal
Bronchus / Within normal limits
Liver / Fatty change, hepatocyte 2+ Periportal
Kidney / Basophilic tubuie, cortex x
Cellular infiltration, |ymphocyte £ Interstitial
Spleen / Deposit, hemosiderin =%
Hematopoiesis, extramedullary 2+
Pancreas / Atrophy, acinar cell = Focal
Adrenal gland / Within normal limits
Stomach / Within normal limits
Duodenum / Within normal limits
Je junum / Within normal limits
Ileum / Within normal limits
Cecum / Within normal limits
Colon / Within normal limits
Rectum / Within normal limits
Lymph node, submandibular / Within normal limits
Lymph node, mesenteric / Within normal limits
Testis / Within normal limits
Epididymis / Within normal limits
Prostate / Gellular infiltration, |ymphocyte + Interstitial
Seminal vesicle / Within normal limits
Coagulating gland / Within normal limits
Urinary bladder / Cellular infiltration, lymphocyte =+ Submucosa
Femur / Within normal limits
Marrow, femur / Within normal limits
Sternum / Within normal limits
Marrow, sternum / Within normal limits
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Appendix 10 (Continued)
Ninety-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Histopathological findings of males

Animal No. Organs Findings Notes
M01002 Skeletal muscle / Within normal limits
Sciatic nerve / Within normal limits
Skin / Within normal limits
Mammary gland / Within normal limits
M01003 Brain / Within normal limits
Spinal cord / Within normal limits
Pituitary gland / Within normal limits
Eyeball / Within normal limits
Harderian gland / Cellular infiltration, |ymphocyte = Interstitial
Optic nerve / Within normal limits
Nasal cavity / Within normal limits
Zymbal gland / Within normal limits
Submandibular gland / Within normal limits
Sublingual gland / Within normal limits
Tongue / Within normal limits
Esophagus / Within normal limits
Trachea / Within normal limits
Aorta / Within normal limits
Thyroid gland / Within normal timits
Parathyroid gland / Within normal [imits
Thymus / Within normal [imits
Heart / Within normal limits
Lung / Accumulation, foam cell =x Alveolus
Mineralization + Arterial wall, Focal
Bronchus / Within normal limits
Liver / Fatty change, hepatocyte 2+ Periportal
Kidney / Basophilic tubule, cortex %
Spleen / Deposit, hemosiderin %
Hematopoiesis, extramedullary +
Pancreas / Within normal limits
Adrenal gland / Within normal limits
Stomach / Within normal [imits
Duodenum / Within normal limits
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Appendix 10 (Continued)

Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Histopathological findings of males

Animal No.

Organs

Findings

Notes

M01003

M01004

Jejunum /
Ileum /
Gecum /
Colon /
Rectum /

Lymph node, submandibular /
Lymph node, mesenteric /

Testis /
Epididymis /
Prostate /
Seminal vesicle /
Coagulating gland /
Urinary bladder /
Femur /

Marrow, femur /
Sternum /

Marrow, sternum /
Skeletal muscle /
Sciatic nerve /
Skin /

Mammary gland /

Brain /

Spinal cord /
Pituitary gland /
Eyeball /
Harderian gland /
Optic nerve /
Nasal cavity /
Zymbal gland /
Submandibular gland /
Sublingual giand /
Tongue /

Esophagus /

Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits

Cellular infiltration

Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits

Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Eosinophilic globule
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits

I+

|ymphocyte +

Interstitial

Ol factory epithelium
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Appendix 10 (Continued)
Ninety—-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Histopathological findings of males

Animal No. Organs Findings Notes
M01004 Trachea / Within normal limits

Aorta / Within normal limits

Thyroid gland / Within normal limits

Parathyroid gland / Within normal limits

Thymus / Within normal limits

Heart / Cellular infiltration, mononuciear cell = Myocardium, Focal

Lung / Granuloma + Focal

Bronghus / Within normal limits

Liver / Fatty change, hepatocyte 2+ Periportal

Microgranuloma =+
Kidney / Within normal limits
Spleen / Deposit, hemosiderin +
Hematopoiesis, extramedullary +

Pancreas / Atrophy, acinar cell =+ Focal

Adrenal gland / Within normal limits

Stomach / Within normal limits

Duodenum / Within normal {imits

Je junum / Within normal limits

Ileum / Within normal limits

Cecum / Within normal limits

Colon / Within normal limits

Rectum / Within normal limits

Lymph node, submandibular / Within normal limits

Lymph node, mesenteric / Within normal limits

Testis / Within normal [imits

Epididymis / Within normal limits

Prostate / Within normal limits

Seminal vesicle / Within normal limits

Coagulating gland / Within normal limits

Urinary bladder / Within normal limits

Femur / Within normal limits

Marrow, femur / Within normal limits

Sternum / Within normal limits

Marrow, sternum / Within normal limits
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Appendix 10 (Continued)

Ninety—-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Histopathological findings of males

Animal No. Organs Findings Notes
M01004 Skeletal muscle / Within normal limits
Sciatic nerve / Within normal limits
Skin / Within normal limits
Mammary gland / Within normal limits
M01005 Brain / Within normal limits
Spinal cord / Within normal timits
Pituitary gland / Within normal limits
Eyeball / Within normal limits
Harderian gland / Within normal limits
Optic nerve / Within normal limits
Nasal cavity / Within normal limits
Zymbal gland / Within normal limits
Submandibular gland / Within normal limits
Sublingual gland / Within normal limits
Tongue / Within normal limits
Esophagus / Within normal limits
Trachea / Within normal [imits
Aorta / Within normal limits
Thyroid gland / Within normal limits
Parathyroid gland / Within normal limits
Thymus / Within normal [imits
Heart / Within normal limits
Lung / Accumulation, foam cell % Alveolus
Bronchus / Within normal limits
Liver / Fatty change, hepatocyte = Periportal
Kidney / Within normal limits
Spleen / Deposit, hemosiderin +
Hematopoiesis, extramedullary =+
Pancreas / Within normal limits
Adrenal gland / Within normal limits
Stomach / Within normal limits
Duodenum / Within normal limits
Je junum / Within normal limits
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Appendix 10 (Continued)
Ninety-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Histopathological findings of males

Animal No. Organs Findings Notes
M01005 Ileum / Within normal limits
Cecum / Within normal limits
Golon / Within normal limits
Rectum / Within normal fimits
Lymph node, submandibular / Within normal limits
Lymph node, mesenteric / Within normal limits
Testis / Within normal limits
Epididymis / Within normal limits
Prostate / Within normal limits
Seminal vesicle / Within normal limits
Coagulating gland / Within normal limits
Urinary bladder / Within normal limits
Femur / Within normal limits
Marrow, femur / Within normal limits
Sternum / Within normal limits
Marrow, sternum / Within normal limits
Skeletal muscle / Within normal limits
Sciatic nerve / Within normal limits
Skin / Within normal limits
Mammary gland / Within normal limits
M01006 Brain / Within normal limits
Spinal cord / Within normal limits
Pituitary gland / Within normal limits
Eyeball / Within normal limits
Harderian gland / Cellular infiltration, lymphocyte =+ Interstitial
Optic nerve / Within normal limits
Nasal cavity / Mineralization = Lamina propria
Zymbal gland / Dilatation, cystic = Duct
Submandibular gland / Within normal limits
Sublingual gland / Within normal limits
Tongue / Within normal limits
Esophagus / Within normal limits
Trachea / Within normal timits
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Appendix 10 (Continued)
Ninety-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Histopathological findings of males

Animal No. Organs Findings Notes
M01006 Aorta / Within normal limits
Thyroid gland / Ultimobranchial body P
Parathyroid gland / Within normal limits
Thymus / Within normal limits
Heart / Within normal limits
Lung / Within normal limits
Bronchus / Within normal limits
Liver / Fatty change, hepatocyte =+ Periportal
Microgranuloma =+
Kidney / Within normal limits
Spleen / Deposit, hemosiderin =+
Hematopoiesis, extramedullary +
Pancreas / Within normal limits
Adrenal gland / Within normal limits
Stomach / Within normal limits
Duodenum / Within normal limits
Je junum / Within normal limits
Ileum / Within normal limits
Cecum / Within normal limits
Colon / Within normal limits
Rectum / Within normal limits
Lymph node, submandibular / Within normal limits
Lymph node, mesenteric / Within normal limits
Testis / Within normal limits
Epididymis / Within normal limits
Prostate / Gellular infiltration, lymphocyte % Interstitial
Seminal vesicle / Within normal limits
Coagulating gland / Within normal limits
Urinary bladder / Within normal limits
Femur / Within normal limits
Marrow, femur / Within normal fimits
Sternum / Within normal limits
Marrow, sternum / Within normal limits
Skeletal muscle / Within normal limits
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Appendix 10 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Histopathological findings of males

Animal No. Organs Findings Notes
M01006 Sciatic nerve / Within normal limits

Skin / Within normal limits

Mammary gland / Within normal limits
M01007 Brain / Within normal limits

Spinal cord / Within normal limits

Pituitary gland /

Eyeball /

Harderian gland /

Optic nerve /
Nasal cavity /
Zymbal gland /

Submandibular gland /
Sublingual gland /

Tongue /
Esophagus /
Trachea /

Aorta /

Thyroid gland /

Parathyroid gland /

Thymus /
Heart /
Lung /
Bronchus /
Liver /

Kidney /
Spleen /

Pancreas /
Adrenal gland /
Stomach /
Duodenum /

Je junum /

Within normal limits
Within normal limits
Within normal limits
Within normal limits
Mineralization =+

Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Fatty change, hepatocyte +
Microgranuloma =+
Mineralization =+
Deposit, hemosiderin +
Hematopoiesis, extrameduliary +
Within normal limits
Within normal limits
Edema, lamina propria =
Within normal limits
Within normal limits

l.amina propria

Periportal

Gortex

Limiting ridge
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Appendix 10 (Continued)

Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Histopathological findings of males

Animal No. Organs Findings Notes
M01007 Ileum / Within normal limits
Cecum / Within normal limits
Golon / Within normal limits
Rectum / Within normal limits
Lymph node, submandibular / Within normal limits
Lymph node, mesenteric / Within normal limits
Testis / Within normal limits
Epididymis / Within normal limits
Prostate / Cellular infiltration, Interstitial
Seminal vesicle / Within normal limits
Coagulating gland / Within normal limits
Urinary bladder / Within normal limits
Femur / Within normal limits
Marrow, femur / Within normal limits
Sternum / Within normal limits
Marrow, sternum / Within normal limits
Skeletal muscle / Within normal limits
Sciatic nerve / Within normal {imits
Skin / Within normal limits
Mammary gland / Within normal limits
M01008 Brain / Within normal limits
Spinal cord / Within normal limits
Pituitary gland / Cyst P Anterior lobe
Eyeball / Within normal limits
Harderian gland / Within normal limits
Optic nerve / Within normal limits

Nasal cavity /

Zymbal gland /
Submandibular gland /
Sublingual gland /
Tongue /

Esophagus /

Eosinophilic globule
Mineralization =%

Within normal
Within normal
Within normal
Within normal
Within normal

limits
limits
limits
limits
limits

1+

Olfactory epithelium
Lamina propria
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Appendix 10 (Continued)
Ninety-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Histopathological findings of males

Animal No. Organs Findings Notes
M01008 Trachea / Within normal limits

Aorta / Within normal [imits

Thyroid gland / Ultimobranchial body P

Parathyroid gland / Within normal limits

Thymus / Within normal limits

Heart / Cellular infiltration, mononuclear cell =+ Myocardium, Focal
Degeneration/necrosis, myocardial =+ Focal
Fibrosis, focal =+ Myocardium

Lung / Accumulation, foam cell =+ Alveolus
Metaplasia, osseous % Focal

Bronchus / Within normal limits

Liver / Fatty change, hepatocyte 3+ Periportal
Microgranuloma +

Kidney / Within normal limits

Spleen / Deposit, hemosiderin +
Hematopoiesis, extramedullary +

Pancreas / Within normal limits

Adrenal gland / Within normal limits

Stomach / Edema, lamina propria =% Limiting ridge

Duodenum / Within normal limits

Je junum / Within normal limits

Ileum / Within normal limits

Cecum / Within normal limits

Colon / Within normal limits

Rectum / Within normal limits

Lymph node, submandibular / Within normal limits

Lymph node, mesenteric / Within normal limits

Testis / Within normal limits

Epididymis / Within normal limits

Prostate / Cellular infiltration, |ymphocyte =+ Interstitial

Seminal vesicle / Within normal fimits

Coagulating gland / Within normal limits

Urinary bladder / Within normal limits

Femur / Within normal limits
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Appendix 10 (Continued)

Ninety-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Histopathological findings of males

Animal No. Organs Findings Notes
M01008 Marrow, femur / Within normal limits
Sternum / Within normal limits
Marrow, sternum / Within normal limits
Skeletal muscle / Within normal limits
Sciatic nerve / Within normal limits
Skin / Within normal limits
Mammary gland / Within normal limits
M01009 Brain / Within normal limits
Spinal cord / Within normal limits
Pituitary gland / Cyst P Anterior lobe
Eyeball / Within normal timits
Harderian gland / Within normal limits
Optic nerve / Within normal limits
Nasal cavity / Within normal limits
Zymbal gland / Within normal limits
Submandibular gland / Within normal limits
Sublingual gland / Within normal limits
Tongue / Within normal limits
Esophagus / Within normal limits
Trachea / Within normal limits
Aorta / Within normal limits
Thyroid gland / Within normal limits
Parathyroid gland / Within normal limits
Thymus / Within normal limits
Heart / Cellular infiltration, mononuciear cell =+ Myocardium, Focal
Fibrosis, focal =+ Myocardium
Lung / Accumulation, foam cell Alveolus
Metaplasia, osseous =+ Focal
Bronghus / Within normal limits
Liver / Fatty change, hepatocyte 2+ Periportal
Kidney / Basophilic tubule, cortex =
Hemorrhage = Intratubular, Focal, Cortex
Spleen / Deposit, hemosiderin =+
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Appendix 10 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Histopathological findings of males

Animal No. Organs Findings Notes
M01009 Spleen / Hematopoiesis, extramedullary +
Pancreas / Atrophy, acinar cell =+ Focal
Fibrosis, focal =+ Islet
Adrenal gland / Within normal limits
Stomach / Within normal limits
Duodenum / Within normal limits
Je junum / Within normal [imits
Ileum / Within normal limits
Cecum / Within normal limits
Golon / Within normal limits
Rectum / Within normal limits
Lymph node, submandibular / Within normal limits
Lymph node, mesenteric / Within normal limits
Testis / Within normal limits
Epididymis / Within normal limits
Prostate / Cellular infiltration, |ymphocyte % Interstitial
Seminal vesicle / Within normal limits
Coagulating gland / Within normal limits
Urinary bladder / Within normal limits
Femur / Within normal limits
Marrow, femur / Within normal limits
Sternum / Within normal limits
Marrow, sternum / Within normal limits
Skeletal muscle / Within normal limits
Sciatic nerve / Within normal limits
Skin / Within normal limits
Mammary gland / Within normal limits
M01010 Brain / Within normal limits
Spinal cord / Within normal limits
Pituitary gland / Within normal {imits
Eyeball / Mineralization % Cornea
Harderian gland / Within normal fimits
Optic nerve / Within normal limits
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Appendix 10 (Continued)
Ninety-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Histopathological findings of males

Animal No. Organs Findings Notes
M01010 Nasal cavity / Eosinophilic globule + Olfactory epithelium, Respiratory epithelium

Zymbal gland / Within normal limits

Submandibular gland / Within normal limits

Sublingual gland / Within normal limits

Tongue / Within normal limits

Esophagus / Within normal limits

Trachea / Within normal limits

Aorta / Within normal limits

Thyroid gland / Within normal limits

Parathyroid gland / Within normal limits

Thymus / Within normal limits

Heart / Gellular infiltration, mononuclear cell = Myocardium, Focal
Degeneration/necrosis, myocardial =+ Focal

Lung / Accumulation, foam cell % Alveolus
Mineralization + Arterial wall, Focal

Bronchus / Within normal limits

Liver / Fatty change, hepatocyte =+ Periportal

Kidney / Basophilic tubule, cortex =+
Mineralization =+ Cortex

Spleen / Deposit, hemosiderin +
Hematopoiesis, extrameduliary +

Pancreas / Within normal [imits

Adrenal gland / Within normal limits

Stomach / Within normal limits

Duodenum / Within normal limits

Je junum / Within normal limits

Ileum / Within normal limits

Cecum / Within normal limits

Golon / Within normal limits

Rectum / Within normal limits

Lymph node, submandibular / Within normal limits

Lymph node, mesenteric / Within normal limits

Testis / Within normal limits

Epididymis / Within normal limits
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Appendix 10 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Histopathological findings of males

Animal No. Organs Findings Notes
M01010 Prostate / Cellular infiltration, |ymphocyte =% Interstitial

Seminal vesicle / Within normal limits

Coagulating gland / Within normal limits

Urinary bladder / Within normal limits

Femur / Within normal limits

Marrow, femur / Within normal limits

Sternum / Within normal limits

Marrow, sternum / Within normal limits

Skeletal muscle / Within normal limits

Sciatic nerve / Within normal limits

Skin / Within normal limits

Mammary gland / Within normal limits
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Appendix 10 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Histopathological findings of males

Animal No. Organs Findings Notes
M02011 Liver / Fatty change, hepatocyte =+ Periportal
Kidney / Basophilic tubule, cortex =%
Spleen / Deposit, hemosiderin =+
Hematopoiesis, extramedullary +
Stomach / Edema, lamina propria = Limiting ridge
Marrow, femur / Within normal limits
Marrow, sternum / Within normal limits
M02012 Liver / Fatty change, hepatocyte + Periportal
Microgranuloma =+
Kidney / Within normal limits
Spleen / Deposit, hemosiderin +
Hematopoiesis, extramedullary +
Stomach / Within normal limits
Marrow, femur / Within normal limits
Marrow, sternum / Within normal limits
M02013 Liver / Fatty change, hepatocyte 2+ Periportal
Kidney / Basophilic tubule, cortex =%
Gellular infiltration, lymphocyte =+ Interstitial
Spleen / Deposit, hemosiderin +
Hematopoiesis, extramedullary +
Stomach / Within normal limits
Marrow, femur / Within normal limits
Marrow, sternum / Within normal limits
M02014 Liver / Fatty change, hepatocyte 2+ Periportal
Kidney / Basophilic tubule, cortex =+
Mineralization % Cortex
Spleen / Deposit, hemosiderin +
Hematopoiesis, extramedullary +
Stomach / Edema, lamina propria =+ Limiting ridge

Marrow, femur /
Marrow, sternum /

Within normal limits
Within normal limits
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Appendix 10 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Histopathological findings of males

Animal No. Organs Findings Notes
M02015 Liver / Fatty change, hepatocyte + Periportal
Microgranuloma =+
Kidney / Within normal limits
Spleen / Deposit, hemosiderin =%
Hematopoiesis, extramedullary +
Stomach / Within normal limits
Marrow, femur / Within normal limits
Marrow, sternum / Within normal limits
M02016 Liver / Fatty change, hepatocyte 2+ Periportal
Kidney / Within normal limits
Spleen / Deposit, hemosiderin =+
Hematopoiesis, extramedullary +
Stomach / Within normal limits
Marrow, femur / Within normal limits
Marrow, sternum / Within normal limits
M02017 Liver / Fatty change, hepatocyte 2+ Periportal
Kidney / Basophilic tubule, cortex =%
Mineralization =+ Cortex
Spleen / Deposit, hemosiderin =+
Hematopoiesis, extramedul lary +
Stomach / Edema, lamina propria + Limiting ridge
Marrow, femur / Within normal limits
Marrow, sternum / Within normal limits
M02018 Liver / Fatty change, hepatocyte 2+ Periportal
Kidney / Within normal limits
Spleen / Deposit, hemosiderin =+
Hematopoiesis, extramedul lary +
Stomach / Within normal limits

Marrow, femur /
Marrow, sternum /

Within normal limits
Within normal limits
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Appendix 10 (Continued)
Ninety-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Histopathological findings of males

Animal No. Organs Findings Notes
M02019 Liver / Fatty change, hepatocyte 2+ Periportal
Kidney / Within normal limits
Spleen / Deposit, hemosiderin +
Hematopoiesis, extramedullary +
Stomach / Within normal limits
Marrow, femur / Within normal limits
Marrow, sternum / Within normal limits
M02020 Liver / Fatty change, hepatocyte 2+ Periportal
Kidney / Basophilic tubule, cortex =
Spleen / Deposit, hemosiderin =%
Hematopoiesis, extramedullary 2+
Stomach / Edema, lamina propria =% Limiting ridge

Marrow, femur /
Marrow, sternum /

Within normal limits
Within normal limits
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Appendix 10 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Histopathological findings of males

Animal No. Organs Findings Notes
M03021 Liver / Fatty change, hepatocyte + Periportal
Kidney / Within normal limits
Spleen / Deposit, hemosiderin +
Hematopoiesis, extramedul lary +
Stomach / Within normal limits
Marrow, femur / Within normal limits
Marrow, sternum / Within normal limits
Brain / Gellular infiltration, mononuclear cell + Meninx, Focal, Recessed area
Deposit, pigment, brown =+ Meninx, Focal, Recessed area
Thickening, meninx =+ Focal
Skull / Thickening % Focal
M03022 Liver / Fatty change, hepatocyte =+ Periportal
Kidney / Within normal limits
Spleen / Deposit, hemosiderin +
Hematopoiesis, extramedullary +
Stomach / Edema, lamina propria + Limiting ridge
Marrow, femur / Within normal limits
Marrow, sternum / Within normal limits
M03023 Liver / Deposit, hemosiderin = Kupffer cell
Fatty change, hepatocyte 2+ Periportal
Microgranuloma =+
Kidney / Basophilic tubule, cortex %
Spleen / Deposit, hemosiderin 2+
Hematopoiesis, extramedullary 2+
Stomach / Within normal limits
Marrow, femur / Hematopoiesis, increased =%
Marrow, sternum / Hematopoiesis, increased =%
M03024 Liver / Deposit, hemosiderin % Kupffer cell
Fatty change, hepatocyte % Periportal
Microgranuloma =+
Kidney / Basophilic tubule, cortex =+
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Appendix 10 (Continued)

Ninety—-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Histopathological findings of males

Animal No. Organs Findings Notes
M03024 Kidney / Mineralization % Cortex
Spleen / Deposit, hemosiderin +
Hematopoiesis, extramedullary +
Stomach / Within normal limits

Marrow, femur /
Marrow, sternum /

M03025 Liver /
Kidney /
Spleen /

Stomach /
Marrow, femur /
Marrow, sternum /

M03026 Liver /
Kidney /
Spleen /

Stomach /
Marrow, femur /
Marrow, sternum /

M03027 Liver /
Kidney /
Spleen /

Stomach /
Marrow, femur /
Marrow, sternum /

M03028 Liver /
Kidney /
Spleen /

Within normal limits
Within normal limits

Fatty change, hepatocyte 2+ Periportal
Within normal limits

Deposit, hemosiderin +

Hematopoiesis, extramedul lary +

Within normal limits

Within normal limits

Within normal limits

Fatty change, hepatocyte + Periportal
Mineralization = Cortex
Deposit, hemosiderin +

Hematopoiesis, extramedullary 2+

Within normal limits

Within normal limits

Within normal |imits

Within normal limits

Within normal limits

Deposit, hemosiderin +
Hematopoiesis, extramedullary +
Within normal limits
Hematopoiesis, increased =+
Within normal limits

Fatty change, hepatocyte + Periportal
Within normal limits
Deposit, hemosiderin +
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Appendix 10 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Histopathological findings of males

Animal No. Organs Findings Notes
M03028 Spleen / Hematopoiesis, extramedullary +
Stomach / Edema, lamina propria = Limiting ridge
Marrow, femur / Within normal |limits
Marrow, sternum / Within normal limits
M03029 Liver / Fatty change, hepatocyte + Periportal
Microgranuloma =
Kidney / Within normal limits
Spleen / Deposit, hemosiderin 2+
Hematopoiesis, extramedullary +
Stomach / Edema, lamina propria =+ Limiting ridge
Marrow, femur / Within normal limits
Marrow, sternum / Within normal limits
M03030 Liver / Fatty change, hepatocyte + Periportal
Microgranuloma =+
Kidney / Within normal limits
Spleen / Deposit, hemosiderin +
Hematopoiesis, extramedullary 2+
Stomach / Within normal limits
Marrow, femur / Within normal limits
Marrow, sternum / Within normal limits
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Appendix 10 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Histopathological findings of males

Animal No. Organs Findings Notes
M04031 Brain / Within normal limits
Spinal cord / Within normal limits
Pituitary gland / Within normal limits
Eyebal| / Within normal limits
Harderian gland / Cellular infiltration, lymphocyte Interstitial

Optic nerve /

Nasal cavity /
Zymbal gland /
Submandibular gland /
Sublingual gland /
Tongue /

Esophagus /

Trachea /

Aorta /

Thyroid gland /
Parathyroid gland /
Thymus /

Heart /

Lung /

Bronghus /
Liver /

Kidney /
Spleen /

Pancreas /
Adrenal gland /
Stomach /
Duodenum /
Jejunum /

Ileum /

Cecum /

Within normal limits
Mineralization =+
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Atrophy =+

Within normal limits
Metaplasia, osseous =+
Mineralization =+
Within normal limits
Deposit, hemosiderin =
Hypertrophy, hepatocyte =
Deposit, hemosiderin =+
Mineralization =
Deposit, hemosiderin 2+
Hematopoiesis, extramedullary 3+
Within normal limits
Within normal limits
Edema, lamina propria +
Within normal limits
Within normal limits
Within normal limits
Within normal limits

Lamina propria

Focal
Arterial wall, Focal

Kupffer cell
Gentrilobular, Midzonal
Proximal tubule
Papilla

Limiting ridge
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Appendix 10 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Histopathological findings of males

Animal No. Organs Findings Notes

M04031 Colon / Within normal limits
Rectum / Within normal limits
Lymph node, submandibular / Within normal limits
Lymph node, mesenteric / Within normal limits
Testis / Within normal limits
Epididymis / Within normal limits
Prostate / Within normal limits
Seminal vesicle / Within normal limits
Coagulating gland / Within normal limits
Urinary bladder / Within normal limits
Femur / Within normal limits
Marrow, femur / Hematopoiesis, increased +
Sternum / Within normal limits
Marrow, sternum / Hematopoiesis, increased +
Skeletal muscle / Within normal limits
Sciatic nerve / Within normal limits
Skin / Within normal limits
Mammary gland / Within normal limits

M04032 Brain / Within normal limits
Spinal cord / Within normal limits
Pituitary gland / Within normal limits
Eyeball / Within normal limits
Harderian gland / Cellular infiltration, [ymphocyte =+ Interstitial

Optic nerve /
Nasal cavity /

Zymbal gland /
Submandibular gland /
Sublingual gland /
Tongue /

Esophagus /

Trachea /

Aorta /

Within normal limits
Mineralization =
Necrosis, focal =
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits

Lamina propria
Olfactory epithelium, Respiratory epithelium
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Appendix 10 (Continued)
Ninety-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Histopathological findings of males

Animal No.

Organs

Findings Notes

M04032

Thyroid gland /
Parathyroid gland /
Thymus /

Heart /

Lung /

Bronchus /

Liver /

Kidney /
Spleen /

Pancreas /

Adrenal gland /
Stomach /

Duodenum /

Je junum /

Ileum /

Cecum /

Golon /

Rectum /

Lymph node, submandibular /
Lymph node, mesenteric /
Testis /

Epididymis /
Prostate /

Seminal vesicle /
Coagulating gland /
Urinary bladder /
Femur /

Marrow, femur /
Sternum /

Marrow, sternum /

Ultimobranchial body P
Within normal limits

Hyperplasia, epithelial tubule/cord =+ Focal

Cellular infiltration, mononuclear cell =+ Myocardium, Focal
Metapiasia, osseous * Focal

Within normal limits

Deposit, hemosiderin + Kupffer cell
Fatty change, hepatocyte =+ Periportal

Hypertrophy, hepatocyte =+ Centrilobular, Midzonal
Tension lipidosis P

Deposit, hemosiderin +

Deposit, hemosiderin 2+
Hematopoiesis, extramedullary 3+
Within normal [imits

Within normal limits

Within normal limits

Within normal limits

Within normal limits

Within normal limits

Within normal limits

Within normal limits

Within normal limits

Within normal limits

Within normal limits

Within normal limits

Within normal limits

Cellular infiltration, |ymphocyte + Interstitial
Within normal limits

Within normal limits

Within normal limits

Within normal limits

Hematopoiesis, increased +

Within normal limits

Hematopoiesis, increased 2+

Proximal tubule
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Appendix 10 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Histopathological findings of males

Animal No. Organs Findings Notes
M04032 Skeletal muscle / Within normal limits
Sciatic nerve / Within normal limits
Skin / Within normal limits
Mammary giand / Within normal limits
M04033 Brain / Within normal limits
Spinal cord / Within normal timits
Pituitary gland / Within normal {imits
Eyeball / Within normal limits
Harderian gland / Within normal limits
Optic nerve / Within normal limits
Nasal cavity / Mineralization x Lamina propria
Zymbal gland / Within normal limits
Submandibular gland / Within normal limits
Sublingual gland / Within normal limits
Tongue / Within normal limits
Esophagus / Within normal limits
Trachea / Within normal limits
Aorta / Within normal limits
Thyroid gland / Within normal limits
Parathyroid gland / Within normal limits
Thymus / Within normal limits
Heart / Within normal limits
Lung / Accumulation, foam cell =% Alveolus
Bronchus / Within normal limits
Liver / Deposit, hemosiderin =% Kupffer cell
Fatty change, hepatocyte =+ Periportal
Microgranuloma +
Kidney / Deposit, hemosiderin =% Proximal tubule
Spleen / Deposit, hemosiderin 2+
Hematopoiesis, extramedul lary 3+
Pancreas / Within normal limits
Adrenal gland / Within normal limits
Stomach / Within normal limits

162



Appendix 10 (Continued)

Ninety—-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Histopathological findings of males

Animal No. Organs Findings Notes
M04033 Duodenum / Within normal limits
Je junum / Within normal limits
[teum / Within normal limits
Cecum / Within normal limits
Colon / Within normal limits
Rectum / Within normal limits
Lymph node, submandibular / Within normal limits
Lymph node, mesenteric / Within normal limits
Testis / Within normal limits
Epididymis / Within normal limits
Prostate / Within normal limits
Seminal vesicle / Within normal limits
Coagulating gland / Within normal limits
Urinary bladder / Within normal limits
Femur / Within normal limits
Marrow, femur / Hematopoiesis, increased =+
Sternum / Within normal limits
Marrow, sternum / Hematopoiesis, increased +
Skeletal muscle / Within normal limits
Sciatic nerve / Within normal limits
Skin / Within normal limits
Mammary gland / Within normal limits
M04034 Brain / Within normal limits
Spinal cord / Within normal limits
Pituitary gland / Within normal limits
Eyeball / Within normal limits

Harderian gland /
Optic nerve /
Nasal cavity /

Zymbal gland /
Submandibular gland /
Sublingual gland /

Within normal limits
Within normal |imits
Mineralization +
Necrosis, focal =+
Within normal limits
Within normal limits
Within normal limits

Lamina propria

Olfactory epithelium, Respiratory epithelium
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Appendix 10 (Continued)

Ninety-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Histopathological findings of males

Animal No. Organs Findings Notes
M04034 Tongue / Within normal limits

Esophagus / Within normal limits

Trachea / Within normal limits

Aorta / Within normal limits

Thyroid gland / Within normal limits

Parathyroid gland / Within normal limits

Thymus / Within normal limits

Heart / Cellular infiltration, mononuclear cell = Myocardium, Focal
Degeneration/necrosis, myocardial = Focal

Lung / Within normal limits

Bronghus / Within normal limits

Liver / Deposit, hemosiderin + Kupffer cell
Fatty change, hepatocyte =+ Periportal
Tension lipidosis P

Kidney / Deposit, hemosiderin =% Proximal tubule

Spleen / Deposit, hemosiderin 2+
Hematopoiesis, extrameduliary 3+

Pancreas / Within normal limits

Adrenal gland / Hematopoiesis, extramedullary + Sinusoid

Stomach / Edema, lamina propria =+ Limiting ridge

Duodenum / Within normal limits

Jejunum / Within normal limits

[leum / Diverticulum P

Cecum / Within normal limits

Colon / Within normal limits

Rectum / Within normal limits

Lymph node, submandibutar / Within normal limits

Lymph node, mesenteric / Within normal limits

Testis / Within normal limits

Epididymis / Within normal limits

Prostate / Within normal limits

Seminal vesicle / Within normal limits

Coagulating gland / Within normal limits

Urinary bladder / Within normal limits
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Appendix 10 (Continued)
Ninety-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Histopathological findings of males

Animal No. Organs Findings Notes
M04034 Femur / Within normal limits
Marrow, femur / Hematopoiesis, increased 2+
Sternum / Within normal limits
Marrow, sternum / Hematopoiesis, increased 2+
Skeletal muscle / Within normal limits
Sciatic nerve / Within normal limits
Skin / Within normal limits
Mammary gland / Within normal limits
M04035 Brain / Within normal limits
Spinal cord / Within normal limits
Pituitary gland / Within normal limits
Eyeball / Dysplasia, retina P Unilateral
Harderian gland / Within normal limits
Optic nerve / Within normal limits
Nasal cavity / Within normal limits
Zymbal gland / Within normal [imits
Submandibular gland / Within normal |imits
Sublingual gland / Within normal limits
Tongue / Within normal limits
Esophagus / Within normal limits
Trachea / Within normal limits
Aorta / Within normal limits
Thyroid gland / Within normal limits
Parathyroid gland / Within normal limits
Thymus / Within normal limits
Heart / Cellular infiltration, mononuclear cel! = Myocardium, Focal
Lung / Within normal limits
Bronchus / Within normal limits
Liver / Deposit, hemosiderin =+ Kupffer cell
Fatty change, hepatocyte =+ Periportal
Microgranuloma =
Kidney / Deposit, hemosiderin =% Proximal tubuie
Spleen / Deposit, hemosiderin 2+
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Appendix 10 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Histopathological findings of males

Animal No. Fate Organs Findings Notes
M04035 Spleen / Hematopoiesis, extramedullary 2+
Pancreas / Within normal limits
Adrenal gland / Within normal limits
Stomach / Edema, lamina propria + Limiting ridge
Vacuolation, limiting ridge % Epithelial layer
Duodenum / Within normal limits
Je junum / Within normal limits
Ileum / Within normal 1imits
Cecum / Within normal limits
Golon / Within normal limits
Rectum / Within normal limits
Lymph node, submandibular / Within normal limits
Lymph node, mesenteric / Within normal limits
Testis / Within normal limits
Epididymis / Within normal limits
Prostate / Within normal limits
Seminal vesicle / Within normal limits
Coagulating gland / Within normal limits
Urinary bladder / Within normal limits
Femur / Within normal limits
Marrow, femur / Hematopoiesis, increased +
Sternum / Within normal limits
Marrow, sternum / Hematopoiesis, increased =+
Skeleta! muscle / Within normal limits
Sciatic nerve / Within normal limits
Skin / Within normal limits
Mammary gland / Within normal limits
M04036 D Brain / Within normal limits
Spinal cord / “Within normal limits
Pituitary gland / Within normal limits
Eyeball / Within normal limits
Harderian gland / Within normal [imits
Optic nerve / Within normal limits

D: Died during the dosing period
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Appendix 10 (Continued)

Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Histopathological findings of males

Animal No. Fate Organs

Findings

M04036 D Nasal cavity /

Zymbal gland /
Submandibular gland /
Sublingual gland /
Tongue /

Esophagus /

Trachea /

Aorta /

Thyroid gland /
Parathyroid gland /
Thymus /

Heart /

Lung /

Bronchus /
Liver /
Kidney /
Spleen /

Pancreas /
Adrenal gtand /
Stomach /
Duodenum /

Je junum /

Ileum /

Cecum /

Colon /

Rectum /

Cellular infiltration, neutrophil +

Eosinophilic globule =+

Necrosis, focal +

Within normal
Within normal
Within normal
Within normal
Within normal
Within normal
Within normal

Ultimobranchial body P

Within normal
Atrophy 2+

Cellular infiltration
Degeneration/necrosis,

limits
limits
limits
limits
limits
limits
limits

limits

Fibrosis, focal +
Mineralization +

Cellular infiltration
Cellular infiltration

Edema 3+

Cellular infiltration,
Deposit, hemosiderin =%

Within normal
Atrophy 3+

limits

Mucosa

Olfactory epithelium
Olfactory epithelium, Respiratory epithelium

mononuc lear cel| = Myocardium, Focal

myocardial 2+

macrophage +
neutrophil +

neutrophil +

Deposit, hemosiderin 3+

Within normal

limits

Hypertrophy, cortical cell =%

Ulcer +
Within normal
Autolysis
Within normal
Within normal
Within normal
Within normal

limits

limits
limits
limits
limits

Perivascular,
Myocardium
Arterial wall
Peribronchial
Peribronchial
Alveolus
Lumen
Kupffer cell

Diffuse
Forestomach

Multifocal, With mineralization

D: Died during the dosing period.
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Appendix 10 (Continued)
Ninety-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Histopathological findings of males

Animal No. Fate Organs Findings Notes
M04036 D Lymph node, submandibular / Atrophy +
Necrosis + Lymphocyte, Diffuse
Lymph node, mesenteric / Within normal limits
Testis / Within normal limits
Epididymis / Cell debris % Lumen
Prostate / Within normal limits
Seminal vesicle / Within normal limits
Coagulating gland / Within normal limits
Urinary bladder / Within normal limits
Femur / Within normal limits
Marrow, femur / Cellular infiltration, macrophage 2+
Hematopoiesis, decreased 2+
Necrosis +
Sternum / Within normal limits
Marrow, sternum / Cellular infiltration, macrophage +
Hematopoiesis, decreased 2+
Skeletal muscle / Within normal limits
Sciatic nerve / Within normal limits
Skin / Within normal limits
Mammary gland / Within normal limits
M04037 Brain / : Within normal limits
Spinal cord / Within normal limits
Pituitary gland / Within normal limits
Eyeball / Within normal limits
Harderian gland / Within normal limits
Optic nerve / Within normal limits
Nasal cavity / Eosinophilic globule =+ Olfactory epithelium, Respiratory epithelium
Mineralization =% Lamina propria
Zymbal gland / Within normal limits
Submandibular gland / Within normal limits
Sublingual gland / Within normal limits
Tongue / Within normal limits
Esophagus / Within normal limits

D: Died during the dosing period.
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Appendix 10 (Continued)

Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Histopathological findings of males

Animal No. Organs Findings Notes

M04037 Trachea / Within normal limits
Aorta / Within normal limits
Thyroid gland / Ultimobranchial body P
Parathyroid gland / Within normal limits
Thymus / Within normal limits
Heart / Within normal limits
Lung / Within normal limits
Bronchus / Within normal limits
Liver / Deposit, hemosiderin + Kupffer cell

Hypertrophy, hepatocyte =+ Centrilobutar, Midzonal
Kidney / Deposit, hemosiderin =% Proximal tubule
Spleen / Deposit, hemosiderin 2+
Hematopoiesis, extramedullary 2+

Pancreas / Within normal limits
Adrenal gland / Within normal limits
Stomach / Edema, lamina propria % Limiting ridge
Duodenum / Within normal limits
Jejunum / Within normal limits
Ileum / Diverticulum P
Cecum / Within normal limits
Golon / Within normal limits
Rectum / Within normal limits

Lymph node, submandibular /
Lymph node, mesenteric /
Testis /

Epididymis /

Prostate /

Seminal vesicle /
Coagulating gland /
Urinary bladder /

Femur /

Marrow, femur /

Sternum /

Marrow, sternum /

Within normal limits
Within normal limits
Within normal limits
Within normal limits

Cellular infiltration, lymphocyte +

Within normal limits
Within normal limits
Within normal limits
Within normal limits
Hematopoiesis, increased +
Within normal limits
Hematopoiesis, increased +

Interstitial
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Appendix 10 (Continued)

Ninety-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Histopathological findings of males

Animal No. Organs Findings Notes
M04037 Skeletal muscle / Within normal limits
Sciatic nerve / Within normal limits
Skin / Within normal limits
Mammary gland / Within normal limits
M04038 Brain / Within normal limits
Spinal cord / Within normal limits
Pituitary gland / Within normal limits
Eyeball / Within normal limits
Harderian gland / Within normal limits
Optic nerve / Within normal limits
Nasal cavity / Within normal [imits
Zymbal gland / Ditatation, cystic + Duct
Submandibular gland / Within normal limits
Sublingual gland / Within normal limits
Tongue / Within normal limits
Esophagus / Within normal limits
Trachea / Within normal limits
Aorta / Within normal limits
Thyroid gland / Ultimobranchial body
Parathyroid gland / Within normal limits
Thymus / Within normal limits
Heart / Gellular infiltration, mononuclear cell = Myocardium, Focal
Degeneration/necrosis, myocardial =+ Focal
Lung / Accumulation, foam cell = Alveolus
Bronchus / Within normal limits
Liver / Deposit, hemosiderin % Kupffer cell
Hypertrophy, hepatocyte =+ Centrilobular, Midzonal
Kidney / Deposit, hemosiderin =+ Proximal tubule
Spleen / Deposit, hemosiderin 2+
Hematopoiesis, extramedullary 2+
Pancreas / Within normal limits
Adrenal gland / Within normal f[imits
Stomach / Edema, lamina propria =% Limiting ridge
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Appendix 10 (Continued)

Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Histopathological findings of males

Animal No. Organs Findings Notes
M04038 Duodenum / Within normal limits
Je junum / Within normal limits
Iieum / Within normal limits
Cecum / Within normal limits
Colon / Within normal limits
Rectum / Within normal limits
Lymph node, submandibular / Within normal limits
Lymph node, mesenteric / Within normal limits
Testis / Within normal limits
Epididymis / Within normal limits
Prostate / Within normal limits
Seminal vesicle / Within normal limits
Coagulating gland / Within normal limits
Urinary bladder / Within normal limits
Femur / Within normal limits
Marrow, femur / Hematopoiesis, increased 2+
Sternum / Within normal limits
Marrow, sternum / Hematopoiesis, increased +
Skeletal muscle / Within normal limits
Sciatic nerve / Within normal limits
Skin / Within normal limits
Mammary gland / Within normal limits
M04039 Brain / Within normal limits
Spinal cord / Within normal limits
Pituitary gland / Cyst~like lesion P Intermediate lobe
Eyeball / Within normal limits

Harderian gland /
Optic nerve /

Nasal cavity /

Zymbal gland /
Submandibular gland /
Sublingual gland /
Tongue /

Within normal limits
Within normal limits
Mineralization %

Within normal limits
Within normal limits
Within normal limits
Within normal limits

Lamina propria
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Appendix 10 (Continued)
Ninety-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Histopathological findings of males

Animal No.

Organs

Findings Notes

M04039

Esophagus /

Trachea /

Aorta /

Thyroid gland /
Parathyroid gland /
Thymus /

Heart /

Lung /

Bronchus /

Liver /

Kidney /
Spleen /

Pancreas /

Adrenal gland /

Stomach /

Duodenum /

Je junum /

Ileum /

Cecum /

Colon /

Rectum /

Lymph node, submandibular /
Lymph node, mesenteric /
Testis /

Epididymis /

Prostate /

Seminal vesicle /
Coagulating gland /
Urinary bladder /

Femur /

Marrow, femur /

Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits

Fibrosis, focal =+ Myocardium
Mineralization =% Arterial wall, Focal
Within normal limits

Deposit, hemosiderin x Kupffer cell
Hypertrophy, hepatocyte =+ Centrilobular, Midzonal
Cellular infiltration, lymphocyte =+ Interstitial

Deposit, hemosiderin =+ Proximal tubule

Deposit, hemosiderin 2+
Hematopoiesis, extramedullary 2+
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal fimits
Gellular infiltration, lymphocyte =+ Interstitial
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Hematopoiesis, increased =+
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Appendix 10 (Continued)
Ninety-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Histopathological findings of males

Animal No. Organs . Findings Notes
M04039 Sternum / Within normal limits
Marrow, sternum / Hematopoiesis, increased +
Skeletal muscle / Within normal limits
Sciatic nerve / Within normal limits
Skin / Within normal limits
Mammary gland / Within normal limits
M04040 Brain / Within normal [imits
Spinal cord / Within normal limits
Pituitary gland / Cyst P Anterior lobe
Eyeball / Within normal limits
Harderian gland / Within normal limits
Optic nerve / Within normal {imits
Nasal cavity / Eosinophilic globule =+ Olfactory epithelium, Respiratory epithelium
Mineralization % Lamina propria
Zymbal gland / Within normal limits
Submandibular gland / Within normal limits
Sublingual gland / Within normal limits
Tongue / Within normal limits
Esophagus / Within normal limits
Trachea / Within normal limits
Aorta / Within normal limits
Thyroid gland / Within normal limits
Parathyroid gland / Within normal limits
Thymus / Within normal limits
Heart / Within normal limits
Lung / Mineralization = Arterial wall, Focal
Bronchus / Within normal limits
Liver / Deposit, hemosiderin =% Kupffer cell
Microgranuloma +
Kidney / Deposit, hemosiderin =% Proximal tubule
Spleen / Deposit, hemosiderin 2+
Hematopoiesis, extramedullary 2+
Pancreas / Atrophy, acinar cell =+ Focal
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Appendix 10 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Histopathological findings of males

Animal No. Organs Findings Notes

M04040 Adrenal gland / Within normal limits
Stomach / Edema, lamina propria + Limiting ridge
Duodenum / Within normal limits
Jejunum / Within normal limits
[leum / Within normal limits
Cecum / Within normal limits
Colon / Within normal limits
Rectum / Within normal limits
Lymph node, submandibular / Within normal limits
Lymph node, mesenteric / Within normal limits
Testis / Within normal limits
Epididymis / Within normal limits
Prostate / Within normal limits
Seminal vesicle / Within normal limits
Coagulating gland / Within normal limits
Urinary bladder / Within normal limits
Femur / Within normal limits
Marrow, femur / Hematopoiesis, increased +
Sternum / Within normal limits
Marrow, sternum / Hematopoiesis, increased +
Skeletal muscle / Within normal limits
Sciatic nerve / Within normal limits
Skin / Within normal limits
Mammary gland / Within normal limits
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Appendix 10 (Continued)

Ninety-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Histopathological findings of females

Animal No. Organs Findings Notes
FO1041 Brain / Within normal limits

Spinal cord / Within normal limits

Pituitary gland / Within normal limits

Eyeball / Within normal limits

Harderian gland / Within normal limits

Optic nerve / Within normal limits

Nasal cavity / Eosinophilic globule =+ Olfactory epithelium, Respiratory epithelium

Zymbal gland / Within normal limits

Submandibular gland / Within normal limits

Sublingual gland / Within normal limits

Tongue / Within normal [imits

Esophagus / Within normal limits

Trachea / Within normal limits

Aorta / Within normal limits

Thyroid gland /
Parathyroid gland /
Thymus /

Heart /

Lung /

Bronchus /
Liver /
Kidney /
Spleen /

Pancreas /
Adrenal gland /
Stomach /
Duodenum /

Je junum /

Ileum /

Cecum /

Golon /

Ectopic thymic tissue P

Within normal timits

Within
Within

Accumulation, foam cell =%

normal
normal

limits
limits

Microgranuloma =%
Mineralization =

Within

Fatty change, hepatocyte =+

normal

limits

Mineralization =

Deposit, hemosiderin +

Hematopoiesis, extramedullary +

Within
Within
Within
Within
Within
Within
Within
Within

norma |
normal
normal
normal
norma |
normal
norma
normal

limits
limits
limits
limits
limits
limits
limits
limits

Alveolus
Arterial wall, Focal

Periportal
Medulia
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Appendix 10 (Continued)

Ninety-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Histopathological findings of females

Animal No. Organs Findings Notes

FO1041 Rectum / Within normal limits
Lymph node, submandibutar / Within normal limits
Lymph node, mesenteric / Within normal limits
Ovary / Within normal limits
Oviduct / Within normal limits
Uterus / Within normal limits
Vagina / Within normal limits
Urinary bladder / Within normal limits
Femur / Within normal limits
Marrow, femur / Within normal limits
Sternum / Within normal limits
Marrow, sternum / Within normal limits
Skeletal muscle / Within normal limits
Sciatic nerve / Within normal limits
Skin / Within normal limits
Mammary gland / Within normal limits

F01042 Brain / Within normal limits
Spinal cord / Within normal limits
Pituitary gland / Within normal limits
Eyeball / Within normal limits
Harderian gland / Celfular infiltration, [ymphocyte - Interstitial

Optic nerve /

Nasal cavity /

Zymbal gland /
Submandibular gland /
Sublingual gland /
Tongue /

Esophagus /

Trachea /

Aorta /

Thyroid gland /

Parathyroid gland /

Within normal limits
Eosinophilic globule =+
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Ectopic thymic tissue P
Uttimobranchial body P
Within normal limits

Olfactory epithelium
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Appendix 10 (Continued)
Ninety-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Histopathological findings of females

Animal No. Organs Findings Notes
F01043 Spinal cord / Within normal limits

Pituitary gland / Within normal limits

Eyeball / Within normal limits

Harderian gland / Within normal limits

Optic nerve / Within normal limits

Nasal cavity / Within normal limits

Zymbal gland / Within normal limits

Submandibular gland / Within normal limits

Sublingual gland /
Tongue /

Esophagus /
Trachea /

Aorta /

Thyroid gland /

Parathyroid gland /
Thymus /

Heart /

Lung /

Bronghus /

Liver /

Kidney /

Spleen /

Pancreas /

Adrenal gland /

Stomach /

Duodenum /

Jejunum /

Ileum /

Cecum /

Colon /

Rectum /

Lymph node, submandibular /

Within
Within
Within
Within
Within

normal limits
normal limits
normal limits
normal limits
normal limits

Ectopic thymic tissue P
Ultimobranchial body P

Within normal limits
Hyperplasia, epithelial tubule/cord =% Focal
Within normal limits
Within normal limits
Within normal limits
Within normal limits

Basophilic tubule, cortex =%
Deposit, hemosiderin 2+
Hematopoiesis, extramedullary +

Within
Within
Edema,

Within
Within
Within
Within
Within
Within
Within

normal limits
normal limits
lamina propria + Limiting ridge
normal limits
normal limits
normal limits
normal limits
normal limits
normal limits
normal limits
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Appendix 10 (Continued)

Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Histopathological findings of females

Animal No. Organs Findings Notes

F01043 Lymph node, mesenteric / Within normal limits
Ovary / Within normal limits
Oviduct / Within normal limits
Uterus / Within normal [imits
Vagina / Within normal limits
Urinary bladder / Within normal limits
Femur / Within normal limits
Marrow, femur / Within normal limits
Sternum / Within normal limits
Marrow, sternum / Within normal limits
Skeletal muscle / Within normal limits
Sciatic nerve / Within normal limits
Skin / Within normal limits
Mammary gland / Within normal limits

F01044 Brain / Within normal limits
Spinal cord / Within normal limits
Pituitary gland / Within normal limits
Eyeball / Within normal limits

Harderian gland /
Optic nerve /

Nasal cavity /
Zymbal gland /
Submandibular gland /
Sublingual gland /
Tongue /

Esophagus /

Trachea /

Aorta /

Thyroid gland /
Parathyroid gland /
Thymus /

Heart /

Lung /

Within normal limits
Within normal limits

Eosinophilic globule +.

Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Ultimobranchial body P
Within normal limits
Within normal limits
Within normal limits
Within normal [imits

Olfactory epithel ium, Respiratory epithelium
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Appendix 10 (Continued)
Ninety-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Histopathological findings of females

Animal No. Organs Findings Notes
F01044 Bronchus / Within normal limits
Liver / Within normal limits
Kidney / Gellular infiltration, lymphocyte % Interstitial
Hyperplasia, transitional cell = Renal pelvis, With inflammatory cell infiltration
Mineralization + Medul fa
Spleen / Deposit, hemosiderin +
Hematopoiesis, extramedulliary =+
Pancreas / Within normal limits
Adrenal gtand / Within normal limits
Stomach / Within normal limits
Duodenum / Within normal limits
Je junum / Within normal limits
Ileum / Within normal limits
Cecum / Within normal limits
Colon / Within normal limits
Rectum / Within normal limits
Lymph node, submandibular / Within normal limits
Lymph node, mesenteric / Within normal limits
Ovary / Within normal limits
Oviduct / Within normal limits
Uterus / Within normal limits
Vagina / Within normal limits
Urinary bladder / Within normal limits
Femur / Within normal limits
Marrow, femur / Within normal limits
Sternum / Within normal limits
Marrow, sternum / Within normal limits
Skeletal muscle / Within normal [imits
Sciatic nerve / Within normal limits
Skin / Within normal limits
Mammary gland / Within normal limits
F01045 Brain / Within normal limits
Spinal cord / Within normal limits
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Appendix 10 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Histopathological findings of females

Animal No. Organs Findings Notes
F01045 Pituitary gland / Within normal limits
Eyeball / Within normal limits
Harderian gland / Within normal limits
Optic nerve / Within normal limits
Nasal cavity / Mineralization %= Lamina propria
Zymbal gland / Within normal [imits
Submandibular gland / Within normal limits
Sublingual gland / Within normal fimits
Tongue / Within normal limits
Esophagus / Within normal limits
Trachea / Within normal limits
Aorta / Within normal limits
Thyroid gland / Ultimobranchial body P
Parathyroid gland / Within normal limits
Thymus / Within normal limits
Heart / Within normal limits
Lung / Within normal limits
Bronchus / Within normal limits
Liver / Fatty change, hepatocyte = Periportal
Kidney / Basophilic tubule, cortex =%
Spleen / Deposit, hemosiderin 2+
Hematopoiesis, extramedullary =
Pancreas / Within normal limits
Adrenal gland / Within normal limits
Stomach / Within normal limits
Duodenum / Within normal limits
Jejunum / Within normal limits
[leum / Within normal limits
Cecum / Within normal limits
Golon / Within normal limits
Rectum / Within normal limits
Lymph node, submandibular / Within normal limits
Lymph node, mesenteric / Within normal limits
Ovary / Within normal limits
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Appendix 10 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Histopathological findings of females

Animal No. Organs Findings Notes

F01045 Oviduct / . Within normal {imits
Uterus / Within normal limits
Vagina / Within normal limits
Urinary bladder / Within normal limits
Femur / Within normal limits
Marrow, femur / Within normal fimits
Sternum / Within normal limits
Marrow, sternum / Within normal limits
Skeletal muscle / Within normal limits
Sciatic nerve / Within normal limits
Skin / Within normal limits
Mammary gland / Within normal limits

F01046 Brain / Within normal limits
Spinal cord / Within normal limits
Pituitary gland / Within normal limits
Eyeball / Within normal limits
Harderian gland / Within normal limits
Optic nerve / Within normal limits
Nasal cavity / Within normal limits
Zymbal gland / Within normal limits
Submandibular gland / Within normal limits
Sublingual gland / Within normal limits
Tongue / Within normal limits
Esophagus / Within normal limits
Trachea / Within normal limits
Aorta / Within normal limits
Thyroid gland / Ultimobranchial body P
Parathyroid gland / Within normal limits
Thymus / Hyperplasia, epithelial tubule/cord =+ Focal
Heart / Within normal limits
Lung / Within normal limits
Bronchus / Within normal limits
Liver / Fatty change, hepatocyte + Periportal
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Appendix 10 (Continued)
Ninety—-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Histopathological findings of females

Animal No. Organs Findings Notes
F01046 Kidney / Basophilic tubule, cortex =+
Mineralization = Medul la
Spleen / Deposit, hemosiderin +
Hematopoiesis, extramedullary +
Pancreas / Within normal limits
Adrenal gland / Within normal limits
Stomach / Edema, lamina propria =+ Limiting ridge
Duodenum / Within normal limits
Jejunum / Within normal limits
Ileum / Within normal limits
Cecum / Within normal limits
Colon / Within normal limits
Rectum / Within normal limits
Lymph node, submandibular / Within normal limits
Lymph node, mesenteric / Within normal limits
Ovary / Within normal limits
Oviduct / Within normal limits
Uterus / Within normal limits
Vagina / Within normal limits
Urinary bladder / Within normal limits
Femur / Within normal limits
Marrow, femur / Within normal limits
Sternum / Within normal limits
Marrow, sternum / Within normal limits
Skeletal muscle / Within normal limits
Sciatic nerve / Within normal limits
Skin / Within normal limits
Mammary gland / Within normal limits
F01047 Brain / Within normal limits
Spinal cord / Within normal limits
Pituitary gland / Within normal limits
Eyeball / Within normal limits
Harderian gland / Within normal limits
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Appendix 10 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Histopathological findings of females

Animal No. Organs Findings Notes
F01047 Optic nerve / Within normal limits

Nasal cavity / Within normal limits

Zymbal gland / Within normal limits

Submandibular gland / Within normal {imits

Sublingual gland / Within normal limits

Tongue / Within normal limits

Esophagus / Within normal limits

Trachea / Within normal limits

Aorta / Within normal limits

Thyroid gland / Uitimobranchial body P

Parathyroid gland / Within normal limits

Thymus / Within normal limits

Heart / Within normal limits

lL.ung / Mineralization =+ Arterial wall, Focal

Bronchus / Within normal limits

Liver / Microgranuloma =+
Tension lipidosis P

Kidney / Basophilic tubule, cortex = Around the cyst
Cellular infiltration, lymphocyte =+ Interstitial, Around the cyst
Cyst P Cortex, Medulla
Mineralization =+ Medulla

Spleen / Deposit, hemosiderin 2+
Hematopoiesis, extramedullary +

Pancreas / Within normal limits

Adrenal gland / Within normal limits

Stomach / Within normal limits

Duodenum / Within normal limits

Je junum / Within normal limits

[Heum / Within normal limits

Cecum / Within normal limits

Colon / Within normal limits

Rectum / Within normal limits

Lymph node, submandibular / Within normal limits

Lymph node, mesenteric / Within normal limits
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Appendix 10 (Continued)

Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Histopathological findings of females

Animal No. Organs Findings Notes

F01047 Ovary / Within normal limits
Oviduct / Within normal limits
Uterus / Within normal limits
Vagina / Within normal limits
Urinary bladder / Within normal limits
Femur / Within normal limits
Marrow, femur / Within normal limits
Sternum / Within normal limits
Marrow, sternum / Within normal limits
Skeletal muscle / Within normal limits
Sciatic nerve / Within normal limits
Skin / Within normal limits
Mammary gland / Within normal limits

F01048 Brain / Within normal limits
Spinal cord / Within normal limits
Pituitary gland / Within normal limits
Eyeball / Within normal limits
Harderian gland / Within normal limits
Optic nerve / Within normal limits
Nasal cavity / Within normal limits
Zymbal gland / Within normal limits
Submandibular gland / Within normal limits
Sublingual gland / Within normal limits
Tongue / Within normal limits
Esophagus / Within normal limits
Trachea / Within normal limits
Aorta / Within normal limits
Thyroid gland / Within normal limits
Parathyroid gland / Within normal limits
Thymus / Hyperplasia, epithelial tubule/cord =% Focal
Heart / Within normal limits
Lung / Within normal limits
Bronchus / Within normal flimits
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Appendix 10 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Histopathological findings of females

Animal No. Organs Findings Notes

F01048 Liver / Microgranufoma =+
Kidney / Mineralization = Medul |a
Spleen / Deposit, hemosiderin 2+

Hematopoiesis, extrameduliary =+

Pancreas / Within normal limits
Adrenal gland / Within normal limits
Stomach / Within normal limits
Duodenum / Within normal limits
Jejunum / Within normal limits
Ileum / Within normal limits
Cecum / Within normal limits
Colon / Within normal limits
Rectum / Within normal limits
Lymph node, submandibular / Within normal limits
Lymph node, mesenteric / Within normal limits
Ovary / Within normal limits
Oviduct / Within normal limits
Uterus / Within normal limits
Vagina / Within normal limits
Urinary bladder / Within normal limits
Femur / Within normal limits
Marrow, femur / Within normal limits
Sternum / Within normal limits
Marrow, sternum / Within normal limits
Skeletal muscie / Within normal limits
Sciatic nerve / Within normal limits
Skin / Within normal {imits
Mammary gland / Within normal limits

F01049 Brain / Within normal limits
Spinal cord / Within normal limits
Pituitary gland / Within normal limits
Eyeball / Within normal limits
Harderian gland / Within normal limits
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Appendix 10 (Continued)
Ninety-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Histopathological findings of females

Animal No. Organs Findings Notes
F01049 Optic nerve / Within normal limits
Nasal cavity / Within normal limits
Zymbal gland / Within normal limits
Submandibular gland / Within normal limits
Sublingual gland / Within normal limits
Tongue / Within normal limits
Esophagus / Within normal limits
Trachea / Within normal limits
Aorta / Within normal limits
Thyroid gland / Ultimobranchial body P
Parathyroid giand / Within normal limits
Thymus / Within normal limits
Heart / Within normal limits
Lung / Within normal limits
Bronchus / Within normal limits
Liver / Fatty change, hepatocyte =% Periportal
Kidney / Cellular infiltration, lymphocyte £ Interstitial
Mineralization = Medulla
Spleen / Deposit, hemosiderin 2+
Hematopoiesis, extramedul lary +
Pancreas / Within normal limits
Adrenal gland / Within normal limits
Stomach / Within normal limits
Duodenum / Within normal limits
Jejunum / Within normal limits
Ileum / Within normal limits
Cecum / Within normal limits
Colon / Within normal limits
Rectum / Within normal limits
Lymph node, submandibular / Within normal limits
Lymph node, mesenteric / Within normal limits
Ovary / Within normal limits
Oviduct / Within normal limits
Uterus / Within normal limits
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Appendix 10 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Histopathological findings of females

Animal No. Organs Findings Notes

FO1049 Vagina / Within normal timits
Urinary bladder / Within normal limits
Femur / Within normal limits
Marrow, femur / Within normal limits
Sternum / Within normal limits
Marrow, sternum / Within normal limits
Skeletal muscle / Within normal limits
Sciatic nerve / Within normal limits
Skin / Within normal limits
Mammary gland / Within normal limits

F01050 Brain / Within normal limits
Spinal cord / Within normal limits
Pituitary gland / Within normal limits
Eyeball / Within normal limits
Harderian gland / Within normal limits
Optic nerve / Within normal limits
Nasal cavity / Eosinophilic globule % Olfactory epithelium
Zymbal gland / Within normal limits
Submandibular gland / Within normal limits
Sublingual gland / Within normal limits
Tongue / Within normal limits
Esophagus / Within normal limits
Trachea / Within normal limits
Aorta / Within normal limits
Thyroid gland / Within normal limits
Parathyroid gland / Within normal limits
Thymus / Within normal limits
Heart / Within normal limits
Lung / Within normal limits
Bronchus / Within normal limits
Liver / Fatty change, hepatocyte = Periportal
Kidney / Within normal limits
Spleen / Deposit, hemosiderin +
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Appendix 10 (Continued)
Ninety-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Histopathological findings of females

Animal No. Organs Findings Notes
F01050 Spleen / Hematopoiesis, extramedullary =+
Pancreas / Within normal limits
Adrenal gland / Within normal limits
Stomach / Within normal limits
Duodenum / Within normal limits
Je junum / Within normal limits
[leum / Within normal limits
Cecum / Within normal limits
Colon / Within normal limits
Rectum / Within normal limits
Lymph node, submandibular / Within normal limits
Lymph node, mesenteric / Within normal limits
Ovary / Within normal limits
Oviduct / Within normal limits
Uterus / Within normal limits
Vagina / Within normal limits
Urinary bladder / Within normal limits
Femur / Within normal limits
Marrow, femur / Within normal limits
Sternum / Within normal limits
Marrow, sternum / Within normal limits
Skeletal muscle / Within normal limits
Sciatic nerve / Within normal limits
Skin / Within normal limits
Mammary gland / Within normal limits
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Appendix 10 (Continued)
Ninety-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Histopathological findings of females

Animal No. Organs Findings Notes
F02051 Liver / Within normal limits
Kidney / Within normal limits
Spleen / Deposit, hemosiderin +
Hematopoiesis, extramedullary =+
Stomach / Edema, lamina propria * Limiting ridge
Marrow, femur / Within normal limits
Marrow, sternum / Within normal limits
F02052 Liver / Fatty change, hepatocyte =+ Periportal
Microgranuioma =
Kidney / Mineralization £ Medul la
Spleen / Deposit, hemosiderin 2+
Hematopoiesis, extramedullary +
Stomach / Within normal limits
Marrow, femur / Within normal limits
Marrow, sternum / Within normal limits
F02053 Liver / Within normal limits
Kidney / Within normal limits
Spleen / Deposit, hemosiderin +
Hematopoiesis, extramedullary =+
Stomach / Edema, lamina propria + Limiting ridge
Marrow, femur / Within normal limits
Marrow, sternum / Within normal limits
F02054 Liver / Fatty change, hepatocyte =+ Periportal
Kidney / Mineralization + Medulla
Spleen / Deposit, hemosiderin 2+
Hematopoiesis, extramedullary +
Stomach / Edema, lamina propria =+ Limiting ridge
Marrow, femur / Within normal limits
Marrow, sternum / Within normal limits
F02055 Liver / Fatty change, hepatocyte =+ Periportal
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Appendix 10 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Histopathological findings of females

Animal No. Organs Findings Notes
F02055 Kidney / Basophilic tubule, cortex =+
Mineralization = Medulla
Spleen / Deposit, hemosiderin 2+
Hematopoiesis, extramedullary +
Stomach / Edema, lamina propria =+ Limiting ridge
Marrow, femur / Within normal limits
Marrow, sternum / Within normal limits
F02056 Liver / Microgranuloma =+
Kidney / Mineralization + Medul la
Spleen / Deposit, hemosiderin 2+
Hematopoiesis, extramedullary =+
Stomach / Within normal limits
Marrow, femur / Within normal limits
Marrow, sternum / Within normal limits
F02057 Liver / Within normal limits
Kidney / Basophilic tubule, cortex =+
Mineralization =+ Medul la
Spleen / Deposit, hemosiderin +
Hematopoiesis, extramedullary =+
Stomach / Within normal limits
Marrow, femur / Within normal limits
Marrow, sternum / Within normal limits
F02058 Liver / Fatty change, hepatocyte =+ Periportal
Kidney / Basophilic tubule, cortex =%
Cellular infiltration, lymphocyte =+ Interstitial
Cyst P Medulla
Mineralization & Medulia
Spleen / . Deposit, hemosiderin 2+
Hematopoiesis, extramedul lary =+
Stomach / Within normal limits
Marrow, femur / Within normal limits
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Appendix 10 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Histopathological findings of females

Animal No. Organs Findings Notes
F02058 Marrow, sternum / Within normal limits
F02059 Liver / Within normal limits
Kidney / Within normal limits
Spleen / Deposit, hemosiderin 2+
Hematopoiesis, extramedullary =+
Stomach / Within normal limits
Marrow, femur / Within normal |imits
Marrow, sternum / Within normal limits
F02060 Liver / Fatty change, hepatocyte = Periportal
Microgranuloma =%
Kidney / Hyperplasia, transitional cell = Renal pelvis, With inflammatory cell infiltration
Spleen / Deposit, hemosiderin +
Hematopoiesis, extramedullary +
Stomach / Within normal limits
Marrow, femur / Within normal limits
Marrow, sternum / Within normal limits
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Appendix 10 (Continued)

Ninety—day repeated dose oral toxicity test of 2-butoxyethyl
Histopathological findings of females

acetate in rats

Animal No. Organs Notes
F03061 Liver / Deposit, hemosiderin =+ Kupffer cell
Microgranuloma +
Kidney / Mineralization =+ Medul la
Spleen / Deposit, hemosiderin 2+
Hematopoiesis, extramedul lary +
Stomach / Within normal limits
Marrow, femur / Within normal limits
Marrow, sternum / Within normal limits
F03062 Liver / Fatty change, hepatocyte = Periportal
Kidney / Deposit, hemosiderin =+ Proximal tubule
Spleen / Deposit, hemosiderin 2+
Hematopoiesis, extramedullary +
Stomach / lamina propria + Limiting ridge
Marrow, femur / Hematopoiesis, increased =+
Marrow, sternum / Within normal limits
F03063 Liver / Microgranuloma =
Kidney / Within normal limits
Spleen / Deposit, hemosiderin +
Hematopoiesis, extramedullary +
Stomach / lamina propria =+ Limiting ridge
Marrow, femur / Hematopoiesis, increased =+
Marrow, sternum / Within normal limits
F03064 Liver / Deposit, hemosiderin =+ Kupffer cell
Fatty change, hepatocyte =+ Periportal
Hypertrophy, hepatocyte =+ Centrilobular, Midzonal
Microgranuloma =+
Kidney / Within normal limits
Spleen / Deposit, hemosiderin 2+
Hematopoiesis, extramedullary +
Stomach / Within normal limits

Marrow, femur /

Within normal limits
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Appendix 10 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Histopathological findings of females

Animal No. Organs Findings Notes
F03064 Marrow, sternum / Within normal limits
F03065 Liver / Deposit, hemosiderin % Kupffer cell
Fatty change, hepatocyte = Periportal
Microgranuloma =+
Kidney / Basophilic tubule, cortex =%
Spleen / Deposit, hemosiderin 2+
Hematopoiesis, extramedullary 2+
Stomach / Edema, lamina propria + Limiting ridge
Marrow, femur / Within normal limits
Marrow, sternum / Within normal limits
F03066 Liver / Fatty change, hepatocyte =+ Periportal
Tension lipidosis P
Kidney / Within normal limits
Spleen / Deposit, hemosiderin 2+
Hematopoiesis, extramedullary +
Stomach / Within normal limits
Marrow, femur / Within normal limits
Marrow, sternum / Within normal limits
F03067 Liver / Fatty change, hepatocyte =% Periportal
Microgranuloma =
Kidney / Within normal limits
Spleen / Deposit, hemosiderin 2+
Hematopoiesis, extramedullary +
Stomach / Within normal limits
Marrow, femur / Within normal {imits
Marrow, sternum / Within normal limits
F03068 Liver / Deposit, hemosiderin = Kupffer cel!
Fatty change, hepatocyte % Periportal
Hypertrophy, hepatocyte =+ Centrilobular, Midzonal
Kidney / Deposit, hemosiderin = Proximal tubule
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Appendix 10 (Continued)
Ninety-day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Histopathological findings of females

Animal No. Organs Findings Notes
F03068 Kidney / Mineralization x Medulla
Spleen / Deposit, hemosiderin 2+
Hematopoiesis, extramedullary +
Stomach / Within normal limits
Marrow, femur / Within normal limits
Marrow, sternum / Within normal limits
F03069 Liver / Deposit, hemosiderin =+ Kupffer cell
Fatty change, hepatocyte =% Periportal
Kidney / Basophilic tubule, cortex =+
Cellular infiltration, lymphocyte =+ Interstitial
Spleen / Deposit, hemosiderin 2+
Hematopoiesis, extramedullary 2+
Stomach / Within normal limits
Marrow, femur / Within normal limits
Marrow, sternum / Within normal limits
F03070 Liver / Fatty change, hepatocyte % Periportal
Hypertrophy, hepatocyte = Centrilobular, Midzonal
Kidney / Deposit, hemosiderin = Proximal tubule
Spleen / Deposit, hemosiderin 2+
Hematopoiesis, extramedullary +
Stomach / Edema, lamina propria + Limiting ridge

Marrow, femur /
Marrow, sternum /

Hematopoiesis,
Hematopoiesis,

increased +
increased =%
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Appendix 10 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Histopathological findings of females

Animal No. Organs Findings Notes
F04071 Brain / Within normal limits
Spinal cord / Within normal [imits
Pituitary gland / Within normal limits
Eyeball / Within normal limits
Harderian gland / Cellular infiltration, lymphocyte =+ Interstitial

Optic nerve /

Nasal cavity /
Zymbal gland /
Submandibular gland /
Sublingual gland /
Tongue /

Esophagus /

Trachea /

Aorta /

Thyroid gland /
Parathyroid gland /
Thymus /

Heart /

Lung /

Bronchus /

Liver /

Kidney /
Spleen /

Pancreas /
Adrenal gland /
Stomach /
Duodenum /
Jejunum /

Ileum /

Cecum /

Golon /

Within normal limits
Eosinophilic globule +
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Deposit, hemosiderin +
Hypertrophy, hepatocyte =+
Microgranuloma =+
Deposit, hemosiderin =+
Deposit, hemosiderin 2+
Hematopoiesis, extramedul lary 2+
Within normal [imits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits

Olfactory epithelium

Kupffer cell
Gentrilobular, Midzonal

Proximal tubule
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Appendix 10 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Histopathological findings of females

Animal No. Organs Findings Notes
Fo4071 Rectum / Within normal limits
Lymph node, submandibular / Within normal limits
Lymph node, mesenteric / Within normal limits
Ovary / Within normal limits
Oviduct / Within normal limits
Uterus / Within normal limits
Vagina / Within normal limits
Urinary bladder / Within normal limits
Femur / Within normal limits
Marrow, femur / Hematopoiesis, increased 2+
Sternum / Within normal limits
Marrow, sternum / Hematopoiesis, increased +
Skeletal muscle / Within normal limits
Sciatic nerve / Within normal limits
Skin / Within normal limits
Mammary gland / Within normal limits
F04072 Brain / Within normal limits
Spinal cord / Within normal limits
Pituitary gland / Within normal limits
Evebail / Within normal limits
Harderian gland / Cellular infiltration, lymphocyte =+ Interstitial
Optic nerve / Within normal limits
Nasal cavity / Cellular infiltration, neutrophil =+ Mucosa
Necrosis, focal =+ Olfactory epithelium, Respiratory epithelium
Zymbal gland / Within normal limits
Submandibular gland / Within normal limits
Sublingual gland / Within normal limits
Tongue / Within normal limits
Esophagus / Within normal limits
Trachea / Within normal limits
Aorta / Within normal limits
Thyroid gland / Ultimobranchial body P
Parathyroid gland / Within normal limits
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Appendix 10 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Histopathological findings of females

Animal No. Organs Findings Notes
F04072 Thymus / Hyperplasia, epithelial tubule/cord =% Focal

Heart / Cellular infiltration, mononuclear cell =+ Myocardium, Focal

Lung / Within normal limits

Bronchus / Within normal limits

Liver / Deposit, hemosiderin + Kupffer cell
Fatty change, hepatocyte =+ Periportal
Hypertrophy, hepatocyte £ Centrilobular, Midzonal
Microgranuloma =+

Kidney / Deposit, hemosiderin =% Proximal tubule

Spleen / Deposit, hemosiderin 2+
Hematopoiesis, extramedullary 2+

Pancreas / Within normal limits

Adrenal gland / Within normal limits

Stomach / Within normal limits

Duodenum / Within normal limits

Je junum / Within normal limits

[leum / Within normal limits

Cecum / Within normal limits

Colon / Within normal limits

Rectum / Within normal limits

Lymph node, submandibular /
Lymph node, mesenteric /

Ovary /

Oviduct /

Uterus /

Vagina /

Urinary bladder /
Femur /

Marrow, femur /
Sternum /

Marrow, sternum /
Skeletal muscle /
Sciatic nerve /
Skin /

Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Hematopoiesis, increased 2+
Within normal limits
Hematopoiesis, increased 2+
Within normal limits
Within normal limits
Within normal limits
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Appendix 10 (Continued)

Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Histopathological findings of females

Animal No. Organs Findings Notes
F04072 Mammary giand / Within normal fimits
F04073 Brain / Within normal timits
Spinal cord / Within normal {imits
Pituitary gland / Within normal limits
Eyeball / Within normal limits
Harderian gland / Within normal limits
Optic nerve / Within normal limits
Nasal cavity / Within normal limits
Zymbal gland / Within normal limits
Submandibular gland / Within normal limits
Sublingual gland / Within normal limits
Tongue / Within normal limits
Esophagus / Within normal limits
Trachea / Within normal limits
Aorta / Within normal limits
Thyroid gland / Within normal limits
Parathyroid gland / Within normal limits
Thymus / Within normal limits
Heart / Within normal limits
Lung / Accumulation, foam cell Alveolus
Bronchus / Within normal limits
Liver / Deposit, hemosiderin + Kupffer cell
Fatty change, hepatocyte Periportal
Hypertrophy, hepatocyte Centrilobular, Midzonal
Kidney / Deposit, hemosiderin + Proximal tubule
Mineralization + Medulla
Spleen / Deposit, hemosiderin 3+
Hematopoiesis, extramedulfary 2+
Pancreas / Within normal limits
Adrenal gland / Within normal limits
Stomach / Within normal limits
Duodenum / Within normal limits
Jejunum / Within normal limits
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Appendix 10 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Histopathological findings of females

Animal No. Organs Findings Notes
F04073 Ileum / Within normal limits
Cecum / Within normal limits
Colon / Within normal limits
Rectum / Within normal limits
Lymph node, submandibular / Within normal limits
Lymph node, mesenteric / Within normal limits
Ovary / Within normal limits
Oviduct / Within normal limits
Uterus / Within normal limits
Vagina / Within normal limits
Urinary bladder / Within normal limits
Femur / Within normal limits
Marrow, femur / Hematopoiesis, increased 2+
Sternum / Within normal limits
Marrow, sternum / Hematopoiesis, increased 2+
Skeletal muscle / Within normal [imits
Sciatic nerve / Within normal limits
Skin / Within normal limits
Mammary gland / Within normal limits
F04074 Brain / Within normal limits
Spinal cord / Within normal limits
Pituitary gland / Within normal limits
Eyeball / Within normal limits
Harderian gland / Within normal limits
Optic nerve / Within normal limits
Nasal cavity / Eosinophilic globule % Olfactory epithelium, Respiratory epithelium
Zymbal gland / Within normal limits
Submandibular gland / Within normal limits
Sublingual gland / Within normal limits
Tongue / Within normal limits
Esophagus / Within normal limits
Trachea / Within normal |limits
Aorta / Within normal limits
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Appendix 10 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Histopathological findings of females

Animal No. Organs Findings Notes
F04074 Thyroid gland / Within normal limits

Parathyroid gland / Within normal limits

Thymus / Hyperplasia, epithelial tubule/cord =+ Focal

Heart / Within normal limits

Lung / Within normal limits

Bronchus / Within normal limits

Liver / Deposit, hemosiderin + Kupffer cell
Fatty change, hepatocyte % ' Periportal
Hypertrophy, hepatocyte =+ Centrilobular, Midzonal
Microgranufoma =+

Kidney / Deposit, hemosiderin + Proximal tubule

Spleen / Deposit, hemosiderin 2+
Hematopoiesis, extramedullary 2+

Pancreas / Within normal limits

Adrenal gland / Within normal limits

Stomach / Edema, lamina propria + Limiting ridge

Duodenum / Within normal limits

Jejunum / Within normal limits

Ileum / Within normal limits

Cecum / Within normal limits

Golon / Within normal limits

Rectum / Within normal limits

Lymph node, submandibular / Within normal limits

Lymph node, mesenteric / Within normal limits

Ovary / Within normal limits

Oviduct / Within normal limits

Uterus / Within normal limits

Vagina / Within normal limits

Urinary bladder / Within normal limits

Femur / Within normal limits

Marrow, femur / Hematopoiesis, increased 2+

Sternum / Within normal limits

Marrow, sternum / Hematopoiesis, increased 2+

Skeletal muscle / Within normal limits

200



Appendix 10 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Histopathological findings of females

Animal No. Organs Findings Notes
F04074 Sciatic nerve / Within normal limits

Skin / Within normal limits

Mammary gland / Within normal [imits
F04075 Brain / Within normal limits

Spinal cord / Within normal limits

Pituitary giand / Within normal limits

Eyeball / Within normal limits

Harderian gland /
Optic nerve /

Nasal cavity /
Zymbal gland /
Submandibular gland /
Sublingual gland /
Tongue /

Esophagus /

Trachea /

Aorta /

Thyroid gland /
Parathyroid gland /
Thymus /

Heart /

Lung /

Bronchus /

Liver /

Kidney /
Spleen /

Pancreas /
Adrenal gland /
Stomach /

Within normal limits
Within normal limits
Eosinophilic globule %
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits

Hyperplasia, epithelial tubule/cord =+

Within normal limits
Accumulation, foam cell =
Within normal limits

Deposit, hemosiderin +
Hematopoiesis, extramedullary =
Hypertrophy, hepatocyte =
Microgranuloma =

Deposit, hemosiderin =

Deposit, hemosiderin 3+
Hematopoiesis, extramedullary 2+
Within normal limits

Within normal limits

Edema, lamina propria =*

Olfactory epithelium

Focal

Alveolus

Kupffer cell
Gentrilobular, Midzonal

Proximal tubule

Limiting ridge

201




Appendix 10 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Histopathological findings of females

Animal No. Organs Findings Notes
F04075 Duodenum / Within normal limits
Je junum / Within normal limits
[leum / Within normal limits
Cecum / Within normal limits
Colon / Within normal limits
Rectum / Within normal limits
Lymph node, submandibular / Within normal limits
Lymph node, mesenteric / Within normal limits
Ovary / Mineralization =+ Interstitial gland
Oviduct / Within normal limits
Uterus / Within normal limits
Vagina / Within normal limits
Urinary bladder / Within normal limits
Femur / Within normal limits
Marrow, femur / Hematopoiesis, increased 2+
Sternum / Within normal limits
Marrow, sternum / Hematopoiesis, increased 2+
Skeletal muscie / Within normal limits
Sciatic nerve / Within normal limits
Skin / Within normal limits
Mammary gland / Within normal limits
F04076 Brain / Within normal limits
Spinal cord / Within normal limits
Pituitary gland / Within normal limits
Eyeball / Within normal limits
Harderian gland / Within normal limits
Optic nerve / Within normal limits
Nasal cavity / Within normal limits
Zymbal gland / Within normal limits
Submandibular gland / Within normal limits
Sublingual gland / Within normal limits
Tongue / Within normal limits
Esophagus / Within normal limits
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Appendix 10 (Continued)

Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Histopathological findings of females

Animal No. Organs Findings Notes
F04076 Trachea / Within normal limits

Aorta / Within normal limits

Thyroid gland / Ultimobranchial body P

Parathyroid gland / Within normal limits

Thymus / Within normal limits

Heart / Within normal limits

Lung / Within normal limits

Bronghus / Within normal limits

Liver / Deposit, hemosiderin =+ Kupffer cell
Fatty change, hepatocyte =*= Periportal
Hypertrophy, hepatocyte =+ Centrilobular, Midzonal
Microgranuloma +

Kidney / Deposit, hemosiderin + Proximal tubuie

Spleen / Deposit, hemosiderin 3+
Hematopoiesis, extramedul lary 2+

Pancreas / Within normal limits

Adrenal gland / Within normal limits

Stomach / Edema, lamina propria + Limiting ridge

Duodenum / Within normal limits

Jejunum / Within normal limits

[Heum / Within normal limits

Cecum / Within normal limits

Colon / Within normal limits

Rectum / Within normal limits

Lymph node, submandibular /
Lymph node, mesenteric /
Ovary /

Oviduct /

Uterus /

Vagina /

Urinary bladder /

Femur /

Marrow, femur /

Sternum /

Within normal limits
Within normal limits
Within normal limits

‘Within normal limits

Within normal limits
Within normal limits
Within normai limits
Within normal limits

Hematopoiesis, increased 2+

Within normal limits

203



Appendix 10 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Histopathological findings of females

Animal No. Organs Findings Notes
F04076 Marrow, sternum / Hematopoiesis, increased 2+
Skeletal muscle / Within normal limits
Sciatic nerve / Within normal limits
Skin / Within normal |imits
Mammary gland / Within normal |imits
F04077 Brain / Within normal limits
Spinal cord / Within normal |limits
Pituitary gland / Within normal limits
Eyeball / Within normal limits
Harderian gland / Within normal limits
Optic nerve / Within normal limits
Nasal cavity / Eosinophilic globule = Olfactory epithelium, Respiratory epitheliu
Mineralization = Lamina propria
Zymbal gland / Within normal |imits
Submandibular gland / Hypertrophy, acinar cell + Diffuse
Sublingual gland / Hypertrophy, acinar cell =+ Diffuse
Tongue / Within normal limits
Esophagus / Within normal |imits
Trachea / Within normal limits
Aorta / Within normal limits
Thyroid gland / Within normal limits
Parathyroid gland / Within normal limits
Thymus / Within normal limits
Heart / Within normal limits
Lung / Within normal limits
Bronchus / Within normal limits
Liver / Deposit, hemosiderin + Kupffer cell
Fatty change, hepatocyte =+ Periportal
Hypertrophy, hepatocyte =+ Centritobuiar, Midzonal
Microgranuloma +
Kidney / Deposit, hemosiderin =+ Proximal tubule
Spleen / Congestion +

Deposit, hemosiderin 3+
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Appendix 10 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Histopathological findings of females

Animal No. Organs Findings Notes
F04077 Spleen / Hematopoiesis, extramedullary 2+
Pancreas / Within normal limits
Adrenal gland / Within normal limits
Stomach / Edema, lamina propria + Limiting ridge
Duodenum / Within normal limits
Jejunum / Within normal limits
Ileum / Within normal limits
Cecum / Within normal limits
Golon / Within normal limits
Rectum / Within normal limits
Lymph node, submandibular / Within normal limits
Lymph node, mesenteric / Within normal limits
Ovary / Within normal limits
Oviduct / Within normal limits
Uterus / Within normal limits
Vagina / Within normal limits
Urinary bladder / Within normal limits
Femur / Within normal limits
Marrow, femur / Hematopoiesis, increased 2+
Sternum / Within normal limits
Marrow, sternum / Hematopoiesis, increased 2+
Skeletal muscle / Within normal limits
Sciatic nerve / Within normal limits
Skin / Within normal limits
Mammary gland / Within normal limits
F04078 Brain / Within normal limits
Spinal cord / Within normal limits
Pituitary gland / Within normal limits
Eyeball / Within normal limits
Harderian gland / Within normal limits
Optic nerve / Within normal limits
Nasal cavity / Eosinophilic globule ® Olfactory epithelium

Zymbal gland / Within normal limits
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Appendix 10 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Histopathological findings of females

Animal No.

Organs

Findings Notes

F04078

Submandibular gland /
Sublingual gland /
Tongue /

Esophagus /

Trachea /

Aorta /

Thyroid gland /
Parathyroid gland /
Thymus /

Heart /

Lung /

Bronchus /

Liver /

Kidney /
Spleen /

Pancreas /

Adrenal gland /

Stomach /

Duodenum /

Je junum /

[leum /

Cecum /

Colon /

Rectum /

Lymph node, submandibular /
Lymph node, mesenteric /
Ovary /

Oviduct /

Uterus /

Vagina /

Urinary bladder /

Within normal limits

Within normal limits

Within normal limits

Within normal limits

Within normal limits

Within normal limits

Ultimobranchial body P

Within normal limits

Hyperplasia, epithelial tubule/cord £ Focal
Cellular infiltration, mononuclear cell = Myocardium, Focal
Within normal limits

Within normal limits

Deposit, hemosiderin =* Kupffer cell
Hypertrophy, hepatocyte % Centrilobular, Midzonal
Microgranuloma =+

Deposit, hemosiderin =+ Proximal tubule

Deposit, hemosiderin 3+
Hematopoiesis, extramedullary 2+
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal fimits
Within normal fimits
Within normal limits
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Appendix 10 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats

Histopathological findings of females

Animal No. Organs Findings Notes
F04078 Femur / Within normal limits

Marrow, femur / Hematopoiesis, increased 2+

Sternum / Within normal limits

Marrow, sternum / Hematopoiesis, increased 2+

Skeletal muscle / Within normal limits

Sciatic nerve / Within normal limits

Skin / Within normal limits

Mammary gland / Within normal limits
F04079 Brain / Within normal limits

Spinal cord /
Pituitary gland /
Eyeball /
Harderian gland /
Optic nerve /
Nasal cavity /
Zymbal gland /

Submandibular gland /

Sublingual gland /
Tongue /

Esophagus /
Trachea /

Aorta /

Thyroid gland /

Parathyroid gland /

Thymus /
Heart /
Lung /
Bronchus /
Liver /

Kidney /
Spleen /

Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Mineralization =+ Lamina propria
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Within normal limits
Ultimobranchial body P
Within normal limits

Hyperplasia, epithelial tubule/cord % Focal

Within normal limits

Mineralization =+ Arterial wall, Focal
Within normal limits

Deposit, hemosiderin + Kupffer cell

Fatty change, hepatocyte =+ Periportal

Hypertrophy, hepatocyte + Centrilobular, Midzonal
Deposit, hemosiderin % Proximal tubule

Deposit, hemosiderin 2+
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Appendix 10 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Histopathological findings of females

Animal No. Organs Findings Notes
F04079 Spleen / Hematopoiesis, extramedullary +
Pancreas / Within normal limits
Adrenal gland / Within normal limits
Stomach / Within normal limits
Duodenum / Within normal limits
Je junum / Within normal limits
[leum / Within normal limits
Cecum / Within normal limits
Colon / Within normal limits
Rectum / Within normal limits
Lymph node, submandibular / Within normal limits
Lymph node, mesenteric / Within normal limits
Ovary / Within normal limits
Oviduct / Within normal limits
Uterus / Within normal limits
Vagina / Within normal limits
Urinary bladder / Within normal limits
Femur / Within normal limits
Marrow, femur / Hematopoiesis, increased 2+
Sternum / Within normal limits
Marrow, sternum / Hematopoiesis, increased 2+
Skeletal muscle / Within normal limits
Sciatic nerve / Within normal limits
Skin / Within normal limits
Mammary gland / Within normal limits
F04080 Brain / Within normal limits
Spinal cord / Within normal limits
Pituitary gland / Within normal limits
Eyeball / Within normal limits
Harderian gland / Within normal limits
Optic nerve / Within normal limits
Nasal cavity / Cellular infiltration, neutrophil =+ Mucosa

Mineralization =x

Lamina propria
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Appendix 10 (Continued)
Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Histopathological findings of females

Animal No. Organs Findings Notes
F04080 Nasal cavity / Necrosis, focal + Olfactory epithelium, Respiratory epithelium

Zymbal gland / Within normal limits

Submandibular gland / Within normal limits

Sublingual gland / Within normal limits

Tongue / Within normal limits

Esophagus / Within normal limits

Trachea / Within normal limits

Aorta / Within normal limits

Thyroid gland / Ultimobranchial body P

Parathyroid gland / Within normal limits

Thymus / Within normal limits

Heart / Within normal limits

Lung / Within normal limits

Bronchus / Within normal limits

Liver / Deposit, hemosiderin =+ Kupffer cell
Fatty change, hepatocyte =% Periportal
Hypertrophy, hepatocyte £ Centrilobular, Midzonal

Kidney / Deposit, hemosiderin + Proximal tubule

Spleen / Deposit, hemosiderin 2+
Hematopoiesis, extramedullary 2+

Pancreas / Within normal limits

Adrenal gland / Within normal limits

Stomach / Within normal limits

Duodenum / Within normal limits

Je junum / Within normal limits

Ileum / Within normal limits

Cecum / Within normal limits

Golon / Within normal limits

Rectum / Within normal limits

Lymph node, submandibular / Within normal limits

Lymph node, mesenteric / Within normal limits

Ovary / Within normal limits

Oviduct / Within normal limits

Uterus / Within normal limits
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Appendix 10 (Continued)

Ninety—day repeated dose oral toxicity test of 2-butoxyethyl acetate in rats
Histopathological findings of females

Animal No. Organs Findings Notes
F04080 Vagina / Within normal limits
Urinary bladder / Within normal limits
Femur / Within normal limits
Marrow, femur / Hematopoiesis, increased 2+
Sternum / Within normal limits
Marrow, sternum / Hematopoiesis, increased 2+
Skeletal muscle / Within normal limits
Sciatic nerve / Within normal limits
Skin / Within normal limits
Mammary gland / Within normal timits
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Annex 2

suz5 [N
aBERBREZR (12)
HRE . 2-butoxyethyl acetate WBER B -
By bES : AR
/A & : MrETaYH
| PRRE) | WEREE | FONEREC)| | /fiﬂo THER B‘ff;fo
( mg/ml ) | (mg/ml ) | me/mL ) %) %) %)
1 5.14 102.8 102.0
2 5.00 5.00 5.04 100.0 100.9 99.2
3 4.99 99.8 99.0
4 24.7 98.8 100.0
5 25.0 24.4 24.7 97.6 98.9 98.8
6 25.1 100.4 101.6
7 122 97.6 101.7
8 125 121 120 96.8 96.3 100.8
g9 - 118 94.4 98.3

SROYUEEE BRHRE
PSS ERTEEBEED 90.0~110.0%, $ABIREDIEL>ERENENTIED 90.0~110.0%

LRET3
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Annex 2 (Continued)

sezs [N

ERRBRER (22)

BB E : 2-butoxyethyl acetate Ms4ERR:
nyiES R BEEAR:

ik & MyEnavM

s | FRREC) | HEREE [PHAEREO| | fjoo A B‘fé’;fo

( mg/al )| ( mg/ml )| ( me/ml ) (%) (%) %)
10 5.10 102.0 101.2
11 5.00 4.94 5.04 98.8 100.9 - 98.0
12 5.09 101.8 101.0
13 24.8 99.2 100.8
14 25.0 24.4 24.6 97.6 98.5 99.2
15 24.7 98.8 100.4
16 124 99.2 99.2
17 125 126 125 100.8 100.0 100.8
18 125 100.0 100.0

EROHELE BFHRRE)

A BISTRIEED 90.0~110.0% XA WEEDIELS>EBENTHTHIED 90.0~110.0%
UHLTD

213



Annex 3

BGRRiH OB E IR E TS

2-7us%/)—j; (HPLC . LLF. 2-PrOH) FYEAERT 3

L,2-Yrumuxy¥y (EBELRER) WAL T3
2. HER

B R (R200D) PR TR

B R (MSA1203S100DE) P RY TR

HARIm<w NTZ7 B RAERT

HERL : GC-17A (FRZua< 7T 7). AOC20i (A—hA vz &), CRIA (F—#F HLERiE
B)

3. HABRAE

FRZHEDRWIRY , HEREBIEIZEE (1~30°C) TiTo7,
3.1 BIERR DT

BRERYVER 50 mg ZREHEICEY . 2-PrOH 1282 L CIEREIZ 50 mL & L7z,

ZOW 1 oL ZIEREIZERY , 2-PrOH 2 /M4 CIEMIZ 50 mL & U CEHERIKR (W20 ueg/ml) &L
7o

BEERKRE 1.2 8050l § ORISR Z2nFH ISR Lol 2 BRI Z ., X 512 2-PrOH
ZMZTIEMIZ 20 mL & LT, fREHEK 1~3 (W1, 28X5 peg/ml, St 1~3) & L7z, EH
Rk L OERERRIZ, REB Z L. n=1 THRM LA,
3.2 ISR DR

L2-Y7uuxXBr5 mg &Y, 2-PrOoH ) L CIEMEIZ 100 mL & LT, ISR (1950
pg/mL) & L7, ISE®RIZ, BIEEZ L., n=1 CRRAM L7,
3.3 REAR DT

AEHAR ORI EREDOER NS FhEh n=3 TR L7,

1) 125 mg/mL ¥R

WERRE 1 nL ZEMRICEEY . 2-ProH #4012 CTIEREIZ 50 nL & L7,

DK 1 nl ZIEREIZEEY . 2-PrOH 2% CIEMEIZ 50 mL & L7=,

SIHIICZDWR 1 nL ZIEREIZEY ., ISIEIK 1 nl 0%, 2-PrOH CIEMEIZ 20 mL & L7 (K 2.5
wg/mL, FFIRE 50000),

2) 25 mg/mL IFIR

BEMKK 1 ol ZEMEICERY . 2-ProH 2002 CIEREIC 50 L & L7,

ZOWR 1 nl ZIEFEZERY . 2-PrOH 2% CIEMEIZ 10 mL & L7z,

EHIZZDWE L ol ZIERECERD, ISR 1 oL 0%, 2-PrOH CIEREIZ 20 mL & L72 (89 2.5
pg/mL, FIZFE 10000),

3) 5 mg/mL IR

BERE 1 oL 2 EMIZERY . 2-ProH 2002 CIEREIC 100 mL & L7z,

ZOW 1nl ZIEMEICERY , IS 1ol 2%, 2-PrOH TIEREIZ 20wl & L7z (B 2.5 ug/mL.,
FFRE 2000),
3.4 WEBME OBRERIE

BEERIK (St 1~3) BILURBHARIZOX, ThENTROBRBREMGTCHT A/ u~ v TI7 4
—WZ L VEBREIT oo, EERKE LUREHRRE €N Ei L BT O8IE L, EERE» S 1ER
L7=ER (WEEICL?) 2V THRNARPOHRBRYERELZRD., ZhIHFRELZRELT
BEBRER OB EREZBEH LT,

Fiz, PEOEERBRICBWT, BREREOEAHBARK (1D % 1EHEL, Ry
WS T A~ NN L 2R LT,

2B, BEREEIZOWTE, FNC TEAEF O 2-butoxyethyl acetate JEERIEENY 57—
Tarv] (HBRES Q-16-021, GLP WAL % FEh LA W & 2R LT,
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Annex 3 (Continued)

VL A1 nl 289, 2-PrOH 2/ %2 CTIEREIZ 100 mL & L7,
ZOWk 1 ml ZIEREIZELY . 2-PrOH TIEFEIZ 20 mL & L7 (FIRZK 2000),

B LM
R
BT A
X VT HA
BT LRE

EERIR

ABHATR
RAEIRE
FAEHEA K
HEAE

KFERA A AbkRHES (FID)
Rtx-624 (P£20.32 mmn, X 30 m. fEE 1.8 um, Restek)
~Y A (100 kPa)

50°C (0 min), 15°C/min, 200°C (0 min)
50°C (0 min), 15°C/min, 240°C (5 min)
FEAD : 250°C, FRHHER : 280°C, Ash: =R
A7Y v VAR (7Y 7R - 0.5 min)
1 ul

7 =& —FFE 10 min

AT LA

3.5 FEDEY Fu>

BIEBMERTICIALE 2-Prod) BX N ISR (1—20 - D) 22h %
N1EEIEL., 7 a< h7F A, Ed BEA OFEFEFRAEICEY—7
DINT & R U7z, WIEBIARTEI X OVIER THRICEEAK (St
2) Z3MEPBICLEHIEL, BIEBRBRIZIERIED BEA B LUVIS D
REFFE L HIER TR ORREOLES 2 A L, 7=, HIERMS
AT n=3 JIE D ' — 7 EFELL O FHME & HMEERER L O — 7 mig
e DEHHEIC T D MER TR DO — 7 MR OB 2R LT, 8
SEARERZER L OB O R EE I IEMEERZED 5. 0%LAN, {REFEF
MOERZENENE0.5 LA, Y— 7 miELOmZE (%) »E5. 0%
NzHZE LT,

1) BFEERIER L OCEERIROREL, Y1V BT TR T 4T TRT LT,
2) BREBETORELLOZ O, MEEIALTEIRF IMTHRRLI,

3 E W, THEE

%) BIEL2E ) 1F. EEEIALT/MEE L AL TRR L,

4) RFEFRFHB IO — 7 mffiL, 7 FUEEBEOH IELZZ O AV,
5) VAT LEAHICEIT S Y —s mEL (FHEZET) 13, WEIA L THEET 6 #7 T,
R OZ (47) BILOE—7ERLEORE O 1 OEEAL TN L LE TRF L,
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