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B

2-AV T & )~ NVORBER G RN AFEREFEERBRECBIET AN TA ST
FE L7z, Crl:CD(SD) Zv MR W' E % B FiEH K THIRL T 0, 15, 50 25 TNT 150 mg/kg D
BT, MRS 12 DL/BECREIR DR 5 Uz, HET 42 BRIREL-%ICEIRL ., MEI3ssEAT 2 BAE
FOMHRHMZEBLCHE 4 BETO 42~47 BEHSL, WARIIHE 4 B SBHEIHEE 5 BiC
HRR LTz, F72, 0 BEW 150 mg/kg O AR TIIIEREME (10 TT/8#F) 28R, 42 BRERE L&z
AL, BBODERE 0 BLUN 150 mg/kg BEOHE 5 Hli, 14 B RERABTLTHRLE,

1. KIEH G EERBIOEEME

FRERD 150 mg/kg BEDIERELMES & TelfRERFIL 50 mg/kg BEDOREMEICBERINT, T,
150 mg/kg BEDAZECME 2 FEFEAZELME 1 BIICHE B, BEERRD ., HIE, BRESR T REB—@tkic
BESN, TOYLOOWRME 2 FNTRO IS EEIZE U, 150 mg/kg BEORE, REMEB I UFER
BUECIE, 125 1~2 A OBMESEEICETL, &5 4 B ORFERE TRAZRLE,

MEFHRETIE, RO, MEREE. ~< M YUyME, MCHC D& T& MCV, MCH BX UM
TRILERELROIEINA 150 mg/kg FEDOMER I OFEREM THLIL, R, MAERRBEDKTIX
50 mg/kg BEDOHETHEEI N, S iME CIXMIRIR B LR DBEINAS 50 mg/kg LA L. FRILERER DK
T3 150 mg/kg OFETHBEIN, BRBHMRE T, REFRRMITOEMA 150 mg/kg BEOKER
FOFERELMEE 50 mg/kg LA EDBED S HEMECTH DIV, BREFKLEDIR T2 156 mg/kg LA EDEEDORE
BI USRI TRD DN, BIREEOHEIMIL 50 mg/kg UL EDOBEDO S 150 mg/kg BEOHER L
OFEACERME T, BB L OB EEHENIL 150 me/kg BEO MR X OFERBLMECA LIV, R
RS ERETIX, RO E L, MEOBaGRILEDEN, oy R—Hidic Bt aR
L&, DI BROEMRBE ICHEARILED 50 mg/kg UL EOHORERB LUtk
150 mg/kg FEDFEATECME CAER S, FRMBEEOBEMNS 50 mg/kg A EDOEEDS ML 150 mg/ke
BOBER I ORI TR O, KEFEBHORIFEEF KL 15 mg/kg LA EOHOHERI VS
L 150 me/kg BEDIEIZBLME TIRO LI, 150 me/kg FEDSTIRMEIC A DIV BIEHRD BE(KIZD
WL, BRELBIES R ST,

[EEHK T ROREERFRE T, BRI OBROBEARILED 150 mg/ks BEOREBIUIE
RELHE CBIEINZ,

2. AEGEFE AN

HEAY, ZRRRBLIOIRE, SOITITAERIIE, HER, SR ER IO ERBICERME R
EDEBEIROLNRoT, Fio, BEE ERBBIOERE, HERDOAFRLTEE, EbITIX
HHE 0 HRIUWE 4 ROHARFEICH, HBMEREOZBIIHLNRI»-T,
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3. EFME

KBEE-B BEOFRIFERETE R E AR FER RO AL B REER LLE DMK T2 15 mg/kg BEORER
FOGBETCROLONTILh D, MBI OREREFHICH T 584 E (NOAEL) I
15 mg/kg/day AT & HIBT <=,

150 mg/kg ETOHABICHBYOATERESRLNCHAERORFICRIETHENBD LN >
TeZ et AFEFSAEFMEIC T EFMRIT 150 mg/kg/day LHIWTESNT,

HERER

MERED o P DOZEELRTQ BDBLOREHIM F (& 2 BH) . ROCNTHETIIRESME T# 2 &
., I REIE 2B L CRAEH (HE 4 BETIC 2~ AV T v ) — AN 5L, M
FyMIHTAREZEGEEEBIVCEERE., 2OV ARAEFERBIOHAERORFICRITTHE
WDV THRET LT,

REBRHAANSALGLP

ARBIL. TR ESIRIRROFIEC OV T UT ALFETART1) (ERL 23 £ 3
A 31 BT ER% 0331 B 7 BEAGBEERRMFER. AL 23-03-29 RBHE 5 SREEXS
REEERHE. BRERE 110331009 SREEAVSRREBRBREM) [CERL., TFHLFHE
LIRBARE E T 2RI T DY) (FAR 23 48 3 A 31 BAHT, RS 0331 55 8 5E
AERBEEERLFR, FR 23-03-29 WHE 6 TREELELANEELRE. BRERSE
110331010 SEHREAMRSREBR A EEM) 28 TLTERL,

BMEE

ETOERBIEL, [BYOZEROEBRICE 5762 (B 484 10 A 1 B BEHE 105 5, F
BR 24 £ 9 A 5 B —EE). [RREMWOFIR K ORE I CNCERE ORBICE 5248 | (AR
18 4F 4 A 28 B, BREAETE 88 B) BIWIEAEHBE OFTE 2 EMHEEEIC T 28 ERE
DEMICEETHEARES I CERL 184 6 A 1 H, B35 0601001 5)%mFL., [MEIEARRIEME
S — R ERICEETo5EE) (FRL2E 10 A1 B, K224 10 A 1 B®RIE) IZE
DUVWCEM LTz, ARBRICIIT 28 EREENL, REMAFTEMERZBLOEELZIT. AR
WD (B EBRAFEE 5 :1120193A) , 72388, ARSI B ERFHENDLOEEIT2h o7z,
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MHEHE

1. BB

WEBRIE ChD 2- AV T My ) — )V (B4 = F Lo T Va—E )4V T F)Lm—F /1, CAS No.
4439-24-1, 53 F R : CeHy, Oy /0 F & : 118.17, MR I ABA DR, Tl 40 160°C (M1 ) .
F£:0.891 g/mL (20°C) ., mv &5 :PER2952, & £:99.6% (BE X T4 GC) ., Annex A, LT, 2-IBE) ix
B G E AT 2012 4 7 A 3 R, HEARSECEIR, X, B
(SZHME 20.1~24.6°C) TRE L7, 2-IBE OHEERERITTRT,

\l/\o/\/OH

R E DR EMEIZDOWTIE, ERBEBITBIOERK T % ICE BTSRRI AL~
NEBRIEL . AT ML ey 1= 2 E M FER SN TV A GRERE B M-12-022) .

2. BB I OB ik

AARF ¥— VA VN REEEF—LY 8.5 B Sprague-Dawley (SD) 5% (Crl:CD(SD), SPF]
Fw Mg 55 IE, i 83 ICAFEAL ., fEE (12 B=) IINE Lz, A ALEDT 13 AR, RELFHE
BRE~DHHLOT-DRE LIz, TORER ., BHO—BIREEZBIEL. AR BE 1 B) BIURE
¥THIEEZRIEL ., BE- BT IEEMORBICROT =NV MU TEIkE SEZRL. AE
r—ICRBRE 5. BRI UBILE B L2 EA LB — 2N CHBILZ, £, Bz o»
TIE, W% 2 B2nEH ., AR, AWEIOARREBIUHRER TROKREIITROBE
WTh-olz,

= Afr B 1201259 A 19 B
AR A E K 259.0~308.4 g, I 188.3~219.5 g
FRERT B 20124 10H 1 H

oy TR E -k 321.8~439.7 g, M 209.0~288.5 g

Rz - B | B O 1 (BIMEFE S 6) Tk 10 BICHEAR, B #& T H ORI/ e iRl 2
R HEBI O 1 51 (BIE3E 17) CHENSIE TR b, Eie, B o 1 4 (BIl{k%& 5 35)
VIAREEEINEDS 10.6 g SMOBILVIKE CTh o7, Znbo @ EBIRNE et B O EHREDFED b
DaoTe 14 VLIRS T O RIINGERIML W& T RFORTEITIE S UK TR FF LR A TR
BT EAT ST, 735, B O 1 ] (B35 82) THeE 8 RICALIRMNSALAVIEDS, D% IR
DOHNRINSTeZ LIRS BT OB EUTZ, BT LTI — o8 52 EI0 2 T, 7oL b
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~NUTRICEMEBFERL., BFO RS- BY I —NCRBRE S RBIOESMESE2TEALTHAE
r—IENT T, BT DIERNL 7 REE 7 T, MEBh 15 DL (HEAMIDORERICIVERA L Fl% &
L) XA TRREEMEL O TR GRBRE 5 :5-12-034) IfE AL,

BT RIREE 21.0~25.0°C, FFRIBE 40.0~75.0%, KR ER 156 [E/BFRH. BREY A2
12 FEFEI(T BE~19 BT, 12 W (19 BE~T7 BF) BATICRESN-FEZEN T, @BREMK S —
(220w><270d><19OH mm) {Z 1 P30 (RERHT 2 PO AL, BEREEH(CE-2, BARILT) L/kiEK
(EFHAERHAK) Z B BICERSETRBE L GIRATOERICEL OIHROEELER) , IEh
WIS IR EENC OV T, ER 18 BSME 4 BETIVMNATIRAF v/ BIEFE 7 — (350w X
400d X 180h mm) {Z 1 PLF*DUNAEL, K EL TR SV T RIF o7 (=2 —r | BRTZ AT L —)
PEEMAL-, MEHRDOBMEDREIX 23.0~25.0C, BEIX 41.5~74.0%Th -7z, £z, it
LR, SREKBLORE DO ST RIL, W bEEREFIRECRBOTAHANTHLZ
LETER LU,

3. 5k
1) FAs

WREEREL, A (B R ER A, BT ORI BEHE  C23VS1) 2z BHEMmSE,
3 W/VHIRETREIL 72, 51T 3 w/VRIRE BRI > THERL, 1 RBTNT 0.3 w/vhikE B IEEI TR
7o FRILI- MR ASITATE - LT (ERME 1~12°C) TIRE L., RO FEE B RICE AL,
2) B E MR

B RVES AARZERE L 0.02 BE 0N 20 w/ vl B OBBR M E FRABIRIZ OV T, k. LR
TIZki11% 8 A EOREMENHERINTWS (RRE S M-12-022),
3) B ERBR

W EIFR R (FIRLE (2012 4E 10 A 1 B)IZOWT, 0.3, 1 BID 3 w/WhEEDHRNE S E
BIE LT, EOFE R, FHE BRI RIBED 102.2~103.64THY, KR EEDIZLOEITFNTE
NEEHED 94.2~104.2% THEFFNIZH o7z (Annex B) ,

LR B D BRIV B I FENE Annex C. £ 2 Tt T,

4. REBOREBIVKREFik

AKRBROBEEIT, AEBRDEE RV Tol -4V T v 28 ) — VDT e WA R ER 5
- TR A FHEOFE R (TR | BRBRE 5 R-12-013) DFEREL LICRE LT, B, T#
RERCHEALERYE B L OEAERIIARBR LR Loy M Ve,

FEaRBRTiL, 0 (PR, B RERAZK). 50, 150 BX TR 500 mg/kg @ 2-1BE % 8 W#OMEMES 3
VL SD &Mz 14 HE, RERGIRE DR E LR, HED 500 mg/kg FIZHVT 1 HIAFETL,
AFFNCHLHRIBIET, TEROENSEOBEEREEERD BBEINTZ, 150 mg/kg BETIX,
MEREL B HEIR S OB IR ERLEER DD —BEICALN, ZOHO—FREBIOEEHERIZ

9



AERE S R-12-014

RERRDON o0 ROFREBIOM AR EOEK T, MRRMLEKS L OMBEROHE N2
Az 5ARAFEREEPEESN, 50 mg/kg HOBETIIARLREEBETIRDLNA
DTz, MEICB WA M E R 28 b BlES Tz,

L2 T, BAEICRESEEL A USEINETREEDERE LT SRI& W 150 mg/ke %,
BT EMRENE AREC TS 50 me/ke ZRREL . (EH EICITEF M E (NOAEL) B3 b 5E
a5 15 mg/kg ZREL,

ARERCIL, HEBDIZASECAT 2 B, RREEIME @ L CHMRAET B £THREE RS 42 E) | #EY
VIZCECAT 2 R, REHIME. R EL COBRBOME 4 BETHBREEER 42~47 B) | &
PHEFRS 2D o T- TR AT B £ (R 5B 52 [B) | FERELMED KA T MEE I 3572012 5%
ELIHTIANRTRE 42 BET. 1 B 1 EL1 A 7E, E0 9 Kp~13 BEOR(9 K 00 55~11 K

2 TG L, #EAFEIL 5 mL/kg LU, #E, BT T AMNE, RO RELRTRD N B OMET
38 1 ERIETAREREIC, RESERSNMCIIRFORE R ORELEICRERELZE N
LTz, 728, xtREHCII AR ChD B RIESR ARERRRICER 5 Uiz, BEBRBIICBIET AR
Wy, Fo A BEICLAEHRE R G LU,

ARBROHERBLOBWEFE U TR,

. BREE EBE R®REFE &S
B BEWE -
(mg/kg) (w/v%)  (mL/kg) A3 /i3
xt FRAE R R A A 0 0 5 M01001~M01012% F01001~F01012
(gLA)

1K ERE 2-IBE 15 0.3 5 M02013~M02024  F02013~F02024
SR 2-1BE 50 1 5 M03025~M03036  F03025~F03036
=R ER 2-1BE 150 3 5 M04037~M04048%  F04037~F04048
papiichisa B RES K

DR 0 0 5 - F05049~F05058%
(77140 EE) ()
mHER

i\ 2-1BE 150 3 5 - F06059~F06068%
(7740 E)

* HEORH BRI OE A B, OV T I MNEOBIWE B DRENVE b BliXEEBIEICHE LT,

5. AL
1) e (Fy)
O—IREEDEEZ

2FCHONT, FAEHMTIIER 1| B REHEPIIREGR%EOER 2 B LSRR, ERD
RELGE WODREESEFSNRVET RERE FERAFHRL TS, Biehic, FRERIR
DERE KR LT,
QEERBLICERFMEDOBILE

BT BERLIOERBHDILEMEEDOREVE 5 filz, MEMWMIIY TS MEOEIME

10
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BORENE 5 kK& 5E B (EE 1 B)25 14 B, #8 1 B L, —BRIREZEEL,
ORI AShR N T E 23

SFNTONT, BT B, &5 8, 15, 24, 30, 36 BLU 42 B (SEGIIHEE 0 B35 4 HOR).
EEHMFIIEER 7 BEO 14 BIZRa7V IR LM ERBELTo7, BEIX, Wihb
13 BF~17 B[ (13 BF 02 43 ~16 BF 45 47) ITfT o7,

TP F—VHLTOBEERTV., V0D BT ERICHREBEL MEES ETOBEET-
Too VEEA LTI, 0L, B8 RRITE). SIE, IRE. IR, 58, /. 47, B RITEY., F7
178, BRIG, F3<A, B, PER., PEE, BT R0G MERS . EARREEELL,
OHRERE

HEBIIEIE B O EEE 5 FIlcoV T, 85 30 A ICH REBIRIE LB AREL £, #5
42 BICFHBZERBIZRICS | S ORI 2R R EBI UG ERE LT, B 5 M3
BEL, H3RBIZT 0D BB LI=&FE 5 61, V7 7/ I E B OB WEEE 5 Bl oV T,
B 5B HGEIC B RERNHIE . B HRIEBL ORI T AR ER RS2 RELE,

(1) R 2 R EE SUS

TIATVEG LS REEAL, BB UG. %5 AR RS, IR (BB ) K&, IEM KN D
BEPRELR,

(2) BIAE

INEhIR SRR AT B AW CTIB A ERIELT, EBMORIKB IR EOE AT LN 5 FH
BIEL, A ER L ORIKEE RSz 3 EORIEDFEHEERDT,

(3) BREZHRE ,

H 2 E8) B E % E (SUPER-MEX, SRTH#ER) 2 AV T, 20 /3o B R ESH E(XEB S B IO
S H EBSYER)EZEHAIL. FHAMERL 5 SEICE Ui, AR REMIT, REBEMICHIEOEBRE
BATIGERL . B B R EBREZBRIA LT,

GFERE

HEBIOMBMOY 77/ NI &R E 1,4,7,14,21,28,35.42 H,[E{E 1.7, 14 BBIUHIHE
BICBIE LIz, B35 1,4, 7, 14 B 4E4R 0.7, 14, 20 B, B 0. 4 A BLUHIR BICHIEL
77
CEEHERE .

HERB I OB OVT 7 A ML, /G 1~2, T~8, 14~15, 29~30, 35~36, 41~42 H. [E{E 6~
7.12~13 BICHEIEL, ¥ TIAMNRTRE 21~22 BIChBIEL, RECMTHRE 1~2, 7~8, 14~
15 B #BLOYEHE 0~1, 7~8, 14~15, 20~21 AZRLWNIHE 3~4 BIZHIELE,

OREE

HEBL OB OV T 7 A MNFERRERR L, R 537TH ORAE TIXAFELH, £z, BEI3AICBT
HRETIIEERNLFAZRELE,

#5371 AORETIIYAOREHKIC, HE 13 BORETII—RREOBEK TRICEMWER

11
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W —IWINAEL, LT OEBIZOWTREL, 7220, G- BE. REBRICIIRERBIORIL
BV, BRRBERARAT 4~8 BRI DR R TEREL 2R T, £ OMOIE BI3H 24 B DFEIR T1T o7,

THH RIEE: R
BB 22
pH-#&M-EH M- rhfx ABRKE F—ar A7 AB-4020 (7 —21A)
vuat’y )—7reUney [FHE Gl
T B HEETEEE
RE HE AR B —
thE JEHTIE T UENVEERIEYTER SU-202 (=L~ ERFE)
FNT LA RE AXFVERE 2 PEEMRESHTER EA0S (AT T4-)
FVT DA ARE [k F_E
WEAAVBE Gl Eill=
@M A HEE

HEZOWTIE, B 2 AAOMEEZBEL, BOTR., REFBLUGD S | S REM OB ARAT
EAZERL, XEMORIESR. REPHERESNIETTHRMEBEUL, -, B0 THRER
& B (BRI EORBFEHNLREIAETO BEOFEY) BLURERBEIC 4 HDT 5 BRERO
MR E NN ORI U B OEEL R EICE R L, 2B, HAIMIC 4~5 AOMT
PRI ERL QBB % TE & LRI LT,

@zzhd

5 15 B 15 K 30 53 KV RIBEAOHEEZEEZ 1 X 1 TREIY T, FHIVED. BT rER
L. FBEHOHOBAATIERZER LU CER L, BNIZERDHDVNTEAATERPITE T 13HER
SN B E R RSB EL, 2O BEMR 0 BEEEL CEEAE ISR UL, REFRERS I OMTR
DEEFICEY, FERMEBENORBHE B ETO BEBICEORIZEIRLZREH ORI, KB R
(R REMW B/ ATEZ W T-BER) X100, %), iEIRSR ((GEIRBM D $k/ 22 B L= MEBh 50 X 100, %)%
BHLE,

Uz 571 - B IRRE DB L2

ZRDBHERSN- 2% ARO ST, HBORETIT, IEE 21 BN B DA BARERSNS
T B, FRICFRITO, 15 FETITOBEPTE T LB OVWT, EOHZ/HE 0 B (S%RA)EL
= SRR BE D BB S B A BE R B I DUV TAT U, BB TR o EIIC OV Th, &
Btk O —RARBEB LU DR DR E OF B AR LT, K1k, HEREZHE 1~4 B0
. 8 BB, SBFNC OV TIE, IR R 0 Bboik B £To BE) 2R, iz, #
RIFIZIL. R A B RS B x . B ( GERE/ TR AR X 100, W) 2B LT,

@#R

HEOB B4 T REIR CIIB BOBWREAE 5 4. BE 15 BiIZRBT25M CiiEESEIc 4t
LIz 2B W TR ETT o7z, B0 R G4 T RERIR 1L, R 5P &#D 5 Flico

WTERILE AT 572, T IA MO 5K T SR CRIEROBME S BE 5 4], E1E 15 BRIz

12
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HERCIIEEBERIHE LI 2B DWW TR I EIT o7z, Wb ETIRT 18~24 BT R S W72,
REERE KEARDDLL T D), (2). B)DNEICEN F & #Lx TRM LTz,

(1) MEFHRER HEEHR EDTA-2K

(2) MIRFRER PUREAl 7= BTN YL

() MIRACFRER FUEEHR ~ U

@M FIRE

B ROV T TOEBEZRE L, FUREHAIEL T/ BNy 2% W TERLZ
MmigsHMmEESBELC, 7 uba B U R B L OVER LRSS b R T FRAF U RMZRIEL, 20
DT B i3 HEE A &L T EDTA-2K Z AV TERILIZ MR TRIE L, BHBHREEIL. A RBE
OEHEE AV,

TH B BIEE i Rk

FRILEREX (RBC) ERIRYUR H A MR BB HTEE
XT-2000iV (Y ZAyJ R)

H Mm.2k% (WBC) BERL —FEHW-T7a—3 A AN —¥E  FLE

B I BRSEE mE . Rk

HAWR R M BR L =R (RET%) EE i

ff53% = (HGB) SLS ~EZub ik Gl

¥R mERARE (MCV) 2 (HCTx1000/RBC) il

n/R#(PLT) BRIRHUE LA Eills

~<h7V>ME (HCT) Gl A E

SR ER M 55R & S+ (HGB%1000/RBC) Eil=

(MCH)

S 5R 1fn Bk ofn £, 358 BT 28 (HGBx100/HCT) Eills

(MCHC)

EMEALER sy bR 7 T AF Yy SEHGELRR 4= B B i R 1 B E 2k

B2 (APTT) & CA-1000 (Y AAyIR)

7 abey b VR (PT) Cill il

BREBRTRRE FAR R LYYt RS

AR AR ML BR EL 3R (RET%) DEIE CTIE. EAERIESEAA O SEEZ R THRALNTZ ., RETY LA R
M ER S DHEIR R M BR %25 A E L T2hL 300 B R E TR O A ME (LK) THY ., FRIMEREUTEARIER R
P72 ehb, SRR MIC L RITER WML CF — 228 AL,

B E T RE

B REIZOWTLL T OE BEREL ., HFUEEHEL T~ U2 AW TR 72 MR 5 M
BHESBMUCRELE, 28, Bohz o —EiX R EEREICE 72K LE (T3, T4 BLD
TSH) I A EL THRERTE (CT0°CLUTF) L7zds, RO EFRER IO ZOMETORAEE O
RN, AR E L B IR IR BRI LS RIS SRV BT SN2 . BRI LVE B EILE
ML oT,
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HE RIEE iR

REARE(TP) by BB ERE ,
JCA-BM6010 (B AEF)

TV R EE (rALB) BCG i Eill=

7 hva—2E (Gle) ~¥/¥+—%"+G-6-PDH £ Gill=

Ay AFu— V& BE (TC) AV RFu—-VARV A - -HMMPS 3 Rk

N7 VEIA MR EE (TG) GPO-HMMPS, 7' Iv) 14 Eik il

VAR E IR E (PL) ) A¥ VA~ -DAOS 1 Gill=

RFBZERIEE (BUN) yV7—t'«GODH &N Tt #ER [FE

IVTF= VEFE (cre) Jaffé ¥& Gl

v =P IWAINFVANTFH =X IEME IFCC i G

(y-GTP)

TIVHY 75 A7 74—t & (ALP) GSCC & F_E

TANGE VERTI )N VAT 27— &M IFCC i El

(AST)

TI=0 TV v AT 27— &M (ALT)  IFCC ¥ Gl

FLER /K SR B% SR TE 14 (LDH) JSCC ALK TE Eills

SV AR E (Ca) OCPC & m.E

KB IVE VIR EE (thil) BEsRE EE=

R B (IP) )77 VERE BEE mE

REHEATR B (TBA) BERV ATV T m.E

A/G Lt &% (rALB/ (TP- rALB)) G

FNITAA A EE (Na) L4 ERBIE S HEERESITEE
EBA05 (AT N74-)

AT AL P EE (K) Gl Gl

A4 VIR (C)) mE mE

WEHBRBIUOREEE

PLF ORI S R BT~ " e — LMD ARREE T TR M U2 2 U OEY
1X~ R INEZ— )L NI ARREE T CRIMEFES R, 51 &EETR L,

X RENY) figE | B A BRRIOME

o
BB T R AR %5 42 AFEA 18~24 FFRAHE A
B8 812241 ‘ 148 15 B 18~24 FFRGME A

i3
pan vl HWE 4 BOZE 18~24 FFRGHE A
RRUIZBSR Uo7 6 (Rotk) 38R 26 BAEXM B EHE-T
YT TA N (e 54 T ERREIRR 1) ®E 42 BOER 18~24 FFRGME A
Y7 T4 Nt (R BLEH) =148 15 B 18~24 BfHe A

SHNTOVT, i, FIRBBS I O RU/IME, M. Dl FFI. B, MR, RIS RS L bk,
BT SR RIZE) 36 X OB 3E EERE 2 0) SR, FEOERERELL, /-, 2FI0, T, T
TR, R (N —F — ) B TEBLIUE TR, &8, PRBRIUESUME, B, DI ko
S PR, N, N, PRI, BIR. W, - TIEMR. 228, MR, BB AR, B, TEEVL N,
RBRAREY S <Hh L RSB LIk, BINZIR. RSB KOV, JRE, FH ., . BB, REREBLUK
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FREERE. BHA. ABME, FIR, BLUOWRETEZRIL, RFEL, ECBLS O/ R8T
15 cm AKEELA T OES T, KRE NI 10% R E R~V 3R 5 mL L TF2EALEEL THroLiE
LCREERICIRE L, BEBIORE HEII7 7RI B E (REMRFT 105 S ERL <)
BB L, TOMOBE HRRIT 10%FIERE L~V IERICEE LT,

7B Koy thBl 0 E EEMEITFHES R DRI LT,
OFREMESFRE

FIRUIZEH DI | BEBL U T I MEOR 5 T RFIR ClIxt RE e o N m A 2R OB ME
BERENE b Bl SPEORER T IR CIIRMEAT > T B RO N A BB O 5 Flicon
T, R FERENRBE RELUSRE B0 BILRIIER O~ b0 o4 V0 (HE) A%
TERIL R R L LT,

728, BEHBK T RO REI CHRBRME IR 5 ORI RRINTHE EBIc OV T, BB X
O B 5 FlEEE RS T ROFREI OV TH R AR E L ER L,
2) AR (F))
OHAEROBIE

W 0 BICAETFRBBIU T REEMEERN 2 T, MBI UNARTROF EBLEEL., ik
[ (B R B/ RIEER) X100, %], A VTSR] (HEE LR/ A HRIEE) X 100, %], HER[ (ERH
PEMER/STIRENER) X 100, %] B RO AR (HEARE/EIRS) X100, 1 2HH Lz, £z, WE
0~4 AET,.EA., —RIREBAEBEL, £FRELEC REEMEN L, FAERATFEL(FE
4B DERE/VEE 0 BOERE) X100, %1FHEH L, £AFRIZOWTIL, HE 0 BLO 4 AICHE
BIOEEFREL ., B LICHEREROEEELE N T5LL0I0, HE 0 BRLO 4 BITRBITAML
[ (ReA: R B/ A2 IR0 X 100, %12 F H L=,
@Ft

L RIIANREFHOFELBERUTHKRL., 10T ERESNL <V ABKICEELTREL, £7F
IRIIHE 4 BICAEEHORELBEL TeRTAT R AR TICRL ST TEHRL, NI
BOREOHEFBIELL,

6. T —& DIEHTIE

PEBHIDO T L= B DSEEE TR, ZIRIZOVVTIL Fisher DEBEERR EEIT o7 (BB
HE:5%) , SR E R EHORBMBFREFTRDOY L, U —R431F LT — %13 Mann-Whitney O
UKEIZEY, B2V — R OB EHENX Fisher DEHEERD F AR E IO BELOBMOEEE
REZAT -T2 (B EKLE:5%),

FOMDT —2i%, AR LB NI EHDV N litter ZEDFEIEL 1 EBALL, T4 NEND
DUVNIZDMDBEN TR LTz, O, BT OXIRD 2 BHOHBEITIE, £T F REEZITW. FEE
BROOLNARTIIL Student’s—t FREZEIT o7, F REICBWTEEEPROLNH AL, Aspin-
Welch BREHIT o7, MRITOXIRMN 3 LU EDBEI, S57°, Bartlett D FIEIC IV EFEOLSBO—H% -
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PEIZDWTIRE (B BKYE: 5%) 21T o7z, BB — R ThH o610, —Eﬁﬂﬁm GG (B
BKHE:5%) 21TV, BRICABEMESFED LN AL, Dunnett IEKIZEVS EHEZIT o772 (FREAK
¥e:5%), — 7. VTN DEETHED 0 L2158 B I OGBS — R TR o703581213. Kruskal-
Wallis DNENHE (BB KUE 5%) 21TV, HEEIZ A BEESEBOON-HE1Z1E, Dunnett BLDMREYE
XS EHBAAT o7 (B KYE:5%),

FRITBHENTEGO>ABRDOEREICREERETRVOHIBERVERTEEIZR DL
Mof=C¢&

2012 4= 10 A 4 B®D 11:00~14:26 (ZZEBEREOEH RBRDTZDITEEL . LUV MR
HENOBHANHLICHEL, FHED 11:00~14:30 IZZFHBIEIELEZ, LEL, WTFhOB)O—#iK
WEICHL ERERICERLZEEZLNAEERDLN T, £, BIEE (23.5~25.0C, 63.0~
T4.00) X REHAN Th o7 b, BRBR~DOE TN LWL,

2012 4= 10 A 26 H® 10:21~10:37(16 57[#) ., 14:156~14:16 (1 43 fH) BX V" 16:02~16:07(5 53

) T AR BAT AR BMEEL . AEOCBMREETENOBANMEZ -, LHL, WTFhoBmo—ik
RRESICERFRITERLIZEEZONAEITFROONT | HITITERF Tho7eZ b, R~
DRI EHIBT LT,

T B R EE B IR OB RERIERIOL, TRIER Y, — Y ~0BOIEIT., HLEkE
WT, BAEAICER T2 LH I TR, BB CITELERE AW 8mE S OB WIRICEIEH
r—V~EL, L, SRR, —VORBERE (v —RBRE) ORIEMEEFEEL, EER O
BTN BT EN 2T LD D, BB~ BT R W EHIBT LT,

I EBEOME 1 5 (BE S :F02014) 13, #HE 20 BAHY BICOBAHRIN-IE,1D, ZEH
RELEBORE R EOMICAL BdolebDLMBEINI, Lo T, YEBMITTIEHORER
FOBHEEOHE B SRR ENORBLL - MR H L LRI, Z b0 T —F I REBRAHE D
SEPBERI LT, 728, RBEOZOMOBY LM+ CEBBIH DT —FR3 /LN TWAIE
D5, RBREEO T ~D BTN T L7z,

ZOM, 7 RAHIENTERDST-RBROEEMEICEEL RIT TRV OHLER KR OB E
[Ty oY AV Sy bl | > ¢A i oY el

SERRLER

1. BB
1) —#i%4RHE& (Table 1~Table 4, Appendix 1~Appendix 4)

WIEIF 5O AIZ, 150 mg/kg BEDOIEATELMER ST lEREARFIL 50 mg/kg REDOZIELME 10 B ARE,
ROVBIEESNTZ, ZO%IZ, 50 mg/kg L EORETHREARBZEHRINN, BEHMK T HRITWER L,
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72720, 150 mg/kg BEDARELME 2 Bl L FEATEME 1 B CIiX, BB PHEEBBELZ ST, HIE, A%
BEMETEILENRE 3 BLY 1~4 BHBESI, ZD5L0OAZEME 2 5] (B3 :F04038,
F04044) TIX, HEHM FIZ RO S B EICE LT, ZOM, FHRWE R 5 LI EEORWE e
LT, Bifi%. FEERHDVIEEEHMOED 15 me/ke BEOME 2 1, 50 mg/kg BEDME 1 41, 150 mg/kg FED
1 BIBLOKELE 1 FlicRo bz, EEBRET IR E RS ORELRETHREEIT, Hie
bEEINR )T,

2) SRR IEREIEE (Table 5~Table 6, Appendix 5~Appendix 6)
MEHEDFEHIZMERBIEZ TIE, —RREBBETEENALLN 150 mg/kg BHEOREME 1 HlICEBHBE
UL EDPTROLNTM, R E R 5L AR E ML TR T AR IR b7z,

3){K&E (Table 7~Table 10, Appendix 7~Appendix 10)

BEHM P OmETIX, 150 mg/kg BEOFE 4 B OKES X RELVIREEZRLED, AEEITR
bivighole, EE B R ORETIE, 150 mg/kg HOEENGBELVEMELZRLEZS, ZhiX
150 mg/kg BBV T, M RBEIVEENEVBIMEZEIEBEICHLIZZENRRESE 2 b,

F 5 HAR P OAZEMETIE, 150 mg/kg BHEOEE- 4 BL 7 H OKENRHREEIVREEZ AU,
BEETRDONRD T, TR OIEZEME TS, 150 mg/kg FHDOERE 4 B OEEN X REEL
DIRMEZ R, AREETRDONRD o7, BHEHIM P O Tk, SR ER EOEEL
AT HEEOETRDbNRoT,

R P B I OB SR OM TIT. R ER S OEEL TR T 2HRECEIIRDLN
72T,

4)$E£EE (Table 11~Table 14, Appendix 11~Appendix 14)
BB R ORETIL, 150 mg/kg DR L 1 B (RE 1~2 B) OBEEEDSHBEHLLEBLTHEEIC

RTFLER, 5 7 B UBROEERINT, HBRME RS OZEIBOLNR T, EEMFA PO

Tik, R E &5 OB RS T ABEREOELITR DL oT,

B 5 EAR TP DAZEIME T, 150 mg/ke BEDHRE 1 B (%5 1~2 B) OB BN RELHLBRLTE
BIE T Uz, Fo, B 5 HIH P OIHEAEME TS, 150 mg/kg FHOKRE 1 A DOBEEED KRB LR
LTHBITIE T U, EE R R HEAEME CiE, 150 mg/kg BEDOITEIEA G B LV EEE R L2,
HFEETIZRDLNR T,

IHHREAR P B L OVHB IR PO CIL, SBRDER EOREL FR T OBEEOEITRDOLN
Tpole,
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5) MR E
ORIIZxH 2R EEB UG (Table 15, Appendix 15)

B G BRI ER L1277 TA TG BILRS  BWREA, BISRG. BIGIAL KT, IR
5. ERRS OBRETIL, FEREMHL S OHEV-TNWOBORENZEMICBOTHLEFITRDL
nighoiz,

@B HIE (Table 16~Table 18, Appendix 16~Appendix 18)

B B BRI R LRI L OB R DR /HIE Tk, FEREMEL B Tolfrt s | SR E R 50
B RETHE(MIRDONRD T,
 @BREFHEHE (Table 19~Table 21, Appendix 19~Appendix 21)

B B BACRI RN L= R 2B 2 & ol E D B BB B HIE Tl KEBBEIS L O s B4
[ EH IR E 1 5 D EE RE T HEITR DR T,

6) JR¥# (Table 22~Table 23, Appendix 22~Appendix 23)

FGHR R ORETIZ, 150 mg/kg FED TR T LA PREEN T REEL LB L CH BTN 23,
K EMRE OYE BT RBE L L TR B IO Db ol EOMOKRETE B ISR E &
5 OE BT AR IROONh T, BIEHIH P OH T, (R ER 50X EBL TR TS
ROBACITBES N2 o7,

52 D FERRBIME TId, 150 mg/kg FED 1 6 (BE 5 F06060) IZfRIE MASFED Hiv7=LAStH
I BRI E 5 OB R T AEAITBES N o T, Bl EIH  OFEAEME THL, #BRIYE
B 5D EEL R T ROENIIBEIN -T2,

7) MM (Table 24~Table 25, Appendix 24~Appendix 25)
OrEE)

B E MR T RORETI, RiBkEs L O 3872 50 mg/kg LA LD CxRBEL B LU THERIZ
IETFL7z, 150 mg/kg BETIXIDICA~IM Uy MERARITIE T L., fRIR MER LR H B ML,
F7-. 150 mg/kg B Tid, MCV BLUMCH 23 F EREE. MCHC 2 A BRIEEEZR LI, ZOM, 1&
PEALER Sy b R 7T AT ] (APTT) 28 50 mg/kg #f (FE#) 24.8 sec) BLN 150 mg/kg B (GEH
23.3 sec) THEICEMLIN, EEDOBLTIIRWIENSLEETIIRW LB LT, £7-, BBk
FACIX, 150 mg/kg BEDMEAERILE (F1Y 0.7%) St BEEIVEBICETL, RT7T —# 0% (TX
BHR) & TEo7, BEBLEZONAEMETFOETHoT,

T (P 55T BF) ABRE YT NE S SE#)+2SD
APTT 4 20 27.5 24.1-30.9
HFBRER LR 4 20 1.7 1.2-2.3

*: 2011 €F 4 A ~2013 48 3 AL G- FBROBEA T R (LA v HAK) 268 H
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Bl EARM T REDRETIL, 150 mg/kg BEZIRWT, ROBBOFEERE T, ~< U yME, MCV
BELO MCH OFEZEM, SOITITHRRMERLBEOF BRETAROLNR, AlERETD
EAIXEIEERIZH T,

OB

He 5 HR T RO 43l CH R M OEMITBRESI, FROMERBOFERME T 150 mg/kg #f, #
RIR BRSO A FA2 BN 50 meg/ke B EDBETHONIz,

B BRI TR ORI CIE, 150 me/kg BEDARMEIL, MAFBIUANTIIYy MEDS KRR
SHELTHERICE TL, MR MERL RIT A BTN, 72, R#EEO MCV BXO MCH #FE
72 E% R L, MCHC 138 BRMEEER LIz, IEHLBA I R T AF VB, T aha b B ]
BEUOHMERSEICH BB 32T,

B HA R T B D FEACELME Cid, 150 mg/kg FED MR, ~<rUyME, MCV 3L MCH 3%t
R L TR RICHIL, BiE R R4 D2 LIdHR LIz,

8) B BE KA (Table 26~Table 27, Appendix 26~Appendix 27)
Ot

B EHRKTREEORMETIX, 150 mg/kg B CHBEERCR/RIFE RO LLIMEEE /R, IERMEARIFRRE
FUMRARIEBRCR AR LL 3R AY 150 mg/kg B TR BRIV A RITHEMLT, Zofth, FRIFFEHRRHMID
BRI B LE B 2 bNDE B LEBOIRT R, iF P % B HEERIT 15 me/kg LA EORT, 4F
Bttt B REER B L OV SBRIT 150 mg/kg FE TROLN,

EE R T RO T, SR E R S ORBLEZONDFEARBMTRD LN o7z,
@tEENY)

B EHAEK T RO SHM T, 50 mg/kg LA EORETERERR/RIFERRZROLDMEMEEZTRL,
150 mg/kg BECHBREIVEBICE T U, £/, SRMERFIRE L ORI R AL & b 23
50 mg/kg LA EOBETH BRIV A BICHIMU, Z O, FRIFERRAIEOEIMEI BN EEE X
SNAIEERHROE T, FH B HEERIT 15 mg/kg UL EOEET, fF F % BB 150 mg/ke B
T, MREERIEKRAAEIL 50 mg/kg LA LDOFETRO LI,

e 5 BIRIHE T RSO ATILME D, 150 me/kg BEDBBEEGR/ AR D Hoas i FRREL LB CH A
IR T L. S5 RIFERE JUMAR FEERCR AR D & LL R 03 BICHE M UT-, DA, 150 mg/kg BED
HFHREREVL SEROE LR BBV A BEITR T L

[ BRI T B D FEATELME I, 150 mg/kg BEDORIE BEERD LR D % FREEE LB L CH EIZHE AN
L., fHE BN R ER B SO E MR IR DO BB F BITER T U, fEEKCR/IRFERRDLICHE R
Zi37ehoTz,
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9) MKAE(LF A (Table 28~Table 29, Appendix 28~Appendix 29)
OB

B 5 HARNE T R ORETIL, 150 mg/kg HORFREZRBENKBBIVEBIVETLEY, BHER
BT AELIXHDOETH o7z, ZDM, REEOEHEEY R ENFBICHEMUEAS, ZOMOIE R I
WBRER G ORELRETHEMIRO LN T,

[EE AR TEEORETIE, 150 mg/kg BEDOKREVLE L BEE DM BRI LB L TH B IR T L2,
BHETRETAE(MEITFEDOETHY , EDOMITHERME R 5O EEL RE T8 D bR
oz,

QR Y

B 5 AR TR OS5 TiX, 15850050 mg/kgBEDLDHD S FREELVEEERLIZS, HEZE
RO LI T, ZOM, 15 mg/keBEDERY L RED R RBEL LB L CHERICIE T LN, A&
R BELTIE B LTI o7,

# 5 BRI T R D FEATELMETIE, 150 me/keREDRE VAL U BE NSRBIV A BITE T LA,
BERMER G OREL TR T IEIFRD bR oT,

[EI15 EA R T RO FEAEOME T, 150 mg/keBEDLDHARTHREE LD SELZ RUTZN, BEEZEIRED
Sy VAvIEY i

10)23EEE (Table 30~Table 31, Appendix 30~Appendix 31)
OEEY

B 5K TROBETIL, SR EO A RIEF LB EEOEMNAFRO L, 150 mg/kg D
PRl E B2 RV A BICHEINUT, L% B 02 DMOFE L. HRWER 5 O BERE
THEEDOETFRD bR -T,

[EE AR T REORETIX, 150 mg/kg BEDIIRE RSB EERL ., B3 EES X REL L CF
BICHEMNUI, £, 150 mg/kg BEDRERMCEOIEILEE X DNAEXIEREOHBERIE T, %
BBIURER LA TROLNZN, MK EEICKTREELOZEII o Tz,

)0/

B SR T BED 3 1 Cld BRI E 0 A B L BB EE OB MR D B, 50 mg/ke
VL EDOBE T BREL LB CARITHMLT-, £7-. 150 mg/kg BEDLIE. IFEB LI OBIBOMES EE
DA% REES LEER L CAE BT, F DM, 15 BL O 50 mg/kg BEDEIE DRI EEN 5T BEEIZ
BLUCHEIZHEMLZ0, ARIERFELEEL TR o7,

B 5 BRI T B DFEATECMETIL, 150 mg/kg BEDOMIRE EOM, LER I UNHHO BEEL X REL
HERLTHRICHEML ., £DMOBE ICHRMEREDEEL R TEEOELIIFBDLNR
notz,

[E1 15 BRI A& T R D IEARRECME TIL, 150 mg/kg HOBIREENSHMEERL ., MxtEEN S BREE
BILCH BITHEINL 7228, RO RIEE B B LD EITRD T,
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11) FHRFTR (Table 32~Table 33, Appendix 32~Appendix 33)
OHEDF 54T BRI

&5 42 BOFBIZHIRUHEEY), <HBREE 7 61, 156 mg/kg #¥ 12 . 50 mg/kg Ff 12 HIRBIV
150 mg/kg B 7 BIOFIRET RILLL T DEY THD,

B I, BB RO ERIER LD’ 150 mg/kg B 2 BllZBIERS NI,

PR TIE, REUMEDS 150 mg/kg BED 7 il (261) IZH LIV,

& T, 15 mg/kg B 1 Bl TR IR AN AL,

FEE ERCIX, FRBMOE A E/HEA 150 mg/ke #ED 1 FICHLNN, STREO 1 FlIzbER
Do ThoTe,

@t EHEBZEA]

B8 15 BICHIRUI-HES) ., xTRREE 5 FIIRL N 150 mg/ke BE 5 FIOFIRRFT RIZLL T OB TH S,
BT, FHRIED KRB LAY 150 mg/kg FED 1 FlicHbiv, MR TIX, KEMEAS 150 mg/kg BED
2 FlicHbiTz,

T O, MRTEOES 150 mg/kg FED 1 FlBESNT,

QL GE DB 548 T W AR 5

HE 4 HOBBIZHRUMESY ., HEREE 12 1, 15 mg/kg B 11 #, 50 mg/kg B 12 BRIV
150 mg/kg B 12 FlOHEET RIZLLFO@Y TH D,

Pl CIx, KEUEDS 50 me/kg FFD 3 FIE 150 mg/kg FED 9 FliCBIEINT-, RO RBULB D
7z 150 mg/kg BED 1 B (BME S :F04048) TIL, FFBO BRIEICHET RO LM, FiolRE
FEREIZRE B s 3 AL, #1141 (B35 1 F04040) T, B8 RV EiD KRB AL T2,

BTk, ERRof, BT ERBEOEZEREZE/LA 150 mg/kg BED 1 HITEBEINZMA, FEROZE/IX
xHRREED 1 flichBIERS T,

BT, emd ik L, BEAx 2726153 150 mg/kg BD 2 Fl TR LI,

BB TiX, BBRE R 5 LIIBEORNVELEE X DNDIEN 15 mg/kg BED 2 Fl& 150 mg/ke
O 1 FNIERDBIIZ,

Z DA, 50 mg/kg BEIZIVNTHFIRO KB LA 1 F1, BIIRO/ N 2 B, BIROKEMLA 1 4,
156 mg/kg BHTRBWTHIORTEEAS 1 il (BE S F02017) IZALNTZH, Wb ARIEFE L
BT, RO /NEURIEIIHRRED | FlichBIERSh T,

@F4E

PEIR 26 BAEY BICHBR LIRS, 15 me/ke B 1 FIICREIIERDLNRD T2,
OV T I MEDEGHE T B EIHR 5]

¥ 5 42 BHOFBITHIRUTZFEAZELME, >t FREE 5 FlI LN 150 mg/kg # 5 BIOTIRRETRILLL T
BYThD,

Pl TIE . KEYEA 150 mg/kg BED 4 FliZBIEINT-,

B CIL. BB RIROZIERE L)Y 150 mg/kg D 1 FlICBIERS Tz,
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®©Y 7 A NED EIE B v

[E115 15 BICHIM LI FEASELME, XTFREE 5 FlR LT 150 mg/kg BE 5 BIDOFIET RIZL T O®EY Th
Do

BT, MO XREULEREHEEN 150 mg/kg D 1 HllCBIESN,

R CI, REEDS 150 mg/kg BED | FlCBIESNT, 723, BFRMBERE L7 gt REto
1 B (B4 5 - F05054) TEUERSIIZDS, PR E R EGRHCIIMEREL S | RIARDPT RITBIESh2h o
77 '

12) RERARRRSARE (Table 34~Table 35, Appendix 34~Appendix 35)
OHEDI G T WG

B R TEEIRAIOY D WREER I 150 mg/kg BED 5 FlIZOWTREBESZMEL EL ., &
DIZHRERE DR D RSV NITHE, MR, BB L OV EREIC VT, 16 BXLU 50 mg/kg BED
5 Bz oW THIR B FREL M LTz, ZOM, FIREFICRENBOONIH/EIC OV THRE
HRBFREEER LU, WEARRET RIX, L TORITHS,

FORAR I, 150 mg/kg #£D 1 B RFTEOMBEBRIBEZINT N, WHRDER 5OREER
4587 R CldZeh otz

DIETIE, 150 mg/kg BED 1 HlCT<EREDRIEMHIRIRE BN BEI N8, ZOMOBWIZEEEL
DFTRIX AR T,

T, 150 mg/kg D 2 BN MRIZIAKMIIDOERIPBREINTD, TBRERELTHo T2,

FFlgECi, #ash gL e v S —HIREDIGEERTIEED 50 mg/kg DL EDORECHIZEIN, 150 mg/ke
BECHIE ORI URREN S RBL LU TR RIS, £tz FANRE Bt O FBRa o fgih
. /NAZERER T OB S R E R 5B CERERSWED, SRR L CRE B LU E
DEITRIST,

BRI, FRHRIE L B ARARERFEDS 150 mg/kg BN 1 BFlITHLNIZN Wb IR ERZ L
THY ., BHRREFEIIR REED 2 FliobRDLNT,

g TIE, BEARILERBIUII ELS M RELE AR EH RO, TORENBAE
RILAENT 50 mg/kg LLEDEET, %ﬂiﬁjmli 150 mg/kg B TxFRRBEL LB L CHEBEIZEEML T, Tz,
TRIBBRTEIRDOIEIAS 150 mg/kg FETRDO LI, BB L CTRERBIOEERF BRI,

BRI, AR E OB B ERILED 50 mg/kg LLEDORECHIEIN, 150 mg/ke BECHERX
URRE DS R L LB L CR BTN L, ZOM, iR EMREE | Vo BRiIZE R L ORI 5
WER SR CBEIN, TOBREBIUREIIHRMEOEEELRETIHDO TR T,

FERCTIY, AR ZMEDS 150 mg/keg BED 2 B ABNIZN, Wb IBERZE(L ThH T,

FER BT, FIRRBHCE B AEEARD LN 150 mg/kg BED 1 FIBLUSHREED 1 Bl T
WEFENBEINZ LN, BEZABN o7z,

RISZAR T, BRI E OB &R e T A ELTRDLad 5Tz,
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KBEE B BETIX, REEROBIFALD 15 mg/kg L EDOFETRD B, 150 mg/kg HOBER LU
FEDSHBRREL LB L CH BTN,

OHEDEBEN

78 15 BIZERL-REEBI T 150 mg/kg BED 5 FlIC oW T, BEK TROTIREITHER
WE DEEN TR SN TR, Mg, BRI OB W OREBERFERESL R L, O,
HRFICE TSRO ONERE IOV THDREER AR E L M U7, BB R, LT 08y
Thb,

T, 7o —HROBEBRILED 150 mg/kg HD 1 FUIROLNI-A, T<EERLDT
Botr, Flo, HEHIBK T RIS AL NS E MIZ W TN L RRD D o7z, Z DM,
ARE B D FF AR ORER L., /NAZEIER LU HEMIQEESES 150 mg/kg B CEIEINI-H3, X REEL
L TR ERSIUEED IR T,

g CIL, BAaARILER L ORI EMAS 150 mg/kg FETROLNZN, M BHLLELTEER
T UBEEDZEI R -T2, 7o, SRR OIS 150 mg/kg FED 1 FIZFRDDILTZA, T<ERER
HDOTHHoT,

B Tld, IALRAE DB B EFILED 150 mg/ke BECHIESN., TOMMENKT BB CH
BTN LT, Z0, iFEEMERAED 150 mg/kg BECBIEINTD IBRMWE DR EL RETS
BERBIORBREILTIIRN-T,

BBETIL, RIFEROBE R 150 mg/kg BFED 2 HITEROHONTH, T<BREREN THoTZ,

R RE T, FIREHCRED HDILTZ 150 mg/kg BED 1 FIOREM THRBDOEMHIBESNI
@YD 54T RERI i

HE 4 BOB BICHIR LU BREEIS IO 150 mg/kg BED b HlITHOWT, IWEMERRE L EiEL T,
Z DML, FIREFIC RE VRO DN B OV THIREEBR P RE S B L7z, IR RiX, 2
ToO®BYTHS,

TEMATIX, TN EEFED 150 mg/kg BED 1 BITBEINT-, HREED 1 HlITh O R
ThoT,

FORARCI, 150 mg/kg BED 1 BICRFTHEOBIREMBS BRI N, RO E R EOEEL T
W4 AR R Tl oTz,

BalRCI, BRI/ IR BN 50 me/kg BED 2 FIEHREED 1 FICTHERBESNTD A
ThHo7,

FiCid, 150 mg/keg BED 3 FHTHHRRICIARABROEENREESNTN, TEBEREILThHoT, %
D, FIFREFIZ R @ SN A DI 150 mg/kg BED 1 il (BhE5 1 F04048) TIIMIED R FHEIEE D,
FERFREBNLLIE 15 meg/kg BO 1 il (BHE S :F02017) Tid. BEaARE S LMIaN~Ia
T —Y OREBRD LI,

PR CI . BESMEILAS 15 me/kg BL_EDBE, 79— MRS EEFIEED 50 mg/kg B EDORET
FNENBIESN, 50 mg/kg LA LOBETHE DMEE R IO 6 BEEL LI L TR BITHEINL T,
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F DM, FABRSE B D FFRES O SR RAAL., /NI ZERE 5 L O B AR AR B S B B 5 5B CIUR S h T
D, R EREL LR L CRERBIVEEDZEII R T, TIREHICITRDO B FEORDLN- 150 mg/kg
D 1 I (BE 5 F04048) TiX, BIRZEDFREEEICIR B DEIER BB EI N,

B CI, 150 mg/kg BED 1 B2 B EROTLEBHLN, WM E DO EL R 5L TIER
Dotz 728, TR BAEO R ERE L A bz 150 mg/kg #ED 1 #l (&S :F04043) &
JIR B BB R B AN A b Tz 150 mg/kg BED 1 4] (BhE B 1 F04048) IZ B 138 h o T,

g TIE. BAARIEERIUHAELAN BRELZ S AR EHTRDLNL, TORERN
50 mg/kg DL EDEE T BEEL L CTERIZHEM U, Fi2, REEEER OIS 50 mg/kg LA ED
FETRDOIL, 150 mg/kg BHOTRE B LOBHE D G AL LB L TH BICHBINLIZ, £ Db, 15 mg/kg
B 1 BITRED) > MBHLNTZN, AEIEFELZET R Tl oiz,

g I, AL RABE DB EAFEILED 50 mg/kg ML EOBECHEIN, 150 mg/keg BECTHERBX
OEE NSRBI TH BTN LTz, ZOM., iFEEMERBE BL OV R BRZ BN R E
BB CBESNIN, R E OB e 5L TIE RN =Tz,

BIE CIERIIFREOLN T, FIRIFIC KB LR AbIE 50 mg/kg BED 1 FlIZbRE 1Teh o7,

KERE B HETIL, RFROBEEIHERYE R G TROOI, 50 mg/kg LA EDORETHEN,
150 mg/kg BECRREEASKIIRAEL LEBR L CH RIS,

BT, SIRERCL RS RSN 15 mg/keg BED 2 FlL 150 mg/keg BED 1 HIOPRBIRTERNE
MR BEINT,

BT, FIRRERR N E AL LT 150 mg/keg B D 1 BlIZOW TR FEREL BHEL R,
B LBEHERINT,

@Y7 I MED I 5T e 1151

FEATHEME DT 54 T ER IR, 5 FRRE 5 KUY 150 me/ke BE 5 O ERAEMEAT RIZLL T 0@y
THD,

DBETIE, 150 mg/kg BED 1 Bl <EBRE O BAZHRENBEIN =2, OBz ELlo
AT RAXHDIIRD T,

i T, 150 mg/kg BED 1 BNZHHAICTRIRIM O EENBERSINZN, TBERELThHo T,

FFIgCIZ, RS E S v/ — MR BEERIEED 150 me/ke HTEEIN. BERIORERN
st FREEL LB L CR BTNz, 2 Ot FIARE B D FF AR D RE Ik /N ZEIE RS X OV B e
B 150 mg/kg BE BRSNS, SHREL B CREBIUHEEDZEII -T2,

g T, B BARILE BIUMESNE LA X EEL 160 meg/ke B TERO OV, 150 mg/kg FEDORES
MR R LB U CRRENF BISHEMUT, S/, RO 150 mg/kg BED 3 FI TR
DOV, RREEL R CTRERBICEEDOEII R oT,

BT, EALRME DB EEARILED 150 me/kg B TSI, HEBIURENSTREELLL
B CTHBICHEINU T, T DM, BEEDOFLE LD 150 mg/kg BED 1 HICEESNN, TREDE
b THoT=,
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KERE BT, FREFEROBIZALD 150 mg/kg BETROLI., TOHENXHRELLER L THEEIC
LTz,

@V T T A MEDEIE BN

B8 15 BICHIRR U FEASELME ., S BREED 5 FlIs L Y 150 mg/kg BED 5 FHIOWTIE, |5 TR
DF B CHRDE DE B RSN I, M. BB I ORI oW TREBRRFRES X
M7z, FRERARRRAT R, LT OBy Thd,

T, 7y R — D@ B EFEILED 150 mg/kg RETRRO LIV, SIS LURREA X BREEL L
L THBICHMUT, ot FIRE OO LI L OVINAZEIED 150 mg/kg FETH
BINTH, SR CREBIUHEEDZEIY 2 -T2,

BB TIE, BRI EBIOHENELD 150 mg/keg BETERD LN, M RHELILEL CTRER
FOHEEDEI o7,

BRI, IEALRAE OB EERILED 150 mg/kg BECEBIERIN., TOME R I UMERE SRR
CHBUTHEBICHEM LI, M, FEEERME, Vo N BROBEBLOMEOSEILE N
150 mg/kg B CHEIEININ, R B OB EERE T HELTITiRD Tz,

KERE B BETIE, FREBROBIZEAS 150 mg/kg BED 2 BFITRDONZN, TEERLEThH T,

2. ZETERE
DMEEHB I OSELRAE (Table 36~Table 37, Appendix 36~Appendix 37)

F 5B 150 mg/kg BED 2 BFITHEALOREPBILEINI-H, FRHEORZBRBIUEIREIL
Wb 100% Th oz, £ DMOEEDREE, FIRE, IOITITH G-I 0 F# 3 EEIF B 2. F
JEBRE B O R BRERR H £TO B EB LU EOMICER LR EBEHOERIERYER 5 OFEL
TR DEITIRO LD T,

2) HERBIOYEIREAR (Table 38, Appendix 38)
EIRIIA B L O HERICHEBRME R S ORBIIFRBO bR T,

3SR T R
SR, WTNOEL BIF ThoTo, T2, WT OB DOEFIRFEIZ OV TEH, BREIIEED

BT,

4) B ERBEBLOVERE (Table 38, Appendix 38)
B, BRBBIOERBICHEBRME R S OEEIIFRD LN -T2,
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3. &R

1) 4£7% (Table 38, Appendix 38)
FEVR S, B BB, R, IR HBESR, A HE 0 BREUETE 4 Bt B4R ER
RIHRYER G OEEIIFRD NI o, £ HE 0 BICERDARFRITBEINh o7,

2){&E (Table 39, Appendix 39)
HE 0 BREOWEE 4 BICHELZHAERKEIZ, MESOERBRMER G ORELRETIE
IR BNIRh o7z,

3) H4: IR #8122 (Table 40~Table 41, Appendix 40)
FTRBIOWE 4 BOAFEIROFB T, EETFEDLNR o707,

EE

MEHEZ > bOAZECHT (2 BREDBLIOAEHIR ., 2o N HETIIRREC AR T % 2B UTE 42 B,
MECIHERIR 2 8L CREM (WE 4 BETO)IC 2 ATy n& ) — VR ORE L, METYMZ
AR EREFEERBIOEEMSE, 2O NCAERABEBIOFHAERDORBICRIETHEIZON
THREILTZ,

l. RIE®REGEME

HEFR GO BT 150 mg/kg BED#HEE 50 me/keg LA EDOBEOMEIZRERPBESNT-, TEMED
2-(1-AF N hF )l )— D R0 2-tert-T7 "L ) — NP ORAER D% 5FHERBRIZBOTh,
HIEHE 5% D EBRPBEINTNEZLEN D, KRR THLNZREARIIZNOYEICIE L
BHRELEZOND, IDIT 150 mg/kg FHORE, RECHMEIB I OIHEREM TiX, B E 1~2 BOEHEE
METL, ®E 4 HOARFENME TEBAEZRLZIEND, ThobBRME R SOHBLEZ LIS,
LOLENE, Z0%OEEHBBIOEBEEICIRENROONT | &S 37 BICERLIZRREIC
BUWCHIEREME 1 I CRLAZONI SN ER EOEEBIIBEIN TV RNIEND, #
BRHEOFET, PIER S % ICRDMSEITILOLHEERIND, 12721, 150 mg/kg BED 5y Pl
2 B, HBRYWEORBEREGICIVEBREDIEREZEL ., RIS EIEL=28, 50 mg/kg BETIX
MED KN E R 518 DR BRPBEINI LD, MBI EIY IV EEERARELCT
WeE Z b,

BEHETROMBRFRE T, RORBOETH 50 mg/kg UL EOFEOHER IO L
150 mg/kg BEDIERELMEC, MEAFREEDE T 50 mg/kg A EDREDOHEL 150 mg/kg BEDIEHED

WEICBIEZ SN2 2D, TNO OB CIXE MARIL TV e RSN, Fio, MRIRMER LR D
HNAS 150 mg/keg FEDHEIS LU 50 mg/kg YA LDFED 53 #MES 5121 150 mg/kg BEDFEAIHLME THH
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A, RIS MR O TR B AR CIIBESME M, B B CIIARIFEROB AL, BHEBHRRE I EH
BRR/FRFEBRRD DK T RRBO LI, RO RIEBEFIR OIS 50 mg/kg LA EDOBEED s 1L
150 mg/kg BEDHER I OFERAME TEROLNTNAIEND, BHERRE ML CEMMEREI TTEL
TWEbDEHEREND, KERE B CILRIFEIROBIF KD 15 me/ke LU EDEEDOHER IO i
150 mg/kg BEDIEAELME TR LI, FRFBRMILOEINAEIFERIELL B Z SNALF % B3
ERLLROIE T 15 mg/kg LA EDOBEDHET, P EEREBREL R DR T 16 mg/kg LA EORED 1
HETRRODBIL TS, 72383, 15 mg/kg FED Rt 1 FilTAHLNZIFIEO A E Mmiz->VW Tk, RFC
MR MR AEEARD SN TVRNZ ENE, SR LI HEL ., R EDFET
TR NG LT,

B TROBEERNE T 50 mg/kg L EDFEDL MR KT 150 mg/kg FEDHER L VIR
HETH LN IR EEOBEMNIT, B EROTLE I B THRME DR ELEZLNS, F2.
150 mg/kg FED 53 M THOLNIFFIROFE T E & (44 33.993 mg/g) DIFINE FREDIEZEME THD
NIHFgOMeRT EE (F¥) 7921.6 mg) BLUMEXTE & (FH) 27.686 mg/g) DIBIL, WThbER
F—Z O (TRBMR) & LR >7-2E0 5, BN E MO TUE I B L HERSN T, 150 mg/kg Bf
D53l T BT DO AR E £ (3.489 mg/g) DM & IERTRME TH LI LB OHH B & (F
991.2 g) AEXIE R (FH) 3.461 mg/g) DEEANTHOUNTY O DR EERF B MIZH O T VU
B3, B MR A RO IERE R L COAATREMENE 2 BTz, 150 mg/kg BED /3 il CHLNZE
BRI EE (F¥) 7.026 mg/g) DML, FET —FOHH (TRBRB)NTHAZLN D, HBRWE
DEETII2VEHIT LU,

Gy B (B2 5-4& T HEF) FRER Lok YT ety ) +2SD
FFiBOFEXT EE 4 .47 32.488 31.309-33.668
DIEOEEE 4 47 3.313 3.076-3.549
R gD HE X B B 4 47 6.599 6.034-7.164

*: 2011 55 4 H ~2013 A 3 BIZEML7=0FA BRG] AR (B R AK) 2068

FEATECME (IR 546 T ) R H WINPT ) P +2SD
gD Hext B B 4 20 6931.8 6430.5-7433.0
RO EE 4 20 25.140 23.580-26.701
DO E & 4 20 883.5 815.5-951.5
RO A E & 4 20 3.210 2.989-3.430

*: 2011 £F 4 A ~2013 4F 3 AICEML7=OF & FBR DL REE (LR TR HAK) 268

BERTRIRAOREBMRMFZREND, 50 mg/kg YU EOHEORIL IS RME, 25121
150 mg/kg FEDFERELME THONIMEEDOEEERILEDHEM, gD v A —flani e Akt
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% . SHITIXBROTALRME OB EARILEIL, BOLEROIKERO~NED TV AREEZ LN,
BRI E &R 5 Lo R M RINT- LTSNS, F-. 150 mg/kg FEOLIGMEIZADNT-E
Fe D BALIZOWTIL, ERMHBESHEREINZIE0 D, IRMICX A B MAREES KL - 1E R EE
IZEALD RSN, HWEWED 2-T =& /=)L T, A aDERD o2 REMmo T
RV B SRILERN D ATP 2 &8, RIMEROBEMEZL T EHESN THDIEND, AERY
BHRBEOMFICIVENEZE UL OLHRIND, 0B, 2-T MLy ) — i3 BROEHEET
EFTHILLMEVINTVEY, ARRICB T AREEERB LR ROFEMABRFRE T, s
2R AT RITERO bl oTs,

B 54T WD MIRAALFRRA TIE. 150 me/kg FEORETEMY L RE (FH 6.9 mg/dL) 23HEANL .
ERT—Z (FRSB)POLBBLIN, BIROBIEREEL RIS T AEMERDLNTORNIEDD,
BRI E DFETITR WL,

HE (R E-HE T RF) ARER L+ T RIS 3) SE#5+2SD
I PR R 4 20 6.0 5.6-6.4
*: 2011 4E 4 B ~2013 4 3 B IZEML 70 RBR OBLA ST FRAE (A B K 2 F

BEMMP BT, REFNOLALT U EED 150 mg/kg BETHEMUZ2S, LRI AL
BB\ BRI DB B TR T AT LB BB TUVVRN T & D (BIEIR (L HIBT LT,

2. EEOEIEM

EEBIE PR ARITBESN R o7, BIEH T RO MK FHE TIE, 150 mg/kg BEDORETHR
MERE DX TRRDLNFDBRREEETD TN THY, FOME i RET A8V b EIE
BT,

[EE EARIE T DR BB PR E Tld, REK TRIICA LN TR L OB ROBa AR LA
150 mg/kg BEDHER I OIEREIMEI BRI N4, IR CORMIMEMITTERL , B RECORIFERDE
b B ERLONBEBINZOR THol, Tz, BEHBK T ROEHRE CLEBRDERS
DEBE R T HEIRD Dol enh | R EICLVF RIS EMMRED T, #&
B THTHONCEREICRDbOLHESNT,

3. TSR

B E R OERY, RERBICIERICERME R EOZELZ TR THELITRDOLNA
D3oTe, RN, HER, 2 RERIOHETREBICHERYER S OZEIIRDOON RN o7, £
7o, B BREBLOERRICOHERMER G O BIIBOONR 107, THHDTEND,
150 mg/kg FTORAEIL. BEMITETABMEERIBRNEEZOND, BIEWHED 2-tert-7 " =X
J=N2 R 2~(1-AF NIy ) — AP OAEFERAEBHRRICBOCHOEHEBMOEEAR., KRR
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TOZRREE S, IREAR. /b NI B IRIBEOIE B ITHEIIRO LN TR, =, HAERD
EERITGEE, SOIZIIEE 0 HRLIUWE 4 BOHARKEICH, SHBRWEREDOEEII A LN
Motz Z b, 150 mg/kg FTOREEIT, IRIHRICHBELR RIZS2NEeEZ LN,

4. BEBME ,
KERE B BEDOTR BB AL L AR BRI DN LD B BEER LR DK TS 15 mg/kg BEOHER
LOD G CROL NI e D MY O KE K 5 F IS 95 %% 4 & (NOAEL) X
15 mg/kg/day RiFLHIBrEnT,
150 mg/kg ETOAEITHREM~DAEFERMERL I HARA~DRAEFREEZRRTIE(LITRD
BRI T=Z b, ATFERAEBMEICK T ERMEEIL 150 mg/ke/day ZHIWrStiz,

SE R

D -5 =15 0)ms —oForEBCE 28 BRKERORSELERER. &
FEEERR#RE 10:117-123 (2003)

2) [R50 =5 - osobe RV s R DR B R R ARG
5% 9:449-460 (2002) ‘

3) Ghanayem, B.[. Metabolic and cellular basis of 2-butoxyethanol-induced hemolytic anemia in rats
and assessment of human risk in vitro. Biochem Pharmacol. 38: 1679-1684 (1989)

4) Tyler, T. R. Acute and subchronic toxicity of ethylene glycol monobutyl ether. Environ. Health
Perspect. 57: 185-191 (1984)

5) - 2-(I-AF NI ZE ) — N DTy M VSR AR 5/ 5 AR AR 10:131-
143 (2003)
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Annex A
BERESE 093-02635 https://www.siyaku.com/cgi-bin/gx.cgi/Appl.ogic+ufg...
BAFHS RS i 201247A3H
3 MAEMETEEARR
1t

Code No. 093-02635 -
2-AYTREITY/ =) (ZF LTI A-NT/ AV TFILIT—=FI)

BI&/ LR R—#&

Lot No. PER2952

ueE 500ml

BEEE RERRE FRIE

EE~ENCSITVEE,
REEHD] o

SN eRHORE SEIR O TR

EE(20°C) 0.891g/ml 0.887~0.895g/ml

EiTEn 20/D 1.4155 1.411~1.417

Vi&a 0.09% 0.2%LLT

B(CH3COOH& LT) 0.05%L(T 0.05% LT

EEFEEHNSLGC) 99.6% 97.0% U

BREFAH 2007/12/21 '

we | an |sescx| [N
BIEEFITES 9861464
1/1 : 12/07/03 14:09
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Annex B
SOP/CHE/001
$LABEME 2010484523 A
| #BEs | R-12-014 |
EERBERABRER
HRME : 2- (VT R ) — FABUEEA B : 201248104 1A
ay &5 : PER2952 HIEEAE : 2012481081 H

122 & . B REsAK

WNEE | JERE |FHRERE BE TR E{ASES
- BB (a) B (C) B/AX100 B/C X100

(mg/mL) | (mg/mL) (mg/mL) (%) (%) (%)

1 3.00 3.017 3.106 100.6 103.6 97.1

2 3.217 - 107.2 103.6

3 3.086 102.9 99.4

4 10.0 10.40 10.21 104.0 102.2 101.9

5 10.64 106.4 104.2

6 9.617 96.2 94.2

7 30.0 30.03 31.03 100.1 103.5 96.8

8 30.95 103.2 99.7

9 32.12 107.1 103.5

EROBST N QAR )

F3E BT B 090.0~110.0%, F7z, FREMEDIZL OB EFNENEHED0.0~
110.0%LAP3&9°3,
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Annex C

1. ERYMBEREOREROAESE

O EA%E

7 — Y BRI 3 G EE BT (FTIR-8300) S ERT
® BIESME

RIEFH 1k TR

e Fai 4000~400 cm™
® BIEFE

BB E L, 2T 2 DEAR (BRALH YD b) ORICERA BIET 5, MR, REFERD v 75
VRRINET D,

2. BE5RikhOBBRMESEAEE

O #HE
#X 857K (HPLCH) FoYepisR T3
7¥h=rL (HPLCH) FyeMigk T3
1,3 ARy — v (Foe—#k)  FotiisE T
© fEAME
B XK (R200D) PRI A

HAI e T 57 (GC) VAT I EEBIERT
FERER: GC-14B(HAZ/u<hs'57)  AOC-20i (& —hA2 =2 %) C-RTAE-IFZC-R7A plus
(F—Z AR )

@ WHEMEAREERIR (LU, IS k) DA%
1,3~ O F % — 10 megh RS BRICEY, TR =RNOLIZEAEL T20 mLE15, 202 mL%
v, 7Eh=r/LT100 mLET 5 (8910 pg/mL),

@ EERROFR
BRI ERI50 mgA ke BRIZ B, B KICHEMEL CIEMEIZ25 mLeL . EBHEFHK (892 mg/mL) &5,
ZOBYERIKLS, 1R VL5 mLEEREIZEY, REKEMZ TENFIIERMEIZ20, 10& 010 mLEL,
AR (F9150, 2008 X TN300 pg/mL, FBEn=1) 2RE T3, TNDOEHERK ISR E
1:4 W/V)DOEESTRAL., BIEAIEERIKET 5,

® FEHFHROFR
BEBIAED] mLEERIZED, ZREKTHEEARL, REROGBHEHNERDLCREHATRZ AR
B ZIHDFEHAR ISR Z1:4 (v/V)DOEIETIREL, HIEARBAR LT 5, HIEHREHRR
i3, BEREOBREGN=3THRE TS,

® BREBROERBIVCERERETPHEBRIERECRETN
HIE BEBRIR R L ORIE AEEREE P AIa< 57 40— 2 X0BIET 5, BIEFEERKIT
n=3THIEL. BOLN-ISO— 7 EBICK T 52-IBEOY — 7 EfE L T RE L i /N FyE
WXV EREVER T 5, BIEARBHRKIL., £n=1THIEL. BbN7-2-IBEO " —VERE 5.
FOREBBREANT, FEHNAKR T D2-IBEOREZRD D, I5IZ, HRBEERL CREBRIEF O
2-IBEREZEHL, ARNBEICTIEE (EE. %) BLOEAEREDEHEICITTIiEL 0%

%) EEMTD,
@D HARru<hTF77RIESM
R KFBRAZ A2 (FID)
7K F&60 kPa. Z2K.50 kPa, A7 T 7 H 230 kPa (~U174)
HTHT A TC-624 (& &30 m, PI££0.53 mm, fEE3.0 pm, GLY AT )
F¥U¥ A ~Y7 (100 kPa)
5 IR E 80°C (44) —30°C /45—250°C (253)
EAORERE 250°C
WA EIRE 250°C
AEHEAE 0.5 uL
ABHEA G K AV R (Y 7Y T HRER0.557)
A=V ETEER T =RV
T —EEE (s
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Annex C (continued)

VAT LADOE S SyHTEREARTIC, B R (59200 pg/mL) Z3[ENEEL . 2-IBED
2R B L OISIT T ALY — 2 A L DA SR U R = (R A F
NZENA3. 0% LN B L UES.0% AR THh AT E 2T T 5,
HEDOEYHF N
1) VAT AEAMICBTAY—7EFERE, -7 EBIIESEO R I EEZFOEEER TS, B —
JRFFRER OB MET, M AL TUMURLLITEMLE T, E—/ERE LB L NE D HE
I CTTUNEE LT BN ETERTD, T HEERZEIINEIAL NS TS
NI ETRD B,
2) FOftlx,. SOP/CHE/001IZHED,
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 1-1. General conditions of male rats

Group Number of males Days of administration
and general conditions 1 2 3 4 5 3 7 8 9 10 i 12 13 12 15 16 17 18 19 20 21 22 2 24 25
Prc Post Prc Post Prc_Post Pre Post Pre Post Prc Fost Fre Post Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post Prc Posl Prc Post Pre Posl Pre Post Pre Post Prc Post Prc Post Pre Post Pre_Post Pre Post Pre Post Pre_Post
‘Cantrol (vehicle: water for injection)  Number of males 12 12 1z 1z 12 1z 1z 12 12 12 12 1z 1z 1z 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1z 1z 1z 12 12 12 12 12 12 12 12 12 12 12 12 12 12
General appearance, No abnormality 12 012 12 12 12 12 12 12 iz 12 12 12 12 12 12 12 12 12 12 12 02 12z 12 §2 12 12 12 12 12z 12 12 2 12 12 12 12 12 12 12 12 iz 12 12 12 12 12 12 12 12 12
Exerction, Reddish urine o 0 0 0 0 0 06 0 6 0 0 0O © 6 6 0 0.0 0 O 0 0 0 06 0O 0O 0 O ©0 0O 0 0 O 0 0 0 0 0 0 0 0 0O 0 ¢ 0 06 0 O 0 0
Forclimb, Alopesia 0 6 0 86 0 0 6 0 0 06 0 06 0 0 0 0 6 0 0 6 0 0 0 06 0 0 0 0 0 0 0 0 0O 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2-1BE 15 mgkg Number of males T2 12 iz 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12 12 12 12 12 12 1z 1z 1z 1z 1z 1z 1z 1z 12 12 1z 1z 1z 12 12 12 12 12 12 12
General appearance, No abnormality 12012 12 12 12 12 12 12 12 12 12 12 12 12 12 f2 12 12 1z k2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 [2 12 12 12 12 12 12 12 2 12 12 12 12 12 12
Excretion, Reddish urine o 0o ¢ 0o o o 6 0 0 6 0 0 0 0O 0 O O O 0 6 0 0 O 0 0 O © 6 0 0 0 6 0 0 0 06 0 0 0 O O 0 0 6 0 0 0 0 0 0
Forclimb, Alopecia 0 0 0 0 0o 0 06 0 0 0 0 0 0 0 0 0 0 0 0 6 0 0 0 06 0 0 0 0 0 0 6 0 0 0 0 06 0 0 0 0 0 0 0 06 0 0 0 0 0 0
2-1BE 50 mgrkg Number of males 1z 1z 12 1z 12 1z 1z 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 (2 12 12 12 1z 12 1z 1z 1z 12 1z 1z 12 &2 12 1z 1z 12 12 12 12 (2 1z (2 12 12 12 12
General appearance, No abnormality 1212 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 12 02 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Excretion, Reddish urine 0 0 0 0 0 0 0 0 0 ] 0 0 0 ] ] 0 0 0 o 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
Forclimb, Alopecia 0 0 0 0 0 06 0 0 0 0 6 0 0 0 0 0 0 0 06 0 0 0 0 0 6 0 0 0O 0 0 0 0 0 0 0 0 0 0 0 06 0 0 0 0 06 0 0 0 0 0
Z1BE 150 mgkg Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 1z 12 12 12 1z 12 12 1z 1z 1z 12 1z 1z iz 12 1z iz 12 1z 12 1z 1z 1z iz iz iz 1z 12 12 iz 12 12 12 12 12 12 12
General appearance, No abnormality 12 012 00 12 11 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 12 1 10 uon
Excretion, Reddish urine 6 0 12 0 I © 0 0 0 0 © 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 O 0 0 6 0O 6 0 0 O 0 06 0 0 06 0 0 0 0 0 0 0 O 0
Forclimb, Alopecia 0 0 0 0o 0 0 0 0 0 0 ©0 0 0 0 0 0 0 06 0 0 0 0 0 0 0 6 0 0 0 6 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 1 1 1
Fre: imistration, Post: alter admnistrati (Continucd)
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 1-1(continued). General conditions of male rats

RERE S R-12-014

Group Number of males Days of administration

and general conditions 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Prc Post Pre Post Prc Post Prc Post Pre Post Pre Post Prc Post Pre Post Pre Post Pre
Control (vehicle: water for injection) Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 .12 12 12 12 12 12 12 12 12 12 12 12 7
General app earance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 7
Forclimb, Alopecia o 06 o o o0 ¢ 0 o0 o0 0 o0 o0 o O 0 O 0 O O O0 o0 O 0 O 0 0O O O 0o 0 0 0 0 0 O
Excretion, Reddish urine o 06 o o o0 © 0 0 0 O O O O O 0 O ¢ O O O 0 O O O O 0O O 90 0O 0 0 0 0 0 0
2-IBE 15 mg/kg Number of malcs 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
General app carance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 iz 12 12 12 12 12 12 12 12
Forclimb, Alopecia o ¢ o0 0o 0 0 ¢ 0 0o 0 0 0 0 0 O ¢ © O 0 O O O O O O o0 O O 6 o0 0 0 o0 0 O

Excretion, Reddish urine o ¢ o o o 0o 0 0 o0 o0 0O O O O O O O O O O O O O O O 0 0 O 0 0 0 0 0 0
2-1BE 50 mgkg Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
General app carance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 10 12 12 12 12 12 12 12 12 12 12
Forelimb, Alopecia ¢ 0 o o o0 0 0 ¢ O o0 ¢ 0 O 0 O O O 0 0 O O O O O 0 O O O 0o 0 o0 0 0 0 0
Excretion, Reddish urine ¢ 0 ¢ 0 0 0 o0 0 O 0 O 0 0 O O O O 0 0 O 0 O 0 O 2 0 0 O 0o 0 0 0 0 0 O
2-1BE 150 mg/kg Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 7
General app carance, No abnormality 1 11 1 1 o1 1111111111 11111 ote 1111011111111 7
Forclimb, Alopecia 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 0
Excretion, Reddish urine o o 0 0 0 0 0 O O ¢ O O 0 O O O O O 0 O t 0O O0 O 1 0 0 O 0. 0 0 0 0 0 O

Pre: Before administration, Post: afier administration.
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ABRE S R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 1-2. General conditions of male rats at the recovery period

Group Number of males Days of recovery
and general conditions 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
Control (vehicle: water for injection) Number of males 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
General appearance, No abnormality 5 5 5 5 5 5 5 § 5 5 5 5 5 5 5
Forelimb, Alopecia 6 0 o0 o o o0 0 0 O O O 0O o0 O0 o0
2-IBE 150 mgkg Number of males 5 5 5 5 5 5 5 5§ 5 5 5 5 5 5 5
General appearance, No abnormality 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
Forelimb, Alopecia 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral ad

Table 2-1. General conditions of female rats

Days of

Number of females

Group

21

20

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

12
12

19

17

16

15

14

12

and general conditions

12
12

12 12 12 12 12 12
12 12 12 12 12

12
12

12
12

12 12 12 12 12
12 12 12 12 12

12
12

Number of females

Control {vchicle: water for injection)

12 12 12 12 12 12 12 12 12 12 12 12 12

12

General appcarance, No abnormality
Excretion, Reddish urine

Lumbus, Alopecia

Skin, Pale skin

Excretion, Decrease in amount of feces
General appearance, Emaciation

Behavior, Decrease in locomotor activity

Excretion, No-feces

Fur, Hair, Coat, Piloerection

Number of females

12 012 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12 12 12 11 1
12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

12

12
12

2-IBE 15 mykg

General app carance, No abnormality
Excretion, Reddish urine

Lumbus, Alopecia

Skin, Pale skin

Excretion, Decrease in amount of feces
General appearance, Emaciation

0

Behavior, Decrease in locomotor activity

Excretion, No-feces

Fur, Hair, Coat, Pil
Number of females

12 12 12 12 12 12 12 12 12 12 12 12 12
12

12
12
0

12
12
o

12 12 12 12
12 12 12 12

12
12
0

12
12
0

12 12 12 12 12 12 12 12
12 iz 1

12
12

2-IBE 50 mgkg

General appearance, No abnormality
Excretion, Reddish urine

Lumbus, Alopccia
Skin, Pale skin

Excretion, Decrease in amount of feces
General appearance, Emaciation

Behavior, Decrease in locomotor activity

Excretion, No-feces

Fur, Hair, Coat, Pil
Number of females

12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12 N
10 10 2

12

2-IBE 150 mgkg

General appearance, No abnormality
Excretion, Reddish urine

Lumbus, Alopecia

Skin, Pale skin

Excretion, Decrease in amount of feces
General app carance, Emaciation

Behavior, Decrease in locomotor activity

Excretion, No-feces

Fur, Hair, Coat, Piloerection

fon.

Post: after

Pre: Before
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 2-2. General conditions of female rats, satellite group

Growp Number of females Days of
and general conditions 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 Prc Post Prc Post Prc Post Pre Post Prc Post Pre Post Prc Post Prc Post Pre Post Pre Post
Control (vehicks: waler for injection) Numiber of females 10 10 10 10 10 10 10 10 10 10 10 10 10 10 0 10 10 10 10 10 10 10 10 0 0 10 10 10 0 10 W 10 10 10 10 10 10 10 10 10 10 10 18 10 10 10 10 10 10 10
‘General appearance, No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 1 10 10 10 10 10 10 0 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
Excretion, Reddish urine 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 ] o o 0 ¢ 0 0 0 1] 0 0 0 0 0 0 o ] 0 0 0 1] 0 0 ]
Excretion, Decrease in amount of fuces 0 0 0 0 0 0 0 0 0 0 0 ] 0 0 0 0 0 0 0 0 0 o 0 0 ] o L) 0 0 0 o 0 0 0 0 0 0 0 o 0 0 0 0 o 0 0 ]
Skin, Pale skin 0 0 0 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 i 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

2-IBE 150 mykg Number of females 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 W 10 0 10 10 10 10 [0 & 10 0 10 10 10 10 10 10 10 10 10 10

General appearance, No abnomality 10 10 o0 10 8 9 (0 10 10 10 10 10 10 10 (0 (0 10 10 10 (0 10 10 ¢ 10 10 10 10 10 10 § 0 10 10 @ 10 10 0 0 10 10 10 10 10 10 10 0 16 (0 (10 10

Excretion, Reddish urine 0 o0 10 0 1 o ¢ o o0 o 0 o0 0 0 0 0 0 0 0 0 6 0 6 0 0 0 0 O o ¢ o o o ¢ 6 0 0 ¢ 0 0 ¢ 0 0 0 0 © O0 O 0 O

Excretion, Decrease in amount of feces 0o 0 o o 1 1 ¢ o o 0 0 0 0 0 0 0 0 0 0 ¢ 0 0 0 0 0 0 O O o ¢ o o 0 ¢ 0o 0 0 o 0 ¢ 0 0 0 0 0 O O O 0 O

Skin, Pale skin 0 0 0 0 0 1 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 0 0 0 4 0 o 4 0 0 0 0 0 0 0 0 0
Pre: Befc inistration. Post: afler islrali

(Continued)
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 2-2(continued). General conditions of female rats, satellite group

Group Number of females Days of administration
and general conditions . 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
Pre Post Pre Post Prc 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 Prc Post Prc Post Pre
Control (vehicle: water for injection) Number of fermales 10 0 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 10 10 10 5
General app carance, No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 1¢ 10 10 110 10 10 10 10 10 10 10 5
Excretion, Reddish urine 0o 0 0o 0 0 0O O O 0O O 0 0 O O o0 ©0o ©0 0 0 O O O 0 O O0 0 0 O 0 0 0 0 0 0 ©
2-IBE 150 mgkg Number of females 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 5
General app earance, No abnormality 10 10 10 10 10 10 10 10 10 10 8 10 9 10 10 100 8 10 10 10 9 10 10 10 9 10 7 10 10 10 9 10 10 10 5
Excretion, Reddish urine 0o ¢ o0 O O O 0O 0 O © 2 O0 1 O o0 O 2 ©0 O O0 1 0 O0 O 1 0 3 © 0 0 1 0 o o0 o

Pre: Before administration, Post: afier administration.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 2-3. General conditions of female rats at the recovery period

Group Number of females Days of recovery
7 8 9 10

and general conditions
Control (vehicle: water for injection) Number of females

—
—
—
[ o]
—
w
—
N
—
(9]

General appearance, No abnormality
2-IBE 150 mgkg Number of females '
General appearance, No abnormality

L |l n]—
W | o
Wb |k ] w
L Ll ks
Wh |k ok
W Ll |
W | n
W i
th i n
thh i
W |k i
W h|h
h ik
K D i
L |k
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REAE S R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 3. General conditions in dams during pregnancy

Group Number of dams Days of pregnancy
and general conditions 0 1 2 3 4 5 6 7 8 9 10 11 12 13
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: water for injection) Number of dams 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
General ap pearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Forelimb, Alopecia. o 0 o0 o0 o0 0 0 0 0 0 0 O o 0 o 0 0 o 0 0 0 o0 o0 6 0 O
Tail, Distal, Black. o 0 o 0 o0 0 0 0 0 0 0 O o 0 o0 0 0 o 0 o0 0 o0 O O 0 O
Lumbus, Alop ccia, o 0 ¢ 0 0 0 0O 0 O 0 0 O o 6 o 0 0 o 0 o0 O o0 0 0 0 O
Excretion, Reddish urine, 0 [} 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Neck, Alopecia, o ¢ 0 0 0 0 0 0 0 0 0 O 0o 0 o0 0 0 o ¢ 0 0 0 0 0 0 O
Skin, Crust formation, 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Fur, Hair, Coat, Piloerection. 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
Skin, Pale skin. o ¢ o o 0 0 0O 0 O 0 0O O o 0 o0 0 o0 o 0 o0 o0 0 0 0 o0 O
Excretion, Decrease in amount of feces. 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

2-IBE 15 mgkg Number of dams 1 1 1 111 o111 11 1 1t 11 111 1 1 1 o1 11111t
General ap pearance, No abnormality 11 1 1 11 1111111t 11 1 11 1 1 1t 10 10 10 10 9 9
Forclimb, Alopecia. 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 1 1 1 2 2
Tail, Distal, Black. o 0 0 ¢ 0 ¢ 0 0O O O 0 O ¢ 0 o0 0 0 0 o0 0 O
Lumbus, Alop ecia. 0 0 0 0 0 0 0 0 0 0 0 0 [ 0 0 [} 0 0 0 0 0
Excretion, Reddish urine, 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Neck, Alopecia. ¢ 0 o0 0o 0 o0 0 O O 0 0 O ¢ 0 o0 ¢ O o0 o0 0 O
Skin, Crust formation. 6 o0 0 o0 o0 O 0O 0 O 0 O0 O o 0 0 ¢ o0 O o0 o0 O
Fur, Hair, Coat, Piloerection. 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Skin, Pale skin. o 0 o0 o 0 0 0 O O 0 0 O o 0. o0 0 0 O O 0 O
Excretion, Decrease in amount of feces. 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

2-1BE 50 mgkg Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

=
-
=
_
-
=
=
Y]
-
Y]
[~}
)
o
_
I~}
I
I~}
)
_
Iy
I

General ap pearance, No abnormality

Forelimb, Alopecia. 0 0o 0 0 0 o 6 0 o0 0 O 0 0 0 0 0 0 0 o0 o 0
Tail, Distal, Black. 6 o0 0 o 0o ¢ o0 0 O 0 0 O o 0 0 0o 0 0 o0 0 O
Lumbus, Alopecia. 1 1 1 1 1 1 1 1 1 1 0 0 0 0 0 0 0 0 0 0 0
Excretion, Reddish urine, 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Neck, Alopecia. 0 0 0 0 0 ¢ 06 0 o0 o0 O 0 0 0 [ 0 0 0 0 o0
Skin, Crust formation. 0 0 0 0 0 0 0 0 0 0 0 0 0o 0 0 0 0 0 0 0 0
Fur, Hair, Coat, Piloerection. 0 0 0 0 0 0 0 0 0 0 0 0 0o 0 0 0 0 0 0 0 0
Skin, Pale skin. ¢ 0 0 o0 0 0 0 O O 0 0 O o 0 o0 0 O 0 o0 0 O
Excretion, Decrease in amount of feces. 0 0 [i] 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2-IBE 150 mgkg Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

—_— —_ —_—
Oooooooo—-:;oooooooooNNooooooooo:_ocoooooooNN

—_— —_— —_— —
cocoococo~r~gShloecocoocoocnogplercreco oo ol djcooooco oo Oolnn

cooooooo—~IRloco oo ooognleceoccc o oo o
Oooocoooo~DGlococoocococoo0ogRlooococococ oo
cooococooo—~IlRloecoocoooocooggRlecooc oo oo
cooocooocco~IGlocooocoocoogplococcoccococo o
coooocooco~I Koo olnlecocecoco o oo o

General ap pearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 o 10 10 9 9 9 9 7 9
Forelimb, Alopecia. 0 0 0 0 0 0 0 0 0 0 0 0 1 1 1 1 1 1 1 1 1
Tail, Distal, Black. o 0 0 o0 0 O O O O 0 0 O 1 1 1 2 2 2 2 2 2
Lumbus, Alopccia. o 0 0 o0 o o0 o0 O 0 O 0 0 o 0 0 0o 0 0 O0 0 O
Excretion, Reddish urine. o 0 0 o0 o 0 O O O 0 0 O o ¢ o0 o0 0 1 0 3 0
Neck, Alopecia. o 0 0 o0 o o0 o0 O o0 O O0 O o 0 0 0 0 0 o0 1 1
Skin, Crust formation. 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 1
Fur, Hair, Coat, Piloerection. o ¢ o0 0o 0 0 0O 0 0 o0 0 O o ¢ 0 0 o0 o0 0 1 1
Skin, Pale skin. o 06 o o o o0 o 0 0 o0 O O o 0 0o o0 o0 o0 0 1 1
Excretion, Decrease in amount of feccs. 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0
Pre: Before administration, Post: after administration, {Continucd)
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HERE S R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 3(continued). General conditions in dams during pregnancy

Group Number of dams Days of pregnancy
and general conditions 14 15 16 17 18 19 20 21 22 23 24 25 26
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: water for injection) Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 5 5 0 0o 0 0 0 (U]
General appearance, No abnormality. 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 5 5 0 o0 o0 0 O 0 O
Forelimb, Alopecia. 12 12 12 12 12 12 12 12 12 12 12 12 12 122 12 12 5 5 0 o0 O0 ©O0 o6 0 O
Tail, Distal, Black. ¢ o o ¢ o o © 0 0 0 O O O O 0 O O O O O O O O o0 O
Neck, Alopecia. o 0 o o o 0 0 0 0 0 0o O O O 0 O O O 0o O O O O O O
Fur, Hair, Coat, Piloerection. 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0o 0 0o 0
General appearance, Emaciation. 0 0 0 0 o 0 o o0 o0 0 0 0 O 0 0 0 0 0 0 0 0 0 0 0 0
Skin, Pale skin. o o o o 0 o0 0o o0 o 0 o0 O O 0 O O O O 0 O O O O 0 0
Excretion, Decrease in amount of feces. 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
Excretion, Reddish urine. 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 o0 0 0 0 0 0 0 0 0
Skin, Crust formation. o ¢ 0 o0 o0 0 0O O o O o0 O o 0o 0 O 0 o0 O 0 0 O0 0 0 O
2-1BE 15 mgkg Number of dams it 1111114111111 o110 10 10 105 s 0 0 0 0 0 0 0
General appearance, No abnormality 9 9 9 9 9 9 9 9 9 9 9 9 8 8 8 g8 4 4 0 0o 0 0 0 0 0
Forelimb, Alopecia. 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 21 1 0 0o 0 0 0 o0 o
Tail, Distal, Black. o 0 o o0 o o0 o0 0o o0 0o © 0 o0 0 0 0 0 0 o0 O O 0 O 0 O
Neck, Alopecia. o 0 o o0 o o0 o0 o0 o0 o0 0 O o0 o0 0 O O 0 O ©O0 O O O O O
Fur, Hair, Coat, Piloerection. 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 o 0 0 0 0 o
General appearance, Emaciation. 0 0 0 0 0 0 0 o0 O 0 0 0 0 0 0 0 0 0o 0 0 0 0 0 0 0
Skin, Pale skin. o o0 o0 o0 o0 0 0 o0 0o © 0 O o0 o0 O O O O O o0 O O 0 o0 o
Excretion, Decrease in amount of feces. 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Excretion, Reddish urine, 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0o 0 0 0 0 0
Skin, Crust formation. o o0 o0 O o0 0 © o0 0o o o 0 o o0 0o O O OO 0 o0 0 O 0 0 o
2-1BE 50 mgkg Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 7 7 O O O O O O O
General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 7 7 O O O O O O O
Forelimb, Alopecia. 0 0 0 0 0o 0 o0 o0 O 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Tail, Distal, Black. o o0 o 0 0 0 ¢ 0 0 0 0O O 0 O©0 0o O 0O O o0 O O 0 O 0 O
Neck, Alopecia. o 0 o0 o0 o0 0 6 0 0 0 0O O 0 O O O O O o0 O O 0 O 0 O
Fur, Hair, Coat, Piloerection. 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0o 0 0o 0 0 0 0 0
General appearance, Emaciation. o 06 ¢ o0 o o0 ¢ 0 o0 0 0 O 0 © 0 o0 0 O 0 o0 O 0 O 0 O
Skin, Pale skin. o 06 o0 0 o o o© 0 o0 0 0o 0 0 OO O O O 0O O O O 0 0 0 O
Excretion, Decrease in amount of feces. 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0o 0 0 0 0 0 0 0
Excretion, Reddish urine, 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 [ 0 0 0 0 0 0
Skin, Crust formation. 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2-IBE 150 mg/kg Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 5 5 O O O O O O O
General appearance, No abnormality 8 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 4 4 0 0 0 0 0 0 0
Forelimb, Alopecia. 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 0 0o o0 0 0 o0 O
Tail, Distal, Black. 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 0 0 0 O 06 O 0 o0 O
Neck, Alopecia. 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 0 0 o 0 o0 o0 o0
Fur, Hair, Coat, Piloerection. 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 0 0 0 0 0 0 0 0o 0
General appearance, Emaciation. 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 ¢ 0 0 0 0o O O0 O0 O
Skin, Pale skin. 1 1 1 1 1 1 1 1 1 1 1 i o o 0 0 o0 0 0o 0 0 0O O0 o0 O
Excretion, Decrease in amount of feces. 1 0 1 1 1 0 1 0 1 0 0 0 0 0 0 o o 0 0 0 0 0 0 0 0
Excretion, Reddish urine. 2 0 1 0 1 0 0 0 0 0 0 0 O 0 O © 0 0 0 0 0 0 0 0 0
Skin, Crust formation. 1 1 1 1 o 0 0 O 0 0 0 0O O 0 0 [ 0 0 0 0 0 0 [
Pre: Before administration, Post: after administration, {Continued)
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 4. General conditions in dams during lactation

Group Number of dams Days of lactation
and general conditions 0 1 2 3 4 5
Pre Post Pre Post Pre Post Pre Post Pre Post Pre
Control (vehicle: water for injection) Number of dams 10 10 12 12 12 12 12 12 12 12 12
General appearance, No abnormality 10 10 12 12 12 12 12 12 12 12 12
Forelimb, Alopecia. 0 0 0 0 0 0 0 0 0 0 0
Tail, Distal, Black. 0 0 0 0 0 0 O 0 0 0 0
General appearance, Emaciation. 0 0 0 0 0 0 0 0 0 0 0
Neck, Alopecia. 0 o0 0 0 0 0 o0 0o o o0 o0
Fur, Hair, Coat, Piloerection. 0 0 0 0 0 0 0 0 0 0 0
Skin, Pale skin. 0 0 0 0o 0 0 0 0 0 0 0
2-IBE 15 mg/kg Number of dams 8 g 11 11 11 11 11 11 1t 11 11
General appearance, No abnormality 7 7 9 9 9 9 9 9 9 9 9
Forelimb, Alopecia. 1 1 2 2 2 2 2 2 2 2 2
Tail, Distal, Black. 0 0o 0 0 0o 0 0 0 0 0 o
General appearance, Emaciation. 0 0 0 0 0 0 0 0 0 0 o0
Neck, Alopecia. 0 0 0 0 0o 0 o0 0o 0 0o 0
Fur, Hair, Coat, Piloerection. 0 0 0 0 0 0 0 0 0 0 0
Skin, Pale skin. 0 0 0 0 0 0 0 0 0 0 0
2-IBE 50 mg/kg Number of dams 8 8§ 12 12 12 12 12 12 12 12 12
General appearance, No abnormality 8 § 12 12 12 12 12 12 12 12 12
Forelimb, Alopecia. 0 0 0 0 0 0 0 0 0 0 0
Tail, Distal, Black. 0 0 0 0 0o 0 o0 0o 0 0 0
General appearance, Emaciation. 0 0 0 0 0 0 0 0 0 0 0
Neck, Alopecia. 0 0 0 0 0 0 O 0o -0 0 0
Fur, Hair, Coat, Piloerection. 0 0 0 0 0 0 0 0 0 0 0
Skin, Pale skin. 0 0 0 0 0 0 0 0 0 0 0
2-IBE 150 mgkg Number of dams 9 9 12 12 12 12 12 12 12 12 12
General appearance, No abnormality 7 7 9 9 9 9 9 9 9 9 9
Forelimb, Alopecia. 0 0 1 1 1 1 1 1 1 1 1
Tail, Distal, Black. 2 2 2 2 2 2 2 2 2 2 2
General appearance, Emaciation. 1 1 1 1 1 1 1 1 1 1 1
Neck, Alopecia. 0 0 1 1 1 1 1 1 1 1 1
Fur, Hair, Coat, Piloerection. 1 1 1 1 1 1 0 0 0 0 0
Skin, Pale skin. 1 1 1 1 0 0 0 0 0 0 0

Pre: Before administration, Post: after administration.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 5. Detailed clinical observations of male rats

Initial number
Findings Group of Days of Days of recovery *

animals ) 8 15 24 30 36 42 7 14

[Postuze in home-cage] Control (vehicle: water for injection) 12 ob 0 0 0 0 0 0 0 0
Crouching position 2.IBE (15 mg/kg) 12 [ 0 0 [ [ [ [
2-IBE (50 mg/kg) 12 0 [ 0 [ [ [ [

2-IBE (150 mg/kg) 12 [ [ 0 0 0 [ 0 [ 0

[Locomotor in home-cage] Control (vehicle: water for injection) 12 ob 0 0 0 0 0 0 0 [
Decrease in locomotor activity 2IBE (15 mg/kg) 12 0 [} 4 0 0 0 0
2-IBE (50 mg/kg) 12 [ o [ 0 0 [ 0

2-IBE(150 mg/ke) 12 0 0 [ 0 [ 0 0 0 [

[Hndling behavior] Control (vehicle: water for injection) 12 ob 0 0 0 0 0 0 [ [
No resistance 2-IBE(15 mg/kg) 12 [ 0 [ 0 [ 0 [
2-IBE (S0 mg/kg) 12 [ 0 0 0 0 0 0

2-IBE (150 mg/kg) 12 [ 0 0 4 0 4 4 [ [

[Heart beats] Control (vehicle: water for injection) 12 ob 0 [ [ [ 0 0 0 0
bradycardia 2-IBE (15 mg/kg) 12 0 0 [ 0 0 0 [
2-IBE (50 mg/kg) 12 [ 0 ] [ o [ [

2-IBE (150 mg/kg) 12 [ 4 [ [ 0 0 [ [ [

[Body temperature} Control (vehicle: water for injection) 12 ob [ 0 L] [ 1] [ 0 0
hypothemia 2-IBE (15 mg/kg) 12 0 1] 0 0 0 0 0
2-1BE (50 mg/kg) 12 0 0 0 0 0 0 0

2-IBE (150 mg/kg) 12 0 [ [ 0 0 0 [ 0 [

[Fur] Control (vehicle: water for injection) 12 ob 0 0 0 0 0 0 0 0
Moist fur 2.IBE (15 mg/kg) 12 0 [ [ [ [ [ 0
2-IBE (50 mg/kg) 12 0 [ [ [ [ [ 0

2-IBE (150 mg/kg) 12 ) [ [ 0 [ [ 0 [ ]

[Skin color/Mucuous membransc] Control (vehicle: water for injection) 12 ob 0 0 0 0 0 0 0 )
Abnomul 2-IBE (15 mg/kg) 12 ° [ [ ] [ [ 0
2-IBE (50 mg/kg) 12 [ [ 0 ] ] [ 0

2-IBE (150 mg/kg) 12 [ 0 [ ] ] [ 0 [ 0

[Lacrimation} Control (vehicle: water for injection) 12 ot 0 0 0 0 0 0 0 0
observed 2-IBE (15 mg/kg) 12 0 [ [ ] [ [ 0
2-IBE (50 mg/kg) 12 [ 0 0 [ [ [ [

2-IBE(150 mg/kg) 12 ] 0 [ ] [ [ [ 0 0

{Pilocrection] Control (vehicle: water for injection) 12 o? [ ° 0 ) [ 0 0 [
Slight 2-IBE (15 mg/kg) 12 [ [ ° ] [ [ [
2-IBE (50 mg/kg) 12 [ 0 0 ] [ [ [

2-IBE (150 mg/kg) 12 o [ 0 ] [ [ [ [ 0

[Respiratory rate] Control (vehicle: water for injection) 12 ob 0 0 0 0 0 0 0 0
Hypopnea 2-IBE (15 mg/kg) 12 0 [ [ 0 0 0 0
2-IBE (50 mg/kg) 12 0 0 ] 0 0 0 [}

2-IBE(150 mg/kg) 12 [ 0 [ 0 0 [ [} [ 0

[Stercotypy] Control (vehicle: water for injection) 12 0 b 0 [ 0 0 0 [1] 0 0
observed (rearing) 2IBE (15 my/ke) 12 0 [ 0 0 0 [ 4
2-IBE (50 mg/kg) 12 0 0 [ 0 0 0 [

2-IBE (150 mg/kg) 12 2 [ 1 0 0 0 0 [ [

® the recovery test was performed in S animals for cach of the 0 and 150 mg/kg groups
" Values represent number ofaninals with the findings.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 5(continued).Detailed clinical observations of male rats

Initial number
Findings Group of Pre-treatment Days of treatment Days of recovery 3

animals 8 15 24 30 36 42 7 14

{Urination] Control (vehicle: water for injection) 12 1 b 0 1 0 i 0 0 0 0
(frequency/30sec) 2-IBE(15 mg/kg) 12 0 1 0 1 1 1 0
2-IBE (50 mg/kg) 12 1 4 0 1 1 2 2

2-IBE (150 mg/kg) 12 4 2 2 1 0 3 1 0 0

[Defecation] . Control (vehicle: water for injection) 12 0 b 0 0 0 0 0 0 0 0
(frequency/30sec) 2-IBE (15 mg/kg) 12 1 0 0 0 0 0
2-IBE (50 mg/kg) 12 0 0 0 0 0 i 0

2-IBE (150 mg/kg) 12 3 1 1 0 2 0 0 0 0

? the recovery test was performed in 5 animals for each of the 0 and 150 mg/kg groups
® Values represent total score of each group.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 6-1. Detailed clinical observations of female rats

Initial nuwber
Findings Group of Pre Days of: The lactation period

animals 8 15 24 30 36 )

[Posture in home-cage] Control (vehicle: water for injection) 12 0 0 0 0 [] [] 0 [/ ¢))
Crouching position 2-IBE (15 mg/kg) 12 0 0 0 0 0 0 0
2-IBE (50 g /kg) 12 [ [ 0 0 0 ] 0
2-IBE (150 mg/kg) 12 [} 0 0 0 0 0 0

[Locomotor in home-cage] Control (vehicle: water for injection) 12 0 0 0 0 0 0 [} 0 ()
Decrease in locomotor activity 2-IBE (15 mg/kg) 12 0 0 0 0 0 0 4]
2-IBE (50 mg/kg) 12 0 0 [ 0 0 0 0
2-IBE (150 mg/kg) 12 0 0 0 0 0 0 0

[Handling behavior) Control (vehicle: water for injection) 12 0 [ 0 0 0 0 0 ¢ W
No resistance 2.IBE (15 mg/kg) 12 0 [ [ 0 0 0 0
2.IBE (50 mg/kgg) 12 0 0 0 [ 0 0 0
2-IBE (150 mg/kg) 12 0 0 0 0 0 [ [

[Heart beats} Control (vehicle: water for injection) 12 0 [} [} 0 0 0 0 [ (3}
bradycardia 2-IBE (15 mg/kg) 12 0 [} 0 0 0 0 [
2-IBE (50 mg/kg) 12 0 0 0 0 0 0 0
2-IBE (150 mg/kg) 12 0 0 0 0 [ [ 0

[Body tetrperature] Control (vehicle: water for injection) 12 0 0 0 o 0 [} 0 0 )
hypothemia 2-IBE(15 mg/kg) 12 0 0 0 0 0 0 0
2-IBE (50 mg/kg) 12 0 [ 0 4 0 4 [
2-IBE (150 mg/kg) 12 0 0 0 0 ] 1] 0

{Fur] Control (vehicle: water for injection) 12 0 0 [ [ [ [ 0 [0
Moist fur 2-IBE(15 mg/kg) 12 0 0 0 0 [} [ 0
2-IBE (50 mg/kg) 12 0 0 [ 4 0 [ 0
2-IBE (150 mg/ke) 12 0 0 0 [ 0 [ 0

[Skin color’Mucuous membranse] Control (vehicle: water for injection) 12 0 0 [ [ [ [ 0 )}
Abnorml (pale skin) 2-IBE(15 mg/kg) 12 0 0 0 0 4 0 0
2-IBE (50 mg/kg) 12 0 0 0 0 0 0 0
2-IBE (150 mg/kg) 12 0 0 0 [ 4 1 0

{Lacrimation] Control (vehicle: water for injection) 12 0 0 [1] 0 [1] [} 0 [ ¢))
observed 2-IBE (15 mg/kg) 12 0 0 0 0 0 4 0
2-IBE (50 mg/kg) 12 0 0 0 0 [ [ 0
2IBE (150 mg/kg} 12 0 0 [} 0 0 0 0

[Piloercction] Control (vehicle: water for injection) 12 0 1] [} 0 o [} 0 [ ()]
severe 2-IBE (15 mg/kg) 12 0 0 0 0 [ [ 0
2-IBE (50 mg/kg) 12 0 0 0 [ 0 [ 0
2-IBE (150 mg/kg) 12 0 0 0 0 0 1 0

{Respiratory rate] Control (vehicle: water for injection) 12 0 0 1] 0 0 0 0 [t ()]
Hypopnea 2IBE (15 mg/kg) 12 0 0 ¢ 0 0 0 0
2-IBE (50 mg/kg) 12 0 0 0 0 0 0 0
2-IBE (150 mg/kg) 12 0 0 0 0 0 0 0

{Stercotypyl Control (vehicle: water for injection) 12 0 0 [ 0 0 0 1] [ ()]
observed 2-IBE (15 ng/kg) 12 0 [1] 1] 0 0 0 1]
2-IBE (50 mg/kg) 12 0 0 [ 0 0 0 0
2-IBE (150 mg/kg) 2 0 0 0 0 0 0 0

® Values represent number of animals with the findings.
Figures in parenthese indicate number of animals.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 6-1(continued). Detailed clinical observations of female rats

RERE S R-12-014

Initial number
Findings Group of Pre-treatment Days of administration The lactation period

animals 8 15 24 30 36 42

[Urination] Control (vehicle: water for injection) 12 0° 0 0 0 1 0 0 0o
(frequency/30sec) 2-IBE (15 mg/kg) 12 0 0 0 0 1 0 0
2-IBE (50 mg/kg) 12 1 0 0 0 1 0 0
2-IBE (150 mg/kg) 12 1 0 0 0 0 0 1

[Defecation] Control (vehicle: water for injection) 12 0°® 0 0 0 0 0 0 0 M
(frequency/30sec) 2-IBE (15 mg/kg) 12 0 0 0 0 0 0 0
2-1BE (50 mg/kg) 12 0 0 0 0 0 0
2-IBE (150 mg/kg) 12 0 0 0 0 0 0

* Values represent total score of each group.
Figures in parenthese indicate number of animals.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 6-2. Detailed clinical observations of female rats, satellite group

Initial number
Findings Group of P Days of administrati Days of recovery "
animals 8 15 24 30 36 2 7 14
[Posture in home-cage} Control (vehicle: water for injection) 10 [ 0 ] 0 0 0 0 ] 0
Crouching position
2:IBE (150 mg/kg) 10 0 0 [ 0 0 0 0 L] 0
[Locomotor in home—<cage] Control (vehicle: water for injection) 10 [ 0 0 [ ] [ [ [ 0
Decrease in locomotor activity
2IBE (150 mg/kg) 10 0 0 0 0 0 0 ] ) 0
[Handling behavior Control (vehicle: water for injection) 10 ot 0 0 0 0 0 0 0 0
No resistance
2-IBE (150 mg/kg) 10 0 0 0 0 0 0 0 0 0
[Heart beats] Control (vehicle: water for injection) 10 0" 0 ] [] 0 0 0 0 [}
bradycardia
2-IBE (150 mg/kg) 10 0 0 0 0 0 0 0 0 0
[Body temperature] Control (vehicle: water for injection) 10 0" 0 0 0 0 0 0 [ 0
hypothemia
2-IBE (150 mg/kg) 10 0 0 0 0 0 0 0 0 0
[Fur] Control (vehicle: water for injection) 10 [ 0 0 0 0 0 0 0 o
Moist fur
2-IBE (150 mg/kg) 10 0 0 ] 0 0 0 0 0 0
[Skin color/Mucuous membranse] Control (vehicle: water for injection) 10 o" 0 4] [] 0 (1] 0 [] 0
Abnormal
2-IBE (150 mg/kg) 10 0 0 0 [ 0 0 0 0 0
[Lacrimation] Control (vehicle: water for mjection) 10 ot 0 [} [} 1] 0 0 [} '
observed
2IBE (150 mg/kg) 10 0 0 0 ] 0 0 1] 0 0
{Piloerection] Control (vehicle: water for injection) 10 0" [] 0 0 0 0 [} 0 0
slight
2:IBE (150 mg/kg) 10 0 o 0 0 .0 0 0 0 0
[Respiratory rate] Control (vehicle: water for injection) 10 o" 0 0 0 0 0 0 0 0
Hypopnea
2-IBE (150 mg/kg) 10 0 0 0 0 [ 0 0 0 0
[Stereotypy] Control (vehicle: water for injection) 10 0" 0 1] 0 0 0 0 [1] 0
observed
2-IBE (150 mg/kg) 10 0 0 ] 0 0 0 0 ] 0

* the recovery test was performed in 5 animals for each ofthe 0 and 150 mg/kg groups
® Values represent number of animals with the findings.
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REBRE S R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 6-2(continued). Detailed clinical observations of female rats, satellite group

Initial number
Findings Group of Pre-treatment Days of administration Days of recovery
animals 8 15 24 30 36 42 7 14

[Urination] Control (vehicle: water for injection) 10 ot 0 0 0 0 0 3 0 0
(frequency/30sec)

2-IBE (150 mg/kg) 10 2 1 0 0 0 0 0 0 0

[Defecation] Control (vehicle: water for injection) 10 0° 0 0 0 0 0 0 0 0
(frequency/30sec)

2-IBE (150 mg/kg) 10 0 0 0 0 0 0 0 0 0

* the recovery test was performed in 5 animals for each of the 0 and 150 mg/kg groups
® Values represent total score of each group.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 7-1. Body weights of male rats

RHERE 5 R-12-014

Group Control (vehicle: water for injection) 2-IBE 15 mgkg 2-IBE 50 mg/kg 2-IBE 150 mg/kg
Number of males 12 12 12 12
Days of administration
1 387.5 + 233 3912 + 224 3902 + 204 3905 + 238
4 3991 + 237 4049 + 244 4027 + 224 3943 + 271
7 4118 + 248 4165 + 261 4153 + 228 4083 + 288
14 4349 =  29.1 4420 + 338 4422 + 315 4375 + 334
21 4525 £ 330 459.7 £  33.9 4666 + 336 4610 + 362
28 4772 + 350 483.6 += 354 4953 + 389 4892 + 406
35 499.2 = 409 5033 + 403 5205 + 413 5084 + 431
42 5058 + 436 5145 + 437 5336 + 414 5216 + 453

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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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 7-2. Body weights of male rats at the recovery period

Group Control (vehicle: water for injection) 2-IBE 150 mg/kg
Number of males 5 5
Days of recovery
1 486.5 = 523 516.1 £ 445
7 . 4976 = 527 5386 £ 505
14 506.8 + 48.8 5469 £ 46.2

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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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 8-1. Body weights of female rats

HEBRE S R-12-014

Group Control (vehicle: water for injection) 2-IBE 15 mgkg 2-IBE 50 mgkg 2-IBE 150 mg/kg
Number of females 12 12 12 12
Days of administration
1 2517 + 115 2556 + 13.0 2533 + 120 2554 = 146
4 2606 + 137 2626 + 13.6 2606 = 14.6 2483 =+ 233
7 2688 = 172 2683 + 158 2690 + 153 2580 =+ 177
14 2799 + 19.1 2757 £  16.2 2830 + 163 2737 + 138

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 females.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 8-2. Body weights of female rats, satellite group

Group Control (vehicle: water for injection) 2-IBE 150 mg/kg
Number of females 10 10
Days of administration
1 2535 + 163 2548 + 9.5
4 2605 + 158 2506 + 104
7 267.1 += 170 2627 + 9.3
14 2760 = 18.6 2784 + 105
21 2844 = 219 2914 = 102
28 2903 = 203 3031 £ 157
35 2973 = 212 3068 £ 155
42 3045 = 252 3091 £ 123

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 females.

53

RERE S R-12-014



RERZE 5 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 8-3. Body weights of female rats at the recovery period

Group Control (vehicle: water for injection) 2-IBE 150 mgkg
Number of females 5 5
Days of recovery
3067 = 19.0 313.7 + 16.6
7 3173 + 182 329.8 13.8
14 3213 = 207 3363 =+ 16.0

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 females.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 9. Body weights of dams during pregnancy

Group Control (vehicle: water for injection) 2-IBE 15 mgkg 2-1BE 50 mgkg 2-IBE 150 mgkg
Number of dams 12 10 12 12
Days of pregnancy
0 2873 + 20.7 2909 + 154 288.6 + 128 283.2 £ 161
7 3243 + 225 3253 = 153 3246 = 148 3163 + 175
14 361.1 + 26.1 3586 + 194 359.1 + 17.6 3462 + 31.6
20 4395 £ 31.7 4388 + 269 4424 = 207 4172 + 518

Each value shows mean + S.D. (g).
Figures in parentheses indicate number of dams.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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HERE S R-12-014
Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats
Table 10. Body weights of dams during lactation

Group Control (vehicle: water for injection) 2-IBE 15 mg/kg 2-IBE 50 mgkg 2-IBE 150 mgkg
Number of dams 12 11 12 12
Days of lactation
0 327.0 + 237 3276 + 255 3236 = 16.1 317.4 + 38.1
4 3414 = 30.1 3496 + 18.1 346.7 £ 124 3355 + 269
Each value shows mean + S.D. (g).

Figures in parentheses indicate number of dams.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 11-1. Food consumption of male rats

RER%E 5 R-12-014

Group Control (vehicle: water for injection) 2-IBE 15 mghkg 2-IBE 50 mgkg 2-IBE 150 mgkg
Number of males 12 12 12 12
Days of administration
1 296 + 21 308 + 3.6 286 = 2.7 20.1 + 4.6 **
7 268 + 3.1 29.1 =+ 3.2 276 =+ 32 285 =+ 34
14 269 £+ 29 281 =+ 3.8 26.6 = 2.7 29.1 + 35
29 278 + 35 282 + 2.4 296 =« 38 29.7 + 4.0
35 258 + 3.1 270 + 49 268 =+ 33 28.0 + 39
41 258 + 3.5 275 + 3.8 283 =+ 2.8 29.1 + 3.1

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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RERE S R-12-014
Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 11-2. Food consumption of male rats at the recovery period

Group Control (vehicle: water for injection) 2-IBE 150 mgkg
Number of males 5 5
Days of recovery
6 271 + 52 321 £ 31
12 271 £ 51 324 £ 25

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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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 12-1. Food consumption of female rats

HERE S R-12-014

Group Control (vehicle: water for injection) 2-IBE 15 mgkg 2-IBE 50 mg/kg 2-IBE 150 mgkg
Number of females 12 12 12
Days of administration
1 20.2 205 £ 2.8 10.6 £ 4.3 **
7 20.8 196 + 34 217 = 22
14 22.3 215 £ 28 207 £ 4.0

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 females.



Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 12-2. Food consumption of female rats, satellite group

Group

Control (vehicle: water for injection)

2-IBE 150 mgkg

Number of females 10 10
Days of administration
217 + 29 95 £ 3.6 **
7 209 & 34 228 = 25
14 207 =+ 2.4 222 = 25
21 209 <+ 1.8 209 = 2.7
29 21.0 =+ 3.0 227 = 2.5
35 183 = 42 198 =+ 2.6
41 208 = 37 198 =+ 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 females.
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HEBR%E S R-12-014
Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 12-3. Food consumption of female rats at the recovery period

Group Control (vehicle: water for injection) 2-IBE 150 mg/kg
Number of females 5 5
Days of recovery
6 215 =+ 13 249 + 39
12 23.1 + 23 249 + 31

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 females.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 13. Food consumption in dams during pregnancy

Group Control (vehicle: water for injection) 2-IBE 15 mgkg 2-IBE 50 mgkg 2-IBE 150 mgkg
Number of dams 12 10 12 12
Days of pregnancy
0 206 £ 3.0 211+ 4.1 208 £+ 23 210 £ 32
7 283 + 38 26.1 £ 22 276 + 33 254 £+ 29
14 279+ 1.7 274+ 22 276 £+ 23 251+ 79
20 202+ 3.6 249+ 53 204 £ 6.5 231 £ 6.2

Each value shows mean = S.D. (g).
Figures in parentheses indicate number of dams.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 14. Food consumption in dams during lactation

RERE S R-12-014

Group Control (vehicle: water for injection) 2-IBE 15 mglkg 2-IBE 50 mg/kg 2-IBE 150 mgkg
Number of dams 12 11 12 12
Days of lactation

3 38.5 + 10.0 43.7 + 45 44 + 6.1 428 £+ B84
Each value shows mean + S.D. (g).

Figures in parentheses indicate number of dams.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 15. Functional findings of male and female rats at the last week of the dosing period

Group Control (vehicle: water for injection) 2-IBE (15 mg/kg) 2-1BE (50 mg/kg) 2-1BE (150 mg/kg)

Male, Administration period

Number of animals 5 5 5 5

Righting reflex 100 100 100 100
Visual placing 100 100 100 100
Pupillary reflex 100 100 100 100
Startle reaction 100 100 100 100
Preyer's reaction 100 100 100 100
Withdrawal reflex 100 100 100 100
Eyeclid reflex 100 100 100 100

Female. dam

Number of animals 5 5 5 5

Righting reflex 100 100 100 100
Visual placing 100 100 100 100
Pupillary reflex 100 100 100 100
Startle reaction 100 100 100 100
Preyer's reaction 100 100 100 100
Withdrawal reflex 100 100 100 100
Eyelid reflex 100 100 100 100

Female, Administration period

Number of animals 5 5

Righting reflex 100 100
Visual placing 100 ‘ 100
Pupillary reflex 100 . 100
Startle reaction 100 100
Preyer's reaction 100 100
Withdrawal reflex 100 100
Eyelid reflex 100 100

Values represent % of animals showing normal responses.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 16. Assessment of grip strength of male rats at the last week of the dosing period

Group Control (vehicle: water for injection) 2-IBE (15 mg/kg) 2-IBE (50 mg/kg) 2-IBE (150 mg/kg)
Number of males 5 5 5 5
Administration period
Forelimb 0.720 = 0.198 0726 = 0.300 0913 £ 0.180 0.871 £ 0234
Hindlimb 0.712 = 0.051 0.689 =+ 0.112 0.724 £ 0.090 0.680 £ 0.179

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

65



HERE B R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 17. Assessment of grip strength of female rats at the last week of the dosing period

Group Control (vehicle: water for injection) 2-IBE (15 mg/kg) 2-IBE (50 mg/kg) 2-IBE (150 mg/kg)
Number of females 5 5 5 5
Administration period
Forelimb 0.775 £ 0.253 0.846 £ 0.211 0693 = 0.174 0.796 £ 0.137
Hindlimb 0592 £ 0.130 0648 =+ 0.172 0675 + 0.169 0685 = 0.178

Each value shows mean (kg) £S.D.
Significantly different fromthe control group (*: P<0.05, **: P<0.01).
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HERZE B R-12-014
Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 18. Assessment of grip strength of female rats at the last week of the dosing period, satellite group

Group Control (vehicle: water for injection) 2-IBE (150 mg/kg)
Number of females 5 5
Administration period
Forelimb 0.717 + 0.175 0.806 + 0.159
Hindlimb 0.671 + 0.095 0.668 + 0.144

Each value shows mean (kg) £S.D.
Significantly different fromthe control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 19. Motor activity of male rats at the last week of the dosing period

Group Control (vehicle: water for injection) 2-IBE (15 mg/kg) 2-IBE (50 mg/kg) 2-IBE (150 mg/kg)
Number of males 5 5 5 5
Administration period
Ambulation (counts)
Smin 1147 + 134 1097 = 119 1279 + 234 1105 =+ 245
10min 930 + 94 1035 + 114 1063 + 275 828 + 272
~ 15min 911 =+ 112 935 + 138 809 272 779 % 256
20min 688 + 274 684 =+ 282 750 + 392 480 + 362
Total 3676 + 266 3751 % 478 3901 + 1029 3191 £ 1039
Rearing (counts)
Smin 39 + 9 33 % 5 36 + 4 38 + 8
10min 22 + 5 25 =+ 6 28 + 13 25 + 7
15min 16 + 4 23 + 5 21 + 9 17 = 8
20min 15 = 15 14 + 9 16 + 9 7 %= 10
Total 2 + 27 95 + 12 101 + 28 88 =+ 30

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

68



REAE B R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 20. Motor activity of female rats at the last week of the dosing period

Group Control (vehicle: water for injection) 2-]BE (15 mg/kg) 2-1BE (50 mg/kg) 2-IBE (150 mg/kg)
Number of females 5 5 5 5

Administration period

Ambulation (counts)

Smin 19 = 127 1029 + 97 1182 + 368 968 + 263
10min 845 + 149 622 + 158 876 + 395 668 + 220
15min 527 + 78 503 + 128 503 + 394 567 £ 195
20min 450 + 274 308 + 153 344 £ 163 312 £ 285
Total 2049 + 454 2553 + 328 2995 = 1008 2515 + 830

Rearing (counts)

Smin 34+ 8 20 + 6 21 £ 10 2+ 16
10min 15 = 8 6 + 5 9 & 3 17 £ 18
15min 7 % 4 7 % 6 4 x 4 10 + 9
20min _ 4 = 3 5 & 4 2 % 1 2+ 2
Total 59 & 20 33 £ 10 37 £+ 14 50 £ 43

Each value shows mean+S.D.
Significantly different from the control group (*: P<0.05, **:P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 21. Motor activity of female rats at the last week of the dosing period, satellite group

Group Control (vehicle: water for injection) 2-IBE (150 mg/kg)
Number of females 5 5
Administration period
Ambulation (counts)
Smin 1133 + 78 1147 + 141
10min 1017 + 84 938 + 125
15min 867 + 125 882 + 104
20min 823 + 231 630 + 262
Total 3840 + 412 : 3597 + 452
Rearing (counts)
Smin 32 + 9 36 + 7
10min 28 + 10 24 + 5
15min 23 + 8 22 + 5
20min 20 + 6 18 + 19
Total 103 + 28 101 + 28

Each value shows mean+S.D.
Significantly different fromthe control group (*: P<0.05, **:P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 22-1. Urinalysis in male rats

Nomb Quality”
Group o :malc: Color Turbidity pH Protein Glucose Ketone Bilirubin Occult blood Urobilinogen
Light yellow - 6.5 7.0 75 80 =+ + 2+ - - + + - - + + + + 2+
Control (vehicle: water for injection) 5 5 5 1 2 0 2 1 3 1 5 2 1 2 5 5 0 0 4 0 1
2-IBE (15 mg/kg) 5 5 5 0 3 2 0 3 2 0 5 2 30 5 4 1 0 5 0 0
2-IBE (50 mg/kg) 5 5 5 1 2 1 1 0 5 0 5 0 5 0 5 5 0 0 5 0 0
2-IBE (150 mg/kg) 5 5 5 0 0 3 2 1 4 0 5 4 1 0 5 5 0 0 5 0 0
Urinary sediments®
Specific Flectrolyte, density” Electrolyte, gross volume”
Number Red blood White Epithelial Urine volumeb) S yte, Yy yte, g
Group ofmales cells blood ceils Casts Crystals cells gravity (mEq/L) (mEq/24 hr)
- - - - + - (m1/24hr) Na K Cl Na K Cl
Control (vehicle: water for injection) 5 5 5 5 1 4 5 19.3 1.054 89.7 1793 1129 1.68 330 207
6.5 +0.014 +15.8 +33.3 +27.6 +0.53 +0.76 +0.56
2-IBE (15 mg/kg) 5 5 5 5 0 5 5 192 1.051 98.3 1734 109.0 1.79 324 200
+43 +0.012 +26.4 +274 +27.2 +0.19 +0.35 +0.20
2-IBE (50 mg/kg) 5 5 5 5 1 4 5 16.4 1.060 97.5 178.1 112.6 1.60 2.90 1.82
+3.0 +0.012 +19.9 +32.1 +353 +0.42 +0.69 +0.61
2-IBE (150 mg/kg) 5 5 5 5 0 5 5 16.7 1.063 1359 * 1954 153.1 223 324 251
+2.0 +0.004 +32.0 +193 +27.3 +0.34 +0.39 +0.28

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

Turbidity, -: negative; +: slight; 2+: moderate

Protein, -: negative ; +: 10=and <30mg/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 < 1000 mg/dL ; 4+: 1000 mg/dL <
Ketone, -; negative ; +: 5=and<10mg/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 <020 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+ 40=and <8.0 mg/dL ; 3+ 8.0=and <12.0 mg/dL ; 4+: 12.0 mg/dL <

Red blood cells, -: not observed

White blood cells, -: not observed; +: a few

Casts, - not observed

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

Epithelial cells, - not observed; +: a few

a), values represent as number of animals

b), values represent as mean + S.D.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 22-2. Urinalysis in male rats of the recovery period

HEREE R-12-014

Quality”
Number 1 s P -
Group of males Color Turbidity pH Protein Glucose Ketone Bilirubin Occult blood Urobilinogen
Light yellow - 7.0 7.5 80 85 + + 2+ - + + - - + +
Control (vehicle: water for injection) 5 5 5 4 1 0 0 0 4 1 5 3 2 5 5 0 5
2-IBE (150 mg/kg) 5 5 5 0 3 2 0 1 4 0 5 1 1 5 5 3 2
Urinary sediments® .
Urine Specific L) b)
o Number Redblood ~ Whieblood Epithelial ) P Electrolyte, f;“s"y Electrolyte, S volume
up of males cells cells Sts Tystals cells volume gravity (mEq/T) (mEq v
- - - + + - (ml/24hr) Na K Cl Na K Cl
Control (vehicle: water for injection) 5 5 5 5 4 1 5 14.7 1.066 103.5 208.6 136.9 1.46 2.97 1.92
+4.1 +0.015 +32.3 +30.9 +39.3 +0.46 +0.52 +0.50
2-IBE (150 mg/kg) 5 5 5 5 4 1 5 25.0 1.050 95.6 1723 111.8 1.95 373 227
+14.5 +0.023 +41.8 +52.3 +48.5 +0.20 +0.78 +0.16

Significantly different from the control group (*: P<0.05, **: P<0.01).
Turbidity, -: negative; +: slight; 2+ moderate

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 < 1000 mg/dL ; 4+: 1000 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 <020 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 <

Red blood cells, -: not observed

White blood cells, -: not observed; +: a few
Casts, -: not observed

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

a), values represent as number of animals

b), values represent as mean + S.D.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 23-1. Urinalysis in female rats, satellite group

REBREE R-12-014

Number Quality”
Group of Color Turbidity pH Protein Glucose Ketone Bilirubin Occult blood  Urobilinogen
females  Light yellow brown - 2+ 65 70 15 80 - + + 24 - T - - 3+ +
Control (vehicle: water for injection) 5 5 0 5 0 0 3 1 1 2 2 1 0 5 4 1 5 5 0 5
2-IBE (150 mg/kg) 5 4 1 4 1 2 2 1 0 0 4 0 1 5 5 0 5 4 1 5
Urinary sediments”
Urine Specific ity A b)
Number Red blood White blood Epithelial . P e Electrolyte, density Electrolyte, gross volume
Group of cells cells Casts Crystals cells volume gravity (mEq/L) (mEq/24 hr)
females
. . + - - + - + (mL/24hr) Na K Cl Na K Cl
Control (vehicle: water for injection) 5 5 5 0 5 1 4 5 0 126 1.050 83.8 146.7 98.5 0.98 1.79 1.14
+2.7 +0.017 +39.5 +43.0 +50.9 +0.36 +0.46 +0.48
2-IBE (150 mg/kg) 5 5 4 1 5 0 5 3 2 134 1.054 86.9 150.1 92.8 1.08 1.92 1.18
+2.7 +0.016 +53.6 +47.2 +429 +0.45 +0.41 +0.37

Significantly different from the control group (*: P<0.05, **: P<0.01).
Turbidity, -: negative; +: slight; 2+: moderate

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 < 1000 mg/dL ; 4+: 1000 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 <020 mg/dL ; 2+: 020=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 <

Red blood cells, -: not observed

White blood cells, -: not observed; +: a few
Casts, -: not observed

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

a), values represent as number of animals

b), valucs represent as mean £+ S.D.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 23-2. Urinalysis in female rats of the recovery period

Number Quality”
Group of Color Turbidity pH Protein Glucose Ketone Bilirubin Occult blood Urobilinogen
females [jght yellow - 65 70 15 80 85 - £+ - - % - - + +
Control (vehicle: water for injection) 5 5 5 0 5 0 0 0 0 3 2 5 3 2 5 5 3 2
2-IBE (150 mg/kg) 5 5 5 0 2 1 1 1 1 3 1 5 5 0 5 5 4 1

Urinary sediments”

Urine Specific iv® b)
Number Red blood White blood o " P " Electrolyte, density Electrolyte, gross volume
Group of cells cells Casts Crystals Epithelial cells  volume gravity (mEq/L) (mEq/24 hr)
females
N - - - & - (mL/24hr) Na K a Na K Cl
Control (vehicle: water for injection) 5 5 5 5 1 4 5 11.8 1.065 141.6 209.9 162.6 1.52 236 1.72
+4.3 +0.019 +574 +42.8 +68.6 +0.31 +0.63 +0.33
2-IBE (150 mg/kg) 5 5 5 5 0 5 5 14.9 1.057 1209 1772 128.0 1.78 2,61 1.88
+27 +0.008 +21.2 +19.0 +20.0 +0.33 +0.39 +0.35

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

Turbidity, -: negative; +: slight; 2+ moderate

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 < 1000 mg/dL ; 4+: 1000 mg/dL =
Ketone, -: negative ; +: 55and <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 < 020 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=5and < 12.0 mg/dL ; 4+ 12.0 mg/dL <

Red blood cells, -: not observed

White blood cells, -~ not observed; %: a few

Casts, -: not observed

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

Bpithelial cells, -; not observed; +: a few

a), values represent as number of animals

b), values represent as mean x S.D.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 24-1. Hematological findings of male rats at the end of the dosing period

Group Control (vehicle: water for injection) 2-IBE (15 mg/kg) 2-IBE (50 mg/kg) 2-IBE (150 mg/kg)
Number of males 5 5 5 5
RBC (x10*/uL) 21 + 23 846 + 25 733 & 40 *x 617 + 52 **
Hemoglobin (g/dL) . 151 £ 06 154 + 0.7 13.8 =+ 0.7 * 125 =+ 0.7 **
Hematocrit (%) 437 £ 16 445 =+ 1.7 414 =+ 1.9 388 = 1.5 **
MCV (fL) 532 + 28 526 =+ 1.1 56.5 =+ 0.9 63.0 =+ 4.1 **
MCH (pg) 184 = 09 182 =+ 0.5 188 = 0.3 203 =+ 0.7 **
MCHC (g/dL) 346 = 03 347 + 04 333 & 0.6 322 % 1.2 *
Platelet (X104/pL) 1007 = 105 1057 + 73 111.0 = 9.7 979 + 100
PT (sec) 201 = 23 217 £ 51 169 = 25 170 = 29
APTT (sec) 281 = 1.8 267 + 1.2 248 + 26 * 233 =+ 2.0 **
WBC (XIOZ/}LL) 1128 = 254 1006 = 21.1 1074 = 304 851 £ 163

Differental leukocyte count (%)

Neutrophil 195 = 2.7 144 + 35 18.1 =+ 7.7 151 = 3.1
Eosinophil 16 £+ 05 1.1 =+ 0.3 1.2 =+ 0.2 07 + 0.3 **
Basophil 01 = 00 00 = 0.0 00 =+ 0.1 00 = 0.0
Monocyte 37 £+ 06 44 + 0.6 45 + 1.2 49 + 14
Lymphocyte 752 + 35 80.1 =+ 42 762 + 8.0 794 + 32
Reticulocyte count (%) 347 £ 044 294 + 047 644 + 124 1151 £ 205 **

Each value shows mean+S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 24-2. Hematological findings of male rats at the end of the recovery period

Group Control (vehicle: water for injection) 2-IBE (150 mg/kg)
Number of males 5 3
RBC (x10%/pL) 882 =+ 23 841 =+ 15 **
Hemoglobin (g/dL) 154 =% 0.6 159 + 04
Hematocrit (%) 437 * 13 458 + 1.2 *
MCV (L) 49.6 1.5 544 =+ 14 **
MCH (pg) 175 + 0.5 189 + 04 **
MCHC (g/dL) 352 * 0.6 348 =+ 02
Platelet (x10*/pL) 1182 #+ 15.8 1130 + 9.7
PT (sec) 19.7 + 2.0 180 + 1.1
APTT (sec) 274 + 33 281 =+ 1.2
WBC (x10°/uL) 887 + 116 948 + 158
Differental leukocyte count (%)
Neutrophil 124 + 3.7 144 =+ 5.5
Eosinophil 1.5 + 0.6 1.1 + 0.6
Basophil 00 = 0.0 00 + 0.0
Monocyte 36 % 1.0 32 + 1.1
Lymphocyte 825 =+ 38 812 % 6.7
Reticulocyte count (%) 339 =+ 0.4t 226 £ 021 **

Each value shows mean+S.D.

Significantly different fromthe control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 25-1. Hematological findings of female rats at the end of the dosing period

Group ) Control (vehicle: water for injection) 2-IBE (15 mg/kg) 2-IBE (50 mg/kg) 2-IBE (150 mg/kg)

Number of females 5 5 5 5
RBC(X104/p.L) 671 + 46 649 + 101 573 + 46 525 = 13 *
Hemoglobin (g/dL) 130 £+ 11 132 + 0.7 124 = 0.4 123 + 0.7
Hematocrit (%) 386 £ 29 398 + 0.9 380 + 1.1 40.1 = 33
MCV (fL) 574 + 25 629 + 124 66.5 + 35 793 + 188
MCH (pg) 193 + 05 206 + 2.7 216 =+ 1.0 241 + 3.8
MCHC (g/dL) 337 £ 12 331 + 1.8 325 + 0.5 309 =+ 2.8
Platelet (X104/uL) 1114 + 147 1156 =+ 9.8 113.0 £ 242 1119 + 84
PT (sec) 125 £+ 05 130 = 0.5 13.1 + 0.5 13.1 =+ 0.4
APTT (sec) 199 £+ 19 195 =+ 1.0 19.8 + 0.4 196 =+ 1.4
WBC(XIOZ/ML) 830 + 315 1053 + 255 66.6 = 325 655 + 207

Differental leukocyte count (%)

Neutrophil 289 + 98 327 £ 157 264 =+ 110 271 £ 115
Eosinophil 06 + 03 07 + 02 04 = 0.2 0.7 = 0.5
Basophil 0.0 + 00 00 =+ 0.0 00 =+ 0.0 0.0 + 0.0
Monocyte 47 + 26 40 £ 0.9 51 =% 1.6 44 = 1.1
Lymphocyte 657 £+ 80 626 + 158 68.1 £+ 100 677 £+ 111
Reticulocyte count (%) 646 = 1.89 1408 + 949 1907 £ 725 * 2171 = 11.10 *

Each value shows mean+S.D.
Significantly different from the control group (*: P<0.05, **:P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 25-2. Hematological findings of female rats at the end of the dosing period, satellite group

Group Control (vehicle: water for injection) 2-IBE (150 mg/kg)
Number of females 5 5
RBC (x10*/uL) 762 19 503 £ 25 *%
Hemoglobin (g/dL) 143 =+ 0.5 1.1 + 0.5 **
Hematocrit (%) . 403 + 1.8 358 + 24 **
MCV (L) 529 =+ 1.4 714 + 52 **
MCH (pg) 187 =+ 0.2 222 + 1.1 **
MCHC (g/dL) 354 + 0.6 311 + 0.9 **
Platelet (x10%/ pL) 96.8 + 74 93 + 216
PT (sec) 122 =+ 0.4 124 + 0.7
APTT (sec) 191 =+ 22 180 =+ 1.5
WBC (x10%/ 18] 515 + 24.5 43 + 140
Differental leukocyte count (%)
Neutrophil 11.8 + 2.7 96 + 25
Eosinophil 12 + 04 09 =+ 0.6
Basophil 00 =+ 0.1 00 + 0.0
Monocyte 23 + 0.9 2.1 + 0.7
Lymphocyte 846 + 38 874 + 32
Reticulocyte count (%) 38 =+ 0.51 15.10 £ 213 **

Each value shows mean=£S.D.
Significantly different fromthe control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 25-3. Hematological findings of female rats at the end of the recovery period

Group Control (vehicle: water for injection) 2-IBE (150 mg/kg)

Number of females 5 5
RBC (x10*/pL) 815 =+ 65 791 + 40
Hemoglobin (g/dL) 147 =+ 0.9 165 =+ 0.4 **
Hematocrit (%) 423 * 1.9 477 % 1.1 **
MCV (fL) 50 + 26 604 + 34 *x
MCH (pg) . 180 £ 06 208 + 1.0 **
MCHC (g/dL) 347 + 0.6 345 + 0.5
Platelet (X104/pL) 1220 =+ 27.3 938 =+ 73
PT (sec) 120 + 07 127 = 04
APTT (sec) | 208 + 06 245 + 82
WBC (x10*/uL) 562 + 237 25 £+ 65

Differental leukocyte count (%)

Neutrophil 141 + 3.7 119 + 4.4
Eosinophil 15 + 03 14 + 04
Basophil 00 + 0.0 00 = 0.0
Monocyte 31 + 0.5 33 =+ 1.0
Lymphocyte 813 + 4.0 833 =+ 5.0
Reticulocyte count (%) 422 + 3.07 194 + 040

Each value shows mean+S.D.
Significantly different from the control group (*: P<0.05, **:P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 26-1. Myelogram in male rats at the end of the dosing period

HEAE S R-12-014

Myeloblast Promyelocyte Neutrophilic Neutrophilic Neutrophil Eosinophilic Eosinophilic " Eosinophil Basophil, Total Proerythroblast
Group myelocyte metamyelocyte myelocyte metamyelocyte alltypes granulocyte
(%) ) (%) (%) ) %) (%) ) %) (%) %)
Control (vehicle: water for injection) 13 24 55 138 20.5 14 1.9 0.4 0.6 479 0.2
+0.8 +1.0 +1.7 +1.8 +3.5 +1.0 +0.7 *0.4 +0.3 +29 0.1
(5 (@] (5 (s (@) (5 ()] (3 3 ()] (5
24BE (15 mg/kg) 2.1 33 5.1 10.0 ** 245 0.7 13 0.7 0.5 48.1 02
+04 +1.2 2.5 +1.7 +5.3 +0.3 +04 +0.7 +0.6 +7.8 0.3
5 (3 (5) ()] (9 (5 (3 (3 (3 (5 (5)
2-IBE (50 mg/kg) 1.0 37 4.4 9.4 ** 214 1.0 19 0.6 0.8 44.1 0.3
+0.4 +1.3 +1.4 +0.7 +4.6 +0.5 +0.3 +0.5 +0.1 +5.8 +0.1
5 (3 (@] (3 ®) (@] (3 (@] (3) (@] (@]
2-IBE (150 mg/kg) 2.8 2.8 44 8.1 ** 19.9 1.1 10 * 0.2 0.5 41.0 0.4
+1.9 +0.7 +2.0 +0.9 +52 04 +0.6 +0.3 +0.6 +7.2 +0.3
(3 (3 (@] (3 9 (5 (3 (@] (3 3 (@]
Basophilic Polychromatic Normoblast Total erythrocyte Myeloid / Histiocyte Lymphocyte Plasma cell Megakaryocyte Mast cell
Group erythroblast erythroblast Erythroid
(%) ) (%) (%) (%) (%) %) (%) (%)
Control (vehicle: water for injection) 59 17.8 94 332 147 1.5 163 0.4 04 02
+2.1 +14 +1.9 +4.6 +0.26 +0.7 +32 +0.3 +0.3 +0.3
(3 (%) (9 (5 (3 (5 (3 (3 (3 (9
2-IBE (15 mgrkg) 52 15.0 10.1 30.5 1.63 22 183 0.5 0.1 0.3
+3.2 +2.2 +3.9 +4.9 +0.52 +1.6 +6.8 +0.3 +0.1 +04
(5 (%) (5 ()] (5 (5 (3 (3 (3 ()
2-IBE (50 mg/kg) 54 18.9 133 379 122 34 139 02 02 02
+1.0 +4.9 +4.1 +7.9 +0.37 +1.0 +43 +0.3 +0.2 +0.5
(@) (@) (s (3 (5 (3 )] (5) (3 (3
2-IBE (150 mg/kg) 109 21.2 14.7 * 471 ** 0.90 23 9.1 * 0.2 0.1 04
£5.6 +3.1 +1.4 +5.7 +0.29 +0.4 +1.6 +0.2 +0.2 +04
(5 (9 (5 (5 @) (9 (3) (9 (3 (5

Values represent as mean = S.D.
Parentheses indicate the number of animals.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 26-2. Myelogram in male rats at the end of the recovery period

REREF R-12-014

Myeloblast Promyelocyte Neutrophilic Neutrophilic Neutrophil Eosinophilic Eosinophilic Eosinophil Basophil, Total Proerythroblast
Group myelocyte metamyelocyte myelocyte metamyelocyte all types granulocyte
(%) (%) (%) %) (%) (%) (%) (%) (%) (%) (%)
Control (vehicle: water for injection) 3.7 36 21 112 212 0.9 1.9 0.6 0.8 46.0 02
+1.2 +0.9 +0.2 +0.8 +4.0 0.3 +0.6 +0.3 04 +4.7 +0.2
(3 ()] ()] (3 (5) (5) (3 (%5 (5 (5) (5)
2-IBE (150 mg/kg) 25 5.5 31 10.8 24.6 09 1.5 0.5 0.7 50.0 03
+0.6 2.1 +1.5 *1.5 +2.3 +0.6 +0.8 +04 +0.3 +3.5 +0.3
(@) (3 (3) (5) (5) (5 (@) (5 (5 (5) (5
Basophilic Polychromatic Normoblast Total erythrocyte Myeloid / Histiocyte Lymphocyte Plasma cell Megakaryocyte Mast cell
Group erythroblast erythroblast Erythroid
(%) %) (%) (%) (%) (*6) (%) (%) (%)
Control (vehicle; water for injection) 59 17.6 109 347 137 2.2 16.6 04 0.1 0.1
2.6 +3.9 +24 +6.0 +0.31 +0.6 6.0 +0.2 +0.1 +0.2
(@) (3 (5 (5 (5) (5) (9 (5 (9 (5)
2-IBE (150 mg/kg) 42 154 8.6 284 1.80 32 17.7 04 02 02
+1.2 +3.3 +1.3 +4.3 +0.40 +1.3 +2.8 +0.3 +0.2 +0.2
(3 )] ()] (3) (5 (5) (3 5 (5) (5)

Values represent as mean = S.D.
Parentheses indicate the number of animals.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 27-1. Myelogram in female rats at the end of the dosing period

#HBrR%E 5 R-12-014

Proerythroblast

Myeloblast Promyelocyte Neutrophilic Neutrophilic Neutrophil Eosinophilic Eosinophilic Eosinophil Basophil, Total
Group myelocyte metamyelocyte myelocyte metamyelocyte alltypes granulocyte
(%) (%) ) (%) (%) (%) (%) (%) %) %) (%)
Control (vehicle: water for injection) 2.5 31 59 123 19.4 1.0 1.8 0.6 0.9 474 0.5
+0.7 0.7 +1.8 +3.5 +4.9 +0.5 +1.0 +0.7 +04 +75 +0.5
(5 (5 (%) (5 (5 (5 (5 ()] (@) (3 (5
2-IBE (15 mg/kg) 19 34 35 * 132 18.5 11 26 06 08 457 02
+0.9 +1.2 *1.1 £1.5 +1.7 +0.5 +1.1 0.4 +04 +3.8 +0.3
(5 (9 (@) (5 (5) (5) (@) (5 (@) (5) (3)
2-IBE (50 mg/kg) 23 25 2.7 ** 9.7 158 12 1.8 0.6 13 38.0 * 0.6
+1.1 0.8 +0.6 +1.5 +1.5 +0.5 +0.7 0.5 0.9 +2.5 +0.7
(5) (5 ()] (5 (5 (%) (&) (3 (% (5 (5)
2-IBE (150 mg/kg) 24 37 1.7 ** 8.6 * 14.4 13 1.7 0.8 1.1 35.6 ** 0.5
+1.0 +0.8 +0.6 +1.6 +2.4 +0.6 +0.8 104 +0.5 +4.4 +0.5
(5) (5 (@) (5 (5 (3) () (@] ()] (5 (5
Basophilic Polychromatic Normoblast Total erythrocyte Myeloid / Histiocyte Lymphocyte Plasma cell Megakaryocyte Mast cell
Group erythroblast erythroblast Erythroid
%) (%) %) (%) (%) (%) ) (%) (%6)
Control (vehicle: water for injection) 104 20.9 15.0 46.8 1.06 19 3.1 0.5 02 0.1
+34 +4.0 2.6 +7.8 +0.34 0.5 +0.8 0.4 +0.1 +0.1
(95 (3 (9 (9 (3 (5 (5) (3 (5) (5
2-IBE (15 mg/kg) 5.8 225 16.8 453 1.02 14 6.7 04 03 0.2
£22 2.3 2.5 +3.9 +0.15 +0.9 +34 +0.2 +).2 +0.2
(5) (&) (5 (5 (9 (5 (9 (5 (3 (3
2-IBE (50 mg/kg) 9.0 27.8 ** 17.7 55.1 * 0.69 23 38 04 0.0 0.3
+32 +1.8 37 £3.5 +0.09 +0.5 T o+14 +0.3 0.1 +0.4
(3 (&) (9 (5 ()] (3) (9 (5) (3 (5
2-IBE (150 mg/kg) 113 31.6 ** 14.7 58.1 ** 0.62 * 25 33 0.3 0.1 0.1
£5.3 +3.0 £5 +3.5 +0.11 +0.9 +1.5 102 0.1 +0.2
(5 (5 @) (9 (@] (3 ()] (3 (5 (5

Values represent as mean + S.D,
Parentheses indicate the number of animals.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 27-2. Myelogram in female rats at the end of the dosing period, satellite group

HEREE R-12-014

Myeloblast Promyelocyte Neutrophilic Neutrophilic Neutrophil Eosinophilic Eosinophilic Eosinophil Basophil, Total Proerythroblast
Group myelocyte metamyelocyte myelocyte metamyelocyte alltypes granulocyte
(%) ) (%) (%) %) (%) (%) (%) (%) (%) (%)
Control (vehicle: water for injection) 29 32 36 120 19.7 1.5 31 0.7 1.1 417 02
+14 *l.5 *1.6 +1.2 +4.0 +0.7 +1.3 0.6 +0.8 +74 +0.1
(5 ()] ()] (5 (3 (5 (3 (9 (5 (9 (3)
2-IBE (150 mg/kg) 24 26 31 9.8 145 * 0.8 22 0.3 0.7 36.5 02
+0.6 +0.6 122 +34 +2.4 +0.3 +0.8 0.2 +0.5 +8.9 +0.2
(5 (3 (3 (5 (%) (5 (9 (3 (> (3 (3
Basophilic Polychromatic Normoblast Total erythrocyte Myeloid / Histiocyte Lymphocyte Plasma cell Megakaryocyte Mast cell
Group erythroblast erythroblast Erythroid
(%) %) (%) (%) (%) (%) (%) (%) (%)
Control (vehicle: water for injection) 4.5 16.0 11.2 319 1.60 28 167 0.7 0.1 0.0
+2.6 2.5 29 +6.9 +0.64 +1.1 +4.5 04 +0.1 +0.1
(@] (9 (3 (5 (% (5) (9 (@) () (3
2-IBE (150 mg/kg) 155 223 * 126 50.6 * 0.79 * 33 93 * 02 0.1 0.0
+104 +3.6 2.9 +11.5 +0.36 +1.7 +2.1 0.2 +).2 +0.0
(%) ()] (3 (5 (% (5 ()] (3 (5 ()]

Values represent as mean = S.D.

Parentheses indicate the number of animals.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 27-3. Myelogram in female rats at the end of the recovery period, satellite group

HEAE S R-12-014

Myeloblast Promyelocyte Neutrophilic Neutrophilic Neutrophil Eosinophilic Eosinophilic Eosinophil Basophil, Total Proerythroblast
Group myelocyte metamyelocyte myelocyte metamyelocyte alltypes granulocyte
(%) (%) (%) %) (%) (%) (%) (%) (%) (%) (%)
Control (vehicle: water for injection) 29 2.0 35 10.8 229 12 2.1 0.9 1.5 47.8 0.2
+1.9 +0.6 +0.7 23 +5.2 +0.5 +0.9 +0.5 +0.6 6.4 £0.1
(3) (3 (3 (@) ()] (5 (3 () (@) (5 (%)
2-IBE (150 mg/kg) 27 41 % 40 12.8 21.0 14 20 0.7 06 * 494 0.1
+1.0 *L.5 +1.1 3 +3.4 +0.5 +0.5 +0.4 +04 +7.5 £0.1
(3 (3 &) (5 ()] (3 (&) (3 (@) (5 (5
Basophilic Polychromatic Normoblast Total erythrocyte Myeleid / Histiocyte Lymphocyte Plasma cell Megakaryocyte Mast cell
Group erythroblast erythroblast Erythroid
(%) %) %) %) (%) (%) %) (%) (%)
Control (vehicle: water for injection) 55 15.1 85 29.2 1.67 3.0 19.1 0.6 0.1 0.2
+1.0 +4.0 +14 +.6 0,34 +0.7 +8.4 +0.4 +0.3 +0.3
()] (% @) (@) ()] (5 (3 (3 (3 (5
2-IBE (150 mg/kg) 33 % 10.0 82 21.6 2.49 38 24.1 0.8 0.1 02
+1.1 +3.9 +2.8 6.0 +1,03 +1.1 +4.0 +0.5 +0.1 +.3
(5 (9 (3 &) (@] (5 (3 (&) (5 ()

Values represent as mean £ S.D,
Parentheses indicate the number of animals.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 28-1. Biochemical findings of male rats at the end of the dosing period

RERE S R-12-014

Group Control (vehicle: water for injection) 2-IBE 15 mg/kg 2-IBE 50 mgkg 2-IBE 150 mg/kg
Number of males 5 5 5 5

Total protein g/dL 58 £ 0.2 56 = 0.1 57 + 0.3 55 + 04
Albumin g/dL 36 = 0.1 35 = 0.1 35 + 0.2 35 + 03
AIG 1.65 £ 0.12 1.64 + 0.14 1.60 + 0.19 1.78 + 0.15
Glucose mg/dL 140 = 9 140 = 5 137 + 12 135 £ 19
Total cholesterol mg/dL 51 £ 12 45 = 11 56 £ 9 40 + 13
Trigly ceride mg/dL 33 £ 11 43 + 15 45 + 12 54 + 37
Phosp holipid mg/dL 84 + 12 74 £ 9 88 + 6 75 £ 19
AST u/L 62 = 13 65 = 13 59 £ 5 80 + 24
ALT u/L 30 = 4 34 5 30 £+ 4 41 = 22
v-GTP UL 00 0£0 0+£0 00
LDH UL 104 = 51 105 £ 69 168 + 167 185 = 111
Bile acid pmoVL 13.0 £ 103 85 = 14 134 + 140 125 + 6.8
BUN mg/dL 15 £ 1 15 + 2 14 + 1 12 £ 1 *
Creatinine mg/dL 06 = 0.1 05 £ 0 05 £ 0 05 £ 0
Total bilirubin mg/dL 0.06 + 0.01 0.05 + 0.01 0.06 + 0.01 0.06 + 0.02
ALP U/L 321 £ 36 379 = 64 350 £ 28 359 + 109
Inorganic phosphorus mg/dL 62 = 0.6 6.1 = 04 66 = 0.2 69 = 03 *
Ca mg/dL 9.8 = 0.2 95 £ 03 9.8 £ 0.5 9.7 = 0.2
Na mEq/L 1427 = 1.1 1424 = 0.4 142.6 + 0.8 1427 = 0.8
K mEq/L 3.89 = 0.11 388 + 0.19 392 = 0.10 404 = 017
Cl mEg/L 106.5 + 1.3 1064 = 0.5 105.6 = 0.9 1062 + 22

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).



Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 28-2. Biochemical findings of male rats at the end of the recovery period

Group
Number of males

Control (vehicle: water for injection)

2-IBE 150 mgkg

5

5

Total protein g/dL 55 £
Albumin g/dL 3.7 +
A/G 2.18 +
Glucose mg/dL 155 =+
Total cholesterol mg/dL 44 =+
Triglyceride mg/dL 22 +
Phospholipid mg/dL 76 =
AST UL 59 +
ALT UL 24 +
v-GTP U/L 0 =+
LDH U/L 156 +
Bile acid pmol/L 10.8 +
BUN mg/dL 14 +
Creatinine mg/dL 0.6 +
Total bilirubin mg/dL 0.07 +
ALP U/L 331 +
Inorganic phosphorus mg/dL 7.1 +
Ca mg/dL 93 +
Na mEq/L 1429 +
K mEq/L 461 =+
Cl mEq/L 105.4 =+

0.2
0.2
0.11

0.02
55
0.6
0.3
0.8
1.14
2.0

55
3.7
2.04
149
43
26
74
57
26

131
9.7
15
0.6
0.04
249
6.7
9.1
143.4
3.98
105.6

BoH B W K W B OB B OH K K K KKK KK KK

0.16
0.5

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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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 29-1. Biochemical findings of female rats at the end of the dosing period

RERE 5 R-12-014

Group Control (vehicle: water for injection) 2-IBE 15 mgkg 2-IBE 50 mg/kg 2-IBE 150 mg/kg
Number of females 5 5 5 5

Total protein g/dL 57 + 05 58 + 03 57 = 03 56 £ 04
Albumin g/dL 40 = 04 40 = 03 40 = 02 38 + 0.3
A/G 226 + 0.12 2.18 + 0.15 247 + 0.21 221 + 0.13
Glucose mg/dL, 122 = 12 130 + 15 128 + 18 113 = 11
Total cholesterol mg/dL 48 = 6 52 = 16 52 = 11 45 = 8
Triglyceride mg/dL 22 £ 10 29 + 14 41 + 13 38 =+ 7
Phospholipid mg/dL 91 + 13 103 + 20 105 + 15 98 = 12
AST UL 87 + 24 86 + 16 81 = 17 83 + 19
ALT U/L 46 + 22 4 £ 5 41 = 5 42 + 10
v-GTP UL 00 00 0 =0 00
LDH UL 111 + 60 159 + 92 74 + 53 177 + 133
Bile acid pumol/L 13.0 = 10.1 206 + 11.2 129 + 4.0 104 + 27
BUN mg/dL 14 £ 3 14 = 4 17 = 4 14 + 2
Creatinine mg/dL 07 = 0.1 06 = 0.1 06 £ 0 05 = 0.1
Total bilirubin mg/dL 0.07 = 0.02 0.07 + 0.01 005 = 0 0.05 + 0.01
ALP UL 162 + 23 156 + 36 147 + 35 203 + 88
Inorganic phosphorus mg/dL 73 £ 0.8 60 £ 0.7 ** 7.0 £ 0.3 65 + 04
Ca mg/dL 9.8 + 0.5 94 + 0.4 9.5 + 04 94 = 0.3
Na mEq/L 143.1 + 2.2 1412 + 1.3 1409 + 1.1 1413 + 0.8
K mEqg/L 376 + 0.23 3.86 + 0.37 408 + 033 412 + 0.28
Cl1 mEq/L 1082 = 1.9 1069 + 1.8 106.7 + 0.9 106.5 + 0.6

Each value shows mean £+ S.D.
Figures in parentheses indicate number of females.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 29-2. Biochemical findings of female rats at the end of the dosing period, satellite group

Group Control (vehicle: water for injection) 2-IBE 150 mgkg
Number of females 5 5

Total protein g/dL 57 £ 0.2 55 £ 04
Albumin g/dL 4.0 + 0.2 40 £ 0.3
A/G 230 = 0.25 263 + 031
Glucose mg/dL 117 + 21 117 + 17
Total cholesterol mg/dL 61 + 17 48 + 13
Trigly ceride mg/dL 16 + 13 15 £ 3
Phospholipid mg/dL 110 £ 23 92 + 16
AST U/L 70 £ 20 63 + 18
ALT UL 33 + 22 24 £ 9
v-GTP U/L 0+0 0 +£0
LDH UL 59 £ 18 44 + 14
Bile acid pmol/L 21.0 + 25.0 163 + 84
BUN mg/dL 18 + 3 17 + 4
Creatinine mg/dL 0.7 £ 01 06 £ 0.1
Total bilirubin mg/dL 0.08 + 0.02 0.06 + 0.01
ALP UL 167 + 34 179 + 47
Inorganic phosphorus mg/dL 49 = 0.7 51 + 0.8
Ca mg/dL 9.0 + 03 93 £ 03
Na mEgq/L 1432 + 14 142.1 + 1.6
K mEq/L 3.67 £ 0.28 396 + 0.29
Cl mEq/L 1084 + 1.2 1073 + 1.7

Each value shows mean + S.D.

Figures in parentheses indicate number of females.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 29-3. Biochemical findings of female rats at the end of the recovery period

Group
Number of females

Control (vehicle: water for injection)

2-IBE 150 mg/kg

5

5

Total protein g/dL 58 %
Albumin g/dL 40 =+
A/G . 242 +
Glucose mg/dL 125 =+
Total cholesterol mg/dL 65 +
Trigly ceride mg/dL 15 +
Phospholipid mg/dL 117 =
AST UL 67 +
ALT UL 26 +
y-GTP UL 0 =+
LDH UL 80 =+
Bile acid umol/L 241 +
BUN mg/dL 17 +
Creatinine mg/dL 0.7 «
Total bilirubin mg/dL 0.08 +
ALP UL 174 =
Inorganic phosphorus mg/dL 51 =
Ca mg/dL 94 %
Na mEq/L 143.5 +
K mEq/L 3.80 =
Cl mEqg/L 109.1 +

0.2
0.2
0.49

21
245

0.1
0.01
19
0.3
0.2
0.8
0.21
0.6

5.8
42
2.50
126
63
22
117
65
27

154
13.0
17
0.7
0.07
213
53
9.3
143.6
4.13
108.8

BoH B H W W W O H K H K B K K K K H K H

0.5
0.6
0.44

14
11
22
14
10

85
3.9

0.1
0.02
51
0.6
0.7
0.5
0.63
1.1

Each value shows mean + S.D.
Figures in parentheses indicate number of females.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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HEREE R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 30-1. Organ weights of male rats at the end of the dosing period

Group Control (vehicle: water for injection) 2-1BE 15 mg/kg 2-1BE 50 mgkg 2-IBE 150 mg/kg
Number of males 7 . 12 12 7
Body weight ® 494.6 = 34.5 485.0 * 44.5 5053 = 39.9 4883 = 48.5
Brain (mg) 2088.4 + 59.1 20442 66.5 20747 = 65.4 20003 83.9
{mg/g) 4236 * 0.250 4239 & 0.311 4.125 £ 0.291 4,124 =+ 0.368
Thymus (mg) 316.1 £ 54.1 3149 = 99.2 3162 = 47.8 2902 % 98.8
(mgg) 0643 =  0.125 0.646 =  0.188 0.628 =  0.097 0588 &  0.168
Heart (mg) 1425.3 =+ 195.9 14936 = 162.5 15048 = 139.4 15117 = 207.1
{mg/g) 2881 = 0.333 3082 = 0.226 2978 % 0.138 3.093 = 0.261
Liver (mg) 12774.5 990.6 125174 = 15834 13609.2 = 1632.0 13469.0 = 2490.6
{mg/g) 25842 = 1,294 25750 % 1411 26.874 = 1.681 27.383 * 2.591
Kidney (R) (mg) 15771 £ 168.3 15344 =% 169.8 1696.6 244.6 1657.2 % 208.0
{mg/g) 3.186 £ 0.191 3.164 =% 0.201 3.355 =+ 0.383 3401 = 0.338
Kidney (L) (mg) 15514 = 148.7 15460 = 213.3 1671.0 = 227.7 1635.1 = 198.2
{mg/g) 3134 £ 0.145 3.180 =+ 0.224 3.307 % 0.368 3358 = 0.346
Kidneys (mg) 31285 % 310.6 30804 = 376.0 33677 = 464.8 32923 = 3974
(mg/g) 6320 + 0.311 6.345 = 0.390 6.662 = 0.730 6.759 & 0.659
Spleen (mg) 858.0 + 162.0 8682 = 1737 968.6 = 175.9 13688 = 281.8 **
(mg/g) 1.732 + 0.287 1.790 =+ 0.315 1914 = 0.292 2.803 = 0.501 **
Testis (R) (mg) 1672.8 = 66.0 16959 = 96.3 16210 = 117.7 16149 = 215.6
(mg/g) 3397 = 0.275 3515 = 0.265 3220 0.269 3322 + 0.448
Testis (L) (mg) 1655.2 = 74.9 1682.2 = 120.6 1599.6 % 107.0 16034 = 229.7
(mg/g) 3.360 0.261 3484 = 0.266 3.177 = 0.240 3295 £ 0.447
Testes (mg) 33280 =+ 1394 3378.1 £ 2133 32205 + 221.5 32183 ¢ 443.7
(mg/g) 6.757 # 0.534 6.998 = 0.522 6.397 0.504 6.616 £ 0.891
Epididymis (R} (mg) 6454 = 374 6209 =+ 347 6065 = 34.0 6382 = 63.6
(mg/g) 1310 = 0.118 1289 + 0.125 1.207 = 0.113 1.320 0.205
Epididymis (L) (mg) 6142 £ 41.0 6163 =+ 349 5963 = 47.3 6204 = 53.4
{mg/g) 1244 =« 0.088 1278 =+ 0.104 1.185 = 0.111 1279 % 0.148
Epididymides (mg) 12596 £ 68.1 12371+ 64.3 12028 = 78.0 12586 = 109.1
{mg/g) 2.555 £ 0.192 2,566 = 0223 2392 £ 0218 2599 = 0.346

Each valuc shows mean = S.D.
Figures in parentheses indicate number of males.
Significantly different from the control group (*: P<0.05, **: P<0.01).

90



REBE S R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 30-1(continued). Organ weights of male rats at the end of the dosing period

Group Control (vehicle: water for injection) 2-IBE 15 mgkg 2-IBE 50 mgkg 2-IBE 150 mgkg
Number of males 7 12 12 7
Body weight (® 4946 = 34.5 485.0 =+ 44.5 5053 =+ 39.9 4883 = 48.5
Prostate, ventral (mg) 5915 + 121.2 603.7 =+ 130.6 6299 =+ 91.2 6303 = 116.4
(mg/g) 1.209 + 0.288 1.254 =+ 0.297 1253 + 0.199 1.306 =+ 0.292
Seminal vesicles (mg) 1758.7 =+ 346.1 1627.1 =+ 212.6 17217 =+ 2154 1767.6 =+ 316.5
(mg/g) 3.550 = 0.597 3390 =+ 0.606 3430 = 0.533 3.662 = 0.797
Thyroid gland (mg) 209 + 5.9 208 +£ 5.4 205 = 4.7 212 4.7
(mg/g) 0.042 =+ 0.012 0.043 =+ 0.011 0.041 =+ 0.009 0.043 =+ 0.007
Adrenal gland (R) (mg) 264 =« 5.1 267 =+ 45 272 % 42 278 =% 44
(mg/g) 0.053 =% 0.009 0.056 =+ 0.011 0.054 =+ 0.007 0.057 = 0.009
Adrenal gland (L) (mg) 279 =+ 6.8 28.0 = 3.6 291 =+ 3.9 284 + 42
(mg/g) 0.056 =+ 0.012 0.058 =+ 0.008 0.058 =+ 0.009 0.058 =+ 0.009
Adrenal glands (mg) 544 + 11.7 547 + 7.6 563 = 7.7 562 + 8.5
(mg/g) 0.110 =+ 0.020 0114 =+ 0.018 0.112 =+ 0.015 0.116 =+ 0.017

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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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 30-2. Organ weights of male rats at the end of the recovery period

Group Control (vehicle: water for injection) 2-IBE 150 mgkg
Number of males 5 5
Body weight ® 4794 = 48.8 5189 = 46.7
Brain (mg) 19655 =+ 62.6 2027.0 = 863
(mg'g) 4124 =+ 0316 3925 % 0.297
Thymus (mpg) 2412 « 38.6 2827 % 44.5
(mg/g) 0511 # 0.114 0.547 = 0.095
Heart (mg) 13933 =+ 156.2 1475.5 + 194.6
(mg'g) 2906 +  0.108 23840 = 0.245
Liver (mg) 115073 = 14141 13396.2 £ 15932
(mg/g) 24.004 =+ 1.609 25765 = 0.867
Kidney (R) (mg) 1485.1 =+ 165.6 1635.6 * 151.8
(mg/g) 3.098 +  0.136 3.158 = 0.237
Kidney (L) (mg) 1476.6 =+ 171.9 15823 1216
(mg/g) 3.080 =  0.156 3.055 % 0.158
Kidneys (mg) 2961.7 + 3350 3217.8 £ 270.4
(mg'®) 6177 = 0277 6212 0.391
Spleen (mg) 7839 =+ 65.3 10416 =+ 268.5 *
(mg'e) 1.648 = 0.206 1986 =+ 0.315
Testis (R) (mg) 17669 =+ 131.0 1667.1 = 166.6
(mgp) 3701 &£ 0302 3215 = 0209 *
Testis (L) (mg) 17582 = 139.8 1693.5 = 1919
{mg/g) 3.684 & 0.329 3.261 = 0.153 *
Testes (mp) 3525.1 % 265.1 33605 = 349.2
(mg'y) 7385 +  0.620 6476 = 0.330 *
Epididymis (R) (mg) 6310 =+ 41.0 6343 = 45.2
(mgg) 1323 +  0.100 1227 & 0.101
Epididymis (L) (mg) 6400 = 354 609.8 = 29.0
(mg'g) 1.340 = 0.071 1180 0.078 **
Epididy mides {mg) 12710 = 73.1 12441 & 59.8
(mg/) 2,662 =+ 0.167 2407 =+ 0.156 *

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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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 30-2(continued). Organ weights of male rats at the end of the recovery period

Group Control (vehicle: water for injection) 2-IBE 150 mgkg
Number of males 5 5
Body weight ® 4794 =+ 48.8 5189 =+ 46.7
Prostate, ventral (mg) 591.1 =+ 140.0 5949 =+ 143.7
(mg/g) 1.235 =+ 0.284 1.149 =+ 0.277
Seminal vesicles (mg) 12403 = 196.9 15493 + 449.3
(mg/g) 2594 + 0.397 3.024 = 0.936
Thyroid gland (mg) 18.6 =% 4.5 174 = 34
(mg/g) 0.039 =+ 0.011 0.034 =+ 0.006
Adrenal gland (R) (mg) 242 = 3.9 26.7 = 6.4
(mg/g) 0.051 =+ 0.005 0.051 + 0.010
Adrenal gland (L) (mg) 258 + 3.7 278 + 5.5
: (mg/g) 0.054 =+ 0.004 0.053 =+ 0.009
Adrenal glands (mg) 500 = 7.4 544 =+ 11.9
(mg/g) 0.104 =+ 0.009 0.105 =+ 0.019

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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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 31-1. Organ weights of female rats at the end of the dosing period

Group Control (vehicle: water for injection) 2-IBE 15 mgkg 2-1BE 50 mgkg 2-IBE 150 mgkg
Number of females 12 11 12 12
Body weight ® 306.1 = 27.9 3110 % 18.8 3075 * 71 2983 =+ 253
Brain (mg) 1895.0 = 82.2 19134 = 573 1864.8 = 47.2 1926.7 + 62.1
(mg/g) 6.228 = 0.521 6.171 0.368 6.066 = 0.155 6495 0.493
Thymus (mg) 164.8 + 61.7 2239 48.7 1939 = 63.9 1940 = 46.8
(mg/g) 0.529 0.161 0.719 = 0.147 0.630 = 0.201 0652 = 0.154
Heart (mg) 9813 + 77.5 9973 = 70.8 10214 = 575 10399 = 97.2
(mg/g) 3221 0.300 3207 = 0.125 3321 =+ 0.151 3489 = 0.190 **
Liver (mg) 9644.8 = 656.5 9965.9 =+ 7i2.8 9903.2 * 441.6 10148.1 = 12314
(mg/g) 31.635 = 2,249 32078 = 1.901 32214 = 1.466 33993 = 2.545 *
Kidney (R) {mg) 984.8 =+ 116.4 10204 = 88.3 9793 = 58.5 10520 =+ 85.7
(mg/g) 3220 = 0.263 3281 = 0.189 3185 = 0.180 3535 =% 0.229 **
Kidney (L) {mg) 961.7 * 93.3 10133 = 87.3 9712 = 69.0 1038.7 + 833
(mg/g) 3.144 = 0.149 3.257 = 0.159 3158 =+ 0201 3491 = 0.236 **
Kidneys {mg) 19465 = 204.5 2033.8 = 1725 19504 = 126.3 2090.7 164.7
(mg/g) 6.364 = 0.395 6.538 = 0.333 6342 %= 0376 7026 % 0.448 **
Spleen (mg) 699.9 * 98.2 7322 « 96.7 9542 = 2326 ** 11327 2864 **
(mg/g) 2296 = 0.348 2.358 & 0.304 3105 = 0.773 ** 3.794 = 0.889 **
Ovaty (R) (mg) 516 = 102 495 = 8.5 558 % 5.1 506 + 52
(mg/g) 0.169 = 0.035 0.159 # 0.027 0.181 = 0.016 0170 = 0.013
Ovary (L) (mg) 525 = 128 503 # 73 530 % 8.3 503 * 69
(mg/g) 0.172 = 0.044 0.162 + 0018 0172 = 0.028 0.170 =+ 0.024
Ovarics (mg) 1041 =% i8.1 99.8 = 135 108.8 = 94 1009 = 8.6
(mg/e) 0342 £ 0064 0321 £ 0039 0354 £ 0027 0339 =  0.026
Uterus (mg) 666.0 = 103.8 6003 * 71.1 659.6 =+ 80.3 653.6 = 113.4
(mg/g) 2190 % 0379 1.933 = 0.227 2.147 % 0.269 2202 % 0.394
Thyroid gland (mg) 185 = 4.1 154 = 31 159 = 35 161 = 39
(mg/g) 0.061 = 0013 0.049 =+ 0.010 0.052 = 0.012 0.054 = 0.013
Adrenal gland (R) {mg) 315 % 17 349 = 4.9 360 = 4.7 332 50
(mg/g) 0.104 = 0.011 0.113 = 0.018 0.117 =* 0015 0.112 =+ 0.017
Adrenal gland (L) (mg) 335 % 3.1 387 # 42 * 386 % 56 * 361 # 46
(mg/g) 0.110 = 0.012 0.125 = 0.018 0.126 = 0.018 0121 = 0.014
Adrenal glands (mg) 65.0 % 4.0 737 % 83 * 746 = 102 * 69.3 92
(mg/g) 0.214 + 0.020 0.238 =+ 0.034 0.243 =+ 0.032 0233 = 0.029

Each value shows mean + 8.D.
Figures in parentheses indicate number of males.
Significantly different from the control group (*: P<0.05, **: P<0.01).

94



HEBRE S R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 31-2. Organ weights of female rats at the end of the dosing period, satellite group

Group Control (vehicle: water for injection) 2-1BE 150 mgkg
Number of females 5 5
Body weight @ 2828 % 314 2863 + 7.1
Brain (mg) 1864.8 + 72.7 1900.7 =+ 63.6
(mg/g) 6.649 = 0.663 6.644 = 0.330
Thymus {mg) 2987 = 98.4 3537 # 478
(mg/g) 1051 % 0311 1234 =% 0.154
Heart (mg 8593 =+ 56.0 912 = 821 *
(mg/g) 3.056 = 0.249 3.461 = 0.262 *
Liver (mg) 7016.3 % 6253 79216 = 3565 *
(mg/®) 24871 = 1150 27.686 =+ 1.492 *
Kidney (R) (mg) 9023 =+ 97.7 9619 = 415
(mg/p) 3.197 0.208 3359 0.090
Kidney (L) (mg 9138 = 116.3 9266 = 232
(mg'p) 3233 =+ 0.211 3.237 =+ 0.047
Kidneys (mg) 1816.1 £ 2121 18886 =+ 59.6
(mg/®) 6430 = 0403 6.596 * 0.097
Spleen (mg 566.1 = 434 9311 =+ 1739 **
(mg/g) 2018 = 0.247 3243 =+ 0.540 **
Ovary (R} (mg) 474 = 13.7 449 = 129
(mg/p) 0.170 = 0.053 0.157 # 0.044
Ovary (L} (mg) 414 = 6.1 448 = 14.1
(mg/g) 0.148 = 0.032 0.156 = 0.048
Ovaries (mg) 88.8 = 13.5 898 % 24.8
(mg/g) 0318 =  0.064 0313 = 0.084
Uterus {mg) 7397 & 269.5 5946 = 266.8
(mg/g) 2,680 = 1.139 2090 + 0.977
Thyroid gland (mg) 133 = 31 157 + 52
(mg/p) 0.047 = 0.011 0.055 = 0.018
Adrenal gland (R) (mg) 321 % 32 296 =+ 4.7
(mg/g) 0.114 = 0014 0.103 = 0.015
Adrenal gland (L) (mg) 344 35 335 = 48
(mg/p) 0122 = 0014 0.117 = 0.015
Adrenal glands (mg) 664 = 6.5 631 9.3
{mg/g) 0236 = 0.027 0220 = 0.028

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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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 31-3. Organ weights of female rats at the end of the recovery period

Group Control (vehicle: water for injection) 2-1BE 150 mgkg
Number of females 5 5
Body weight €] 299.7 = 22.6 3134 =% 146
Brain (mp) 18750 = 1148 18396 + 97.0
(mg/g) 6274 = 0.480 5.881 =+ 0.437
Thymus (mg) 2465 = 36.4 3095 = 66.9
(mg'p) 0824 =  0.21 0993 + 0248
Heart (mg) 908.7 = 55.6 10163 + 100.5
(mg/g) 3.044 0.292 3243 0.283
Liver (mg) 73819 = 816.5 79300 *= 648.0
(mg/g) 24.760 = 3.661 25303 = 1.770
Kidney (R) (mg) 908.5 £ 48.8 10544 = 105.1 *
(mg/g) 3.041 = 0.240 3379 = 0.476
Kidney (L) (mg) 8682 = 60.6 10016 = 1096 *
(mg/g) 2906 = 0.262 3209 = 0.470
Kidneys (mg) 1776.6 = 108.4 20560 =+ 2120 *
(mg/g) 5948 = 0.498 6.588 = 0.940
Spleen (mg) 7102 = 296.9 6734 = 67.5
(mgg) 2413 % 1.153 2150 = 0.201
Ovary (R} (mg) 484 = 14.6 473 6.3
(mg/g) 0.163 = 0.054 0.151 * 0.023
Ovary (L) (mg) 415 1.7 439 £ 5.6
(mg/®) 0139 +  0.040 0141 £ 0018
Ovaries (mg) 89.8 =+ 21.2 913 % 105
{mg/g) 0301 = 0.077 0292 # 0.037
Utcrus (mg) 5755 & 250.9 . 7287 =« 403.4
{mg/g) 1.957 + 0.942 2295 1.166
Thyroid gland (mg) 166 = 3.0 155 = 33
(mg'p) 0.055 +  0.006 0050 +  0.011
Adrenal gland (R) (mg) 300 = 29 334 = 2.3
(mglp) 0.100 = 0010 0107 =  0.009
Adrenal gland (L) (mg) 315 % 4.1 347 = 38
(mg's) 0.105 &  0.016 0111 = 0011
Adrenal glands (mg) 615 = 6.2 68.1 = 5.8
(mg/g) 0.206 = 0.024 0217 = 0.018

Each valuc 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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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 32-1. Macroscopic findings of male rats at the end of the dosing period

HEAE B R-12-014

Group Control (Vehicle) 2-IBE 15 mg/kg 2-IBE 50 mg/kg 2-IBE 150 mgkg

Findings Grade - P - P - P - P
Epididy mis

Nodule, yellowish white, caudal, unilateral 6 1 12 0 12 0 6 1
Forestomach

Edematous, mucosa 7 0 12 0 12 0 5 2
Kidney

Pale colored area, bilateral 7 0 11 1 12 0 7 0
Spleen

Enlargement 7 0 12 0 12 0 0 7

Notes) -:No abnormal changes P : Non-graded change
Numerals represent the number of animals.
Vehicle: water for injection
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 32-2. Macroscopic findings of male rats at the end of the recovery period

Group Control (Vehicle) 2-IBE 150 mg/kg

Findings Grade : - P - P
Kidney

Enlargement, bilateral 5 0 4 1
Skin

Alopecia, both forelimbs 5 0 4 1
Spleen

Enlargement 5 0 3 2

Notes) -:No abnormal changes P : Non-graded change
Numerals represent the number of animals.
Vehicle: water for injection
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 33-1. Macroscopic findings of female rats at the end of the dosing period

Group Control (Vehicle) 2-1BE 15 mg/kg 2-IBE 50 mg/kg 2-IBE 150 mg/kg

Findings Grade - P - P - P - P
Adrenal gland

Enlargement, bilateral 12 0 11 0 11 1 12 0
Forestomach

Edematous, mucosa 11 1 11 0 12 0 11 1
Glandular stomach

Dark colored spot, mucosa 12 0 11 0 12 0 11 1
Liver

Enlargement 12 0 11 0 11 1 12 0

Nodule, caudal lobe, hard, mosaic 12 0 11 0 12 0 11 1
Lung

Dark colored area, all lobes 12 0 10 1 12 0 12 0

Dark colored sp ot, left lobe, dorsal 12 0 11 0 12 0 11 1
Lymph node, submandibular )

Enlargement 12 0 11 0 12 0 11 1
Skin

Alopecia, both forelimbs/neck 12 0 9 2 12 0 11 1
Spleen

Enlargement 12 0 11 0 9 3 3 9
Tail

Loss, edge, dark color 12 0 11 0 12 0 10 2
Thymus

Small 11 1 11 0 10 2 12 0

Notes) -:No abnormal changes P : Non-graded change
Numerals represent the number of animals.
Vehicle: water for injection
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 33-2. Macroscopic findings of female rats at the end of the dosing period, satellite group

Group Control (Vehicle) 2-IBE 150 mgkg
Findings Grade - P - P
Forestomach
Edematous, mucosa 5 0 4 1
Spleen
Enlargement 5 0 1 4

Notes) -:No abnormal changes P : Non-graded change
Numerals represent the number of animals.
Vehicle: water for injection
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 33-3. Macroscopic findings of female rats at the end of the recovery period

Group Control (Vehicle) 2-IBE 150 mgkg

Findings Grade - P - P
Kidney

Enlargement, bilateral 5 0 4 1

Rough surface, bilateral 5 0 4 1
Spleen

Enlargement 5 0

Rough surface, adhesion with connective tissue 4 1 5 0

Notes) -:No abnormal changes P : Non-graded change
Numerals represent the number of animals.
Vehicle: water for injection
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 34-1. Histopathological findings of male rats at the end of the dosing period

Group Control (Vehicle) 2-IBE 15 mg/kg 2-1BE 50 mg/kg 2-IBE 150 mg/kg

Findings Grade - = + 2+ 3 P NE - + + 2+ 3+ P NE - £ + 2+ 3+ P NE - £ + 2+ 3+ P NE
Brain 5 2 0 12 0 12 5 2
Spinal cord 5 2 0 12 0 12 5 2
Pituitary gland

Remnant, Rathke's pouch : 4 1 2 0 0 12 0 0 12 5 0 2
Submandibular gland 5 2 0 12 0 12 5 2
Sublingual gland 5 2 0 12 0 12 5 2
Lymph node, submandibular 5 2 0 12 0 12 5 2
Thyroid gland

Ectopic thymic tissue 5 0 2 0 0 12 0 0 12 4 1 2
Parathyroid gland 5 2 0 2 0 12 5 2
Thymus 5 2 0 12 0 12 5 2
Heart

Cellular infiltration, inflammatory, ventricle, right,

subepicardial, focal 50 0 00 2 0 0 0 0 0O 12 0 0 0 0 O 12 4 1 0 0 O 2

Cellular infiltration, mononuclear cell, septum, focal 4 1 0 0 O 2 0 0 0 0 O 12 0 0 0 0 O 12 50 0 0 0 2
Trachea 5 2 0 12 0 12 5 2
Lung

Accumulation, foam cell, alveolus 50 0 00 2 0 0.0 0 O 12 00 0 0 O 12 32 0 0 0 2
Bronchus 5 2 0 12 0 12 5 2

Notes) - :No abnormal changes +: Very slight + : Slight 2+: Moderate 3+: Marked
P : Non-graded change NE: Not examined

Numerals represent the number of animals.

Vehicle: water for injection

*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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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 34-1(continued). Histopathological findings of male rats at the end of the dosing period

Group Control (Vehicle) 2-IBE 15 mg/kg 2-IBE 50 mg/kg 2-1BE 150 mg/kg

Findings Grade - £ + 2+ 3+ P NE -+ + 2+ 3+ P NE - £ + 2+ 3+ P NE - £ + 2+ 3+ P NE
Liver

Deposit, pigment, brown, Kupffer cell S 00 00 2 5 00 0 0 7 23 0 0 0 7 03 2 00 2 TN HE

Fatty change, hepatocyte, periportal 311 00 2 1 4 0 0 0 7 1 2 2 0 0 7 1 31 0 0 2

Hematopoiesis, extramedullary 5 00 00 2 5 00 0 O 7 41 0 00 7 050 00 2 i

Microgranuloma 1 4 0 00 2 23 0 0 0 7 1 3100 7 050 00 2

Single cell necrosis 320 00 2 4 1 0 0 0 7 23 0 0 0 7 23 0 00 2
Pancreas

Infiltration, fatty 500 00 2 0 0 0 0O 12 000 0 O 12 4 1 0 00 2

Single cell necrosis 3 20 00 2 0 0 0 0 O 12 00 0 0O 12 4 1 0 00 2
Stomach 5 2 0 12 0 12 6 1
Duodenum 5 2 0 12 0 12 5 2
Jejunum 5 2 0 12 0 12 5 2
Ileum 5 2 0 12 0 12 5 2
Cecum 5 2 0 12 0 12 5 2
Colon 5 2 0 12 0 12 5 2
Rectum 5 2 0 12 0 12 5 2
Lymph node, mesenteric 5 2 0 12 0 12 5 2
Spleen

Deposit, pigment, brown 00 4 10 2 00 2 3 0 7 0 0 0 4 1 7 * 000 70 *

Hematopoiesis, extramedullary 01 3 10 2 3200 7 001 2 2 7 00 0 3 4 *

Increase, red pulp 5 00 0 0 2 500 00 7 5 00 00 7 1 4 2 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.
Vehicle: water for injection
*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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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 34-1(continued). Histopathological findings of male rats at the end of the dosing period

Group Control (Vehicle) 2-1BE 15 mg/kg 2-1BE 50 mg/kg 2-IBE 150 mg/kg

Findings Grade -+ 4+ 2+ 3+ P NE - 4+ 4+ 2+ 3+ P NE -+ 4+ 2+ 3+ P NE + + 2+ 3+ P NE
Kidney

Basophilic tubule, cortex 4 1 0 0 O 2 4 1 0 0 0 7 2 3 000 7 1 4 0 0 0 2

Cellular infiltration, lymphocyte, interstitial 5 006 00 2 4 1 0 00 7 5 0 0 00 7 S 00 0O 2

Cyst, medulla 5 2 5 7 5 7 4 1 2

Deposit, pigment, brown, proximal tubule 50 0 00 2 500 00 7 2 3 0 0 0 7 0 2 3 0 0 2 %
Urinary bladder 5 2 0 12 0 12 5 2
Adrenal gland 5 2 0 12 0 12 S 2
Testis

Atrophy, seminiferous tubule, bilateral S 00 0 O 2 00 0 0 O 12 0 0 0 0 O 12 32 0 00 2
Epididymis

Granuloma, spermatic, unilateral 4 2 0 12 0 12 5 1 1
Prostate

Cellular infiltration, lymphocyte, interstitial 4 01 0 O 2 00 0 0 O 12 0 0 0 0 O 12 5 0 0 0O 2
Seminal vesicle 5 2 0 12 0 12 5 2
Coagulating gland 5 2 0 12 0 12 5 2
Eyeball 5 2 0 12 0 12 5 2
Harderian gland 5 2 0 12 0 12 5 2
Sciatic nerve 5 2 0 12 0 12 5 2
Skeletal muscle 5 2 0 12 0 12 5 2
Fermur 5 2 0 12 0 12 5 2
Marrow, femur

Hyperplasia, erythroblast 5 000 0 2 4 1 0 0 0 7 3 2 0 0 0 7 0 2 3 0 0 2

Notes) - :No abnormal changes +: Very slight + : Slight 2+: Moderate 3+: Marked
P : Non-graded change NE: Not examined

Numerals represent the number of animals.
Vehicle: water for injection
Not significantly different from control.

*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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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 34-2. Histopathological findings of male rats at the end of the recovery period

Group Control (Vehicle) 2-1BE 150 mg/kg
Findings Grade -+ + 2+ 3+ P NE - =+ + 2+ 3+ P NE
Brain 0 5 0 5
Spinal cord 0 5 0 5
Pituitary gland 0 5 0 5
Submandibular gland 0 5 0 5
Sublingual gland 0o 5 0 5
Lymph node, submandibular 0 5 0 5
Thyroid gland 0 5 0 5
Parathyroid gland 0 5 0 5
Thymus 0 5 0 5
Heart 0 5 0 5
Trachea 0 5 0 5
Lung 0 5 0 5
Bronchus 0 5 0 5

Notes) - :No abnormal changes +: Very slight + : Slight 2+: Moderate 3+: Marked
P : Non-graded change NE: Not examined

Numerals represent the number of animals.

Vehicle: water for injection

*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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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 34-2(continued). Histopathological findings of male rats at the end of the recovery period

Group Control (Vehicle) 2-1BE 150 mg/kg

Findings Grade - = + 2+ 3+ P NE -+ 4+ 2+ 3+ P NE
Liver

Deposit, pigment, brown, Kupffer cell 5 0 0 0 O 4 1 0 0 O

Fatty change, hepatocyte, periportal 2 3 0 0 0 1 3 1 0 0

Hyperplasia, bile duct 4 1 0 0 O 5 0 0 0 O

Microgranuloma 05 0 0 O 2 3 0 0 0

Single cell necrosis 4 1 0 0 0 4 1 0 0 O
Pancreas 0 5 0 5
Stomach 0 5 0 5
Duodenum 0 5 0 5
Jejunum 0 5 0 5
Heum 0 5 0 5
Cecum 0 5 0 5
Colon 0 5 0 5
Rectum 0 5 0 5
Lymph node, mesenteric 0 5 0 5
Spleen

Deposit, pigment, brown 0 01 40 0 0 1 4 0

Hematopoiesis, extramedullary 01 2 2 0 0 41 0 0

Increase, red pulp 5 0 0 0 0 4 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.
Vehicle: water for injection
*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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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 34-2(continued). Histopathological findings of male rats at the end of the recovery period

Group Control (Vehicle) 2-IBE 150 mg/kg

Findings Grade - % + 2+ 3+ P NE - £ + 24 3+ P NE
Kidney

Basophilic tubule, cortex 1 4 0 0 O 32 0 0 0

Cellular infiltration, lymphocyte, interstitial 4 1 0 0 O 5 0 0 0 O

Deposit, pigment, brown, proximal tubule 50 0 00 1 4 0 0 O #
Urinary bladder 0 5 0 5
Adrenal gland 0 5 0 5
Testis 0 5 0 5
Epididymis 0 5 0 5
Prostate 0 5 0 5
Seminal vesicle 0 5 0 5
Coagulating gland 0 5 0 5
Eyeball 0 5 0 5
Harderian gland 0 5 0 5
Sciatic nerve 0 5 0 5
Skeletal muscle 0 5 0 5
Femur 0 5 0 5
Marrow, femur

Hyperplasia, erythroblast 50 0 00 32 0 00
Skin

Atrophy, hair follicle 0 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.

Vehicle: water for injection

*P<0.05, **P<0.01 : Significantly different from control (Mann-Whitney U test).

#P<0.05, ##P<0.01 : Significantly diffcrent from control (Fisher's exact test).
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 35-1. Histopathological findings of female rats at the end of the dosing period

Group Control (Vehicle) 2-1BE 15 mg/kg 2-1BE 50 mg/kg 2-IBE 150 mg/kg

Findings Grade -+ + 2+ 3+ P NE - = + 2+ 3+ P NE - £ + 2+ 3+ P NE - £ + 2+ 3+ P NE
Brain 5 7 0 11 0 12 5 7
Spinal cord 5 7 0 11 0 12 5 7
Pituitary gland

Remnant, Rathke's pouch 4 1 7 0 0 11 0 0 12 4 1 7
Submandibular gland 5 7 0 11 0 12 5 7
Sublingual gland 5 7 0 11 0 12 5 7
Lymph node, submandibular 5 7 0 11 0 12 5 7
Thyroid gland

Ectopic thymic tissue 5 0 7 0 01 0 0 12 4 1 7
Parathyroid gland 5 7 0 11 0 12 5 7
Thymus

Atrophy 4 01 0 O 7 00 0 0 O 11 02 0 0 0 10 50 0 00 7
Heart 5 7 0 11 0 12 5 7
Trachea 5 7 0 11 0 12 5 7
Lung

Accumulation, foam cell, alveolus 5 0 0 0 0 7 1 0 0 0 0 10 0 0 0 0 0O 12 33 000 6

Cellular infiltration, macrophage, alveolus,

including brown pigment 5 0 0 0 0 7 001 0 0 10 00 0 0 O 12 6 0 0 0 O 6

Thickening, pleura, focal 5 0 0 0 0 7 1 0 0 0 O 10 0 0 0 0 0 12 51 0 0 0 6

Bronchus 5 7 0 11 0 12 6 6

Notes) - :No abnormal changes +: Very slight +: Slight 2+: Moderate 3-+: Marked
P : Non-graded change NE: Not examined

Numerals represent the number of animals.

Vehicle: water for injection

*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).

108



HEREE R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 35-1(continued). Histopathological findings of female rats at the end of the dosing period

Group Control (Vehicle) 2-IBE 15 mg/kg 2-IBE 50 mg/kg 2-IBE 150 mg/kg
Findings Grade -+ + 2+ 3+ P NE -+ 4+ 2+ 3+ P NE - + + 2+ 3+ P NE - + 4+ 2+ 3+ P NE
Liver
Deposit, pigment, brown, Kupffer cell 500 00 7 5 00 00 6 05000 7% 0 3 3 00 6 *H#
Fatty change, hepatocyte, periportal 4 01 0 O 7 4 1 0 0 O 6 5 0 0 00 7 2 3 1 00 6
Hematopoiesis, extramedullary 50 0 0 0 7 4 1 0 0 O 6 05 0 00 7 *™# 0 6 0 0 O 6
Microgranuloma 32 0 00 7 2 3 0 00 6 32 0 00 7 2 4 0 0 0 6
Necrosis, focal 5 o 7 5 0 6 5 o 7 5 1 6
Single cell necrosis 50 0 0 0 7 5 0 0 0O 6 4 1 0 0 O 7 4 2 0 0 O 6
Pancreas 5 7 0 11 0 12 5 7
Stomach
Dilatation, gland, fundic 5 0 0 00 7 0 0 0 0 O 11 00 0 0 0 12 6 1 0 0 O 5
Edema, submucosa layer, forestomach 4 1 0 0 O 7 0 0 0 0 O 11 0 0 0 0 0 12 7 0 0 0 0 5
Duodenum 5 7 0 11 0 12 5 ’ 7
Jejunum ) S 7 0 11 0 12 5 7
Ileum 5 7 0 11 0 12 5 7
Cecum 5 7 0 11 0 12 5 7
Colon 5 7 0 11 0 12 5 7
Rectum 5 7 0 11 0 12 5 7
Lymph node, mesenteric 5 7 0 11 0 12 5 7
Spleen
Congestion 5 00 00 7 4 01 0 O 6 7 0 0 00 5 100 0 0 O 2
Deposit, pigment, brown 00 2 3 0 7 01 2 2 0 6 0 3 4 00 5 0 54 10 2™
Hematopoiesis, extramedullary 0 0 2 3 0 7 0 01 4 0 6 0 0 0 2 5 5 * 0 0 0 3 7 2
Increase, red pulp 50 0 0 0 7 5 0 0 0 0 6 4 3 0 0 O 5 3 6 1 0 0 2 H#
Notes) -:No abnormal changes =+: Very slight + : Slight 2+: Moderate 3+: Marked

P : Non-graded change NE: Not examined
Numerals represent the number of animals.
Vehicle: water for injection
*P<(,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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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 35-1(continued). Histopathological findings of female rats at the end of the dosing period

Group Control (Vehicle) 2-1BE 15 mg/kg 2-IBE 50 mg/kg 2-IBE 150 mg/kg

Findings Grade -+ + 2+ 3+ P NE - + + 2+ 3+ P NE - + + 2+ 3+ P NE + + 2+ 3+ P NE
Kidney

Basophilic tubule, cortex 4 0 0 1 0 7 4 1 0 0 O 6 50000 7 32000 7

Cellular infiltration, lymphocyte, interstitial 4 1 0 0 O 7 50 0 0 0 6 4 1 0 0 O 7 5 0 0 0 0 7

Degeneration/necrosis, proximal tubule 4 1 0 0 0 7 5 00 00 6 5 00 0O 7 5 0 0 0 0 7

Deposit, pigment, brown, proximal tubule 5 0 0 0 O 7 500 00 6 2 3 0 0 0 7 01 4 0 0 T N
Urinary bladder 5 7 0 11 0 12 5 7
Adrenal gland

Cellular infiltration, lymphocyte, zona reticularis, sinusoid 4 1 0 0 O 7 0 0 0 0 O 11 1 0 0 0 0 1 50 0 0 0 7
Ovary 5 7 0 11 0 12 5 7
Uterus 5 7 0 11 0 12 5 7
Vagina 5 7 0 11 0 12 5 7
Eyeball 5 7 0 11 0 12 5 7
Harderian gland

Hyperpigmentation 4 1 0 00 7 00 0 00O 11 0 00 00 12 5 00 00 7
Sciatic nerve 5 7 0 1 0 12 5 7
Skeletal muscle 5 7 0 11 0 12 5 7
Femur 5 7 0 11 0 12 5 7
Marrow, femur

Hyperplasia, erythroblast 500 00 7 4 1 0 0 0 6 1 4 0 00 7 05 0 0O TN
Skin

Atrophy, hair follicle 0 2 0 0 O 01 0 0 O
Tail

Necrosis 0 1

Ulcer 0 1

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

P : Non-graded change NE: Not examined
Numerals represent the number of animals.
Vehicle: water for injection
Not significantly different from control.

*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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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 35-2. Histopathological findings of female rats at the end of the dosing period, satellite group

Group Control (Vehicle) 2-IBE 150 mg/kg

Findings Grade - + + 2+ 3+ P NE = + 2+ 3+ P NE
Brain 5

Spinal cord 5
Pituitary gland

Remnant, Rathke's pouch 4 0
Submandibular gland 5

Sublingual gland 5
Lymph node, submandibular 5
Thyroid gland

Ectopic thymic tissue 3 0
Parathyroid gland 5
Thymus 5
Heart

Cellular infiltration, mononuclear cell, septum, focal 50 0 0 0 4 1 0 0 0
Trachea 5 5
Lung

Accumulation, foam cell, alveolus 5 0 0 0 O 1 0 0 0

Granuloma, foreign body 4 1 0 0 O 0 0 0 O
Bronchus 5

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

P :Non-graded change NE: Not examined
Numerals represent the number of animals.
Vehicle: water for injection

*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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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 35-2(continued). Histopathological findings of female rats at the end of the dosing period, satellite group

Group Control (Vehicle) 2-IBE 150 mg/kg
Findings . Grade -+ + 2+ 3+ P NE -+ + 2+ 3+ P NE
Liver
Deposit, pigment, brown, Kupffer cell 5 0 0 0O 0 0 5 00 o,
Fatty change, hepatocyte, periportal 1 4 0 0 O 32 0 0 O
Hematopoiesis, extramedullary 5 0 0 0 O 05 0 00 o Hh
Microgranuloma 1 4 0 0 O 2 3 0 00
Single cell necrosis 5 0 0 0 O 4 1 0 0 O
Pancreas 5 5
Stomach 5 5
Duodenum 5 5
Jejunum 5 5
Ileum 5 5
Cecum 5 5
Colon 5 5
Rectum 5 5
Lymph node, mesenteric 5 5
Spleen
Deposit, pigment, brown 0 0 0 5 0 0 0 0 5 0
Hematopoiesis, extramedullary 050 00 0 0 0 2 3 o
Increase, red pulp 50 0 0 O 2 2 1 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.
Vehicle: water for injection
*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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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 35-2(continued). Histopathological findings of female rats at the end of the dosing period, satellite group

Group Control (Vehicle) 2-IBE 150 mg/kg
Findings Grade - % + 2+ 3+ P NE - + + 2+ 3+ P NE
Kidney
Basophilic tubule, cortex 4 1 0 0 O 50 0 0 0
Cellular infiltration, lymphocyte, interstitial 4 1 0 0 O 50 0 0 0
Deposit, pigment, brown, proximal tubule 5 0 0 0 0 01 4 0 0 o
Mineralization, medulla 5 0 0 0 O 4 1 0 0 O
Urinary bladder 5 5
Adrenal gland 5 5
Ovary 5 5
Uterus 5 5
Vagina 5 5
Eyeball 5 5
Harderian gland
' Cellular infiltration, lymphocyte, interstitial 4 1 0 0 O 5 0 0 0 0
Sciatic nerve 5 5
Skeletal muscle 5 5
Femur 5 5

Marrow, femur
Hyperplasia, erythroblast 5 00 00 1 2 2 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.
Vehicle: water for injection
*P<0.05, **P<0.01 : Significantly different from control (Mann-Whitney U test).
#P<0.05, ##P<0.01 : Significantly different from control (F isher's exact test).
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 35-3. Histopathological findings of female rats at the end of the recovery period

Group Control (Vehicle) 2-IBE 150 mg/kg
Findings Grade - £ + 2+ 3+ P NE - £ + 2+ 3+ P NE
Brain ‘ 0 5 0 5
Spinal cord 0 5 0 5
Pituitary gland 0 5 0 5
Submandibular gland : 0 5 0 5
Sublingual gland 0 5 0 5
Lymph node, submandibular 0 5 0 5
Thyroid gland 0 5 0 5
Parathyroid gland 0 5 0 5
Thymus 0 5 0 5
Heart 0 5 0 5
Trachea 0 5 0 5
Lung 0 5 0 5
Bronchus ' 0 5 0 5

Notes) - :No abnormal changes =+: Very slight + : Slight 2+: Moderate 3-+: Marked
P : Non-graded change NE: Not examined

Numerals represent the number of animals.

Vehicle: water for injection

*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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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 35-3(continued). Histopathologicai findings of female rats at the end of the recovery period

Group Control (Vehicle) 2-1BE 150 mg/kg

Findings Grade - £ + 2+ 3+ P NE - £ + 2+ 3 P NE
Liver

Deposit, pigment, brown, Kupffer cell S 0 0 0O 05 0 0 0 >,

Fatty change, hepatocyte, periportal 4 1 0 0 O 4 1 0 0 O

Hematopoiesis, extramedullary 4 1 0 0 O 5 00 0O

Microgranuloma 0 5 0 0O 1 4 0 00
Pancreas 0 5 0 5
Stomach 0 5 0 5
Duodenum 0 5 0 5
Jejunum 0 5 0 5
Ileum 0 5 0 5
Cecum 0 5 0 5
Colon 0 5 0 5
Rectum 0 5 0 5
Lymph node, mesenteric 0 5 0 5
Spleen

Deposit, pigment, brown 0 0 0 5 0 0 01 4 0

Edema, capsule, with infiltration of inflammatory cell 4 01 0 O 5 0 0 0 O

Hematopoiesis, extramedullary 03 1 1 0 0 5 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.
Vehicle: water for injection
*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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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 35-3(continued). Histopathological findings of female rats at the end of the recovery period

Group Control (Vehicle) 2-IBE 150 mg/kg

Findings Grade - + + 2+ 3+ P NE - £ 4+ 2+ 3+ P NE
Kidney

Basophilic tubule, cortex 4 1 0 0 O 4 1 0 0 O

Cellular infiltration, lymphocyte, interstitial 4 1 0 0 O 4 1 00 O

Deposit, pigment, brown, proximal tubule 5 0 0 0 O 05 0 00 -,

Mineralization, medulla 50 0 0 O 4 1 0 0 O
Urinary bladder 0 5 0 5
Adrenal gland 0 5 0 5
Ovary 0 5 0 5
Uterus 0 5 0 5
Vagina 0 5 0 5
Eyeball 0 5 0 5
Harderian gland 0 5 0 5
Sciatic nerve 0 5 0 5
Skeletal muscle 0 5 0 5
Femur 0 5 0 5

Marrow, femur
Hyperplasia, erythroblast 5 0 0 0 0 3 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.
Vehicle: water for injection
*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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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 36. Results of observations about estrous cycle

Dose Control (vehicle: water for injection) 2-IBE (15 mg/kg) 2-IBE (50 mgkg) 2-IBE (150 mg/kg)

Number of animals examined 12 12 12 12

Pre-treatment period

Number of animals showingtype of cycle

4-day cycle - 9 10 10 11
4/5-day cycle 2 2 0 1
S-day cycle 1 0 2 0
Mean length of estrous cycle in days; MeantS.D. (N) 42 + 03 (12) 41 = 02 (12) 42 + 04 (12) 40 = 0.1 (12)

Treatment period

Number of animals showing each type of cycle

4-day cycle 9 12 10 10
4/5-day cycle 1 0 1 0
5-day cycle 2 0 1 0
uncycle 0 0 0 1
irregular 0 0 0 1
Mean length of estrous cycle in days; Mean+S.D. (N) 42 + 04 (12) 40 £ 00 (12) 41 = 03 (12) 41 = 03 (1D
Frequency of animals that show abnormal estrous cycles after the treatment 0 /12 0 /12 0 /12 2 /12
Mean times of vaginal estrus during mating period; M eantS.D. (N) 1.1 £+ 03 (12) 1.0 £ 00 (12) 10 £+ 00 (12 10 £ 00 (12

Significantly different from the control group (*: p<0.05, **: p<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 37. Results of observations about reproductive performance

REAE S R-12-014

Dose Control (vehicle: water for injection) 2-1BE (15 mg/kg) 2-IBE (50 mg/kg) 2-IBE (150 mg/kg)
Number of mated pares [A] 12 12 12 12
Number of copulated pares [B] 12 12 12 12
Copulation index [(B/A)*100, %] 100.0 100.0 100.0 100.0
Number of fertile males [C] 12 11 12 12
Fertility index [(C/B)*100, %] 100.0 91.7 100.0 100.0
Paring days until copulation
; MeantS.D. (N) 24 =% 33 = 15 (12) 23 £ 1.2 (12) 28 = 1.0 (12)

Significantly different from the control group (*: p<0.05, **: p<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 38. Observation of offspring (F,)

Group Control (vehicle: water for injection) 2-1BE 15 mg/kg 2-1BE 50 mg/kg 2-1BE 150 mg/kg
Number of dams 12 10 12 12
Gestation length (days)

Mean * S.D. per dam 223 % 05 222+ 04 . 223+ 05 222+ 04
Number of corpora lutea

Total 196 164 197 190

Mean £ S.D. per dam 163+ 14 149 = 3.6 an 164 £ 27 158« 13
‘Number of imp lantation scars

Total 189 161 192 184

Mean + S.D. per dam 158+ 1.5 146 + 34 an 160 £ 23 153+ 13
Implantation index (%) 964 £ 32 9R5+ 34 an 979 £ 45 969 + 3.3
Delivery index (dams,%) 100.0 100.0 . 100.0 100.0
Number of offspring at birth

Total 181 151 182 169

Mean % S.D. per dam 151 % 12 137+ 29 an 152« 25 141+ 1.7
Number of live offspring at birth

Male 89 77 87 77

Female 92 69 91 91

Total 181 146 178 168

Mean + $.D. per dam 151 % 1.2 133 28 an 148 = 25 140+ 1.7
Sexratio

Mean & S.D. per dam 0.49 = 0.12 0.54 + 0.10 1n 0.49 + 007 0.46 = 0.15
Number of dead offspring

Total 0 5 4 1

Mean % S.D. per dam 00+ 0.0 05+ 1.0 1 03 05 01+ 03
Delivery index (offspring)

Mean% + S.D. per dam 96.1 = 6.8 947 & 8.1 1 948 + 6.8 919+ 79
Birth index )

Mean% + S.D. per dam 96.1 = 6.8 918 = 9.6 (1n 926 = 6.8 913 = 8.0
Live birth index”

Mean% + S.D. per dam 100.0 £ 0.0 97.0 = 69 (1) 978 = 33 994 £ 2.0
Number of offspring on day 4

Male 88 75 86 68
Female 90 66 89 82
Sexratio ©!

Mean & $.D. per dam 049 = 0.12 0.54 = 0.10 an 049 + 0.08 0.49 = 022
Viability index ®

Mean% * S.D. per dam 983 = 4.3 9.9 + 8.6 an 98.6 = 34 90.2 £+ 26.9
Number of extemal abnormalities o 0 0 0
Mean% + S.D. per dam 0.0+ 0.0 0.0 00 [{1Y] 00+ 00 00 0.0

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

a): (Number of imp lantation scars/Number of corpora lutea)*100.

b): (Number of dams with live offspring/number of pregnant dams)»100.

c): Number of male offspring/(number of male offspring + number of female offspring).
d): (Number of offspring at birth/Number of imp lantation scars)*100.

€): (Number of live offspring at birth/number of implantation scars)*100.

f): (Number of live offspring at birth/number of offspring at birth)x100.

£): (Number of live offspring 4 days after birth/number of live offspringat birth)* 100.
h): Number of external abnormalities in live offspringat birth. .

Figures in parentheses indicate number of dams.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 39. Body weights of offspring (F;) before weaning

Group Control (vehicle: water for injection) 2-IBE 15 mg/kg 2-IBE 50 mgkg 2-IBE 150 mgkg

Number of dams 12 11 12 12

Male

Days after birth
0 65 £ 04 (12) 70 £ 07 1n 64 £ 05 (12) 64 £ 038 (12)
4 100 = 1.3 (12) 112 = 1.8 (11) 103 + 1.0 (12) 102 £ 1.2 (12)

Number of dams 12 11 12 12

Female

Days after birth
0 62 + 04 (12) 67 = 07 (11) 61 = 0.5 (12) 61 = 07 (12)
4 97 £ 12 (12) 1 £ 18 (11) 100 + 09 (12) 100 = 1.3 (11)

Each value shows mean + S.D. per dam. (g).
Figures in parentheses indicate number of dams.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 40. General conditions in offspring (F,) before weaning

Group Number of offspring Days after birth
and general conditions 0 1 2 3 4
Control (vehicle: water for injection) ~ Number of offspring 181 181 181 181 179
General appearance, No abnormality 181 181 181 179 178
General appearance, Death 2 1
2-IBE 15 mgkg Number of offspring 146 146 146 143 141
General appearance, No abnormality 146 146 143 141 141
General appearance, Death 3 2
2-IBE 50 mgkg Number of offspring 178 178 177 176 175
General appearance, No abnormality 178 177 176 175 175
General appearance, Death 1 1 1
2-IBE 150 mgkg Number of offspring 168 168 158 150 150
General appearance, No abnormality 168 158 150 150 150
General appearance, Death 10 8
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Table 41. Morphological observations of offspring (F,)

REBRER R-12-014

Dose Control (vehicle: water for injection) 2-1BE (15 mg/kg) 2-IBE (50 mg/kg) 2-IBE (150 mg/kg)
Dead offspring
Number of dead offspring * 3 10 7 19
Number of missing offspring 3 1 2 6
Number of dead offspring examined 0@ © 9@ © O 133 @
Number of dead offspring with external changes 0 0 0 0
Number of dead offspring with visceral changes 0 0 0 0
Live offspring
Number of live offspring examined (postnatal day 0) 181 146 178 168
Number of live offsping with external changes 0 0 0 0
Number of live offspring examined (postnatal day 4) 178 141 175 150
Number of live offspring with external changes 0 0 0 0
Number of live offspring with visceral changes 0 0 0 0

Significantly different from the control group (*: p<0.05, **: p<0.01).
a) including missing offspring

b) Parenthesis indicates the number of offspring not examined bacause of their autolysis.

122



RERE B R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 1-1-1. General conditions of male rats

Control (vehicle: water for injection)
Male No. . Days of administration
i 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 Prc Post Pre Post Prc Post Prc Post Pre Post Prc Post
Mo100t - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M01002 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Mo1003 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO1004 C e e e e e e e e e e e e e e o 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 e
M01005 - - - - L - - - . L N - N L - - - - - - - - - - - - - - - -
M01006 - - - - L - s - . - - . - - - - N L - - - - - - - - - - - - - - - -
Mo1007 - - - - L - - - - e . - - .. - L - - - - - - - - - - - .- - - - - - - - -
MO01008 - - - . L L - - .. I - S - - - - - - - - - - - - - - - - - - - -
MO01009 - - - - L - s - - L - - .. - S - - - - - - - - - - .- - - - - - - -
Mo1010 - - - - L E - I N - - - - - - T - - - - - - - - - - - - . - - -
Mololl - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO1012 e o e e e o e e e e e e e e e e e e e e L e e e e e e e e e e e e
Numberofmales 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
- 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12 12 12 12 12 12 12

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
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
Pre: Before inistration, Post: after administrati (Continued)
-: General ap pearance, No abnormality.
a: Excretion, Reddish urine.
b: Forelimb, Alopecia.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 1-1-1(continued). General conditions of male rats

Control (vehicle: water for injection)
Male No. Days of administration
26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
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
MO01001 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M01002 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M01003 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M01004 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO01005 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO01006 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO01007 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO01008 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO01009 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M01010 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO01011 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO01012 S T T T T T T
Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
- 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
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
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
Pre: Before administration, Post: after administration.
-1 General appearance, No abnormality.
b: Forelimb, Alopecia.
a: Excretion, Reddish urine.

S O N
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 1-1-2. General conditions of male rats

2-IBE 15 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
Pr¢_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 Prc Post Pre Post Pre Post Pre Post
Mo02013 DS - - - - - - -
M02014 S e e e e oo 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 e
M02015 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Mo2016 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Mo2017 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Mo02018 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02019 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02020 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . - - - -
M02021 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02022 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02023 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02024 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Numberof males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
- 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
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 o 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
Pre: Before administration, Post: after inistrati (Continued)
-: General ap pearance, No abnormality.
a: Excretion, Reddish urine.
b: Forelimb, Alopecia.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 1-1-2(continued). General conditions of male rats

2-IBE 15 mg/kg
Male No. Days of administration
26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
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
MO02013 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02014 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02015 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02016 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO02017 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO02018 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO02019 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02020 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02021 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02022 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02023 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02024 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Number ofmales 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 i2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
- 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
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
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
Pre: Before administration, Post: after administration.
-: General appearance, No abnormality.
b: Forelimb, Alopecia.
a: Excretion, Reddish urine.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 1-1-3. General conditions of male rats

2-IBE 50 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

Prc Post Pre Post Pre Post Pre Post Prc 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 Prc Post Pre Post Pre Post
M03025 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03026 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03027 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03028 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03029 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03030 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03031 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03032 - - - - T T E e
M03033 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03035 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03036 T - - e e e .- e e e e e oo e e - - - o -
Numberof males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
- 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

a ] 0 o 0 o 0 0 0 0 0 0 0 0 [ 0 0 0 ] 0 0 0 0 L) 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
Pre: Before ini ion, Post: after adminis i {Continued)

«t General ap pearance, No abnormality.
a: Excretion, Reddish urine.
b: Forelimb, Alopecia.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 1-1-3(continued). General conditions of male rats

2-1BE 50 mgkg
Male No. Days of administration
26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
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
M03025 - - - - - - - - - - - - - - - - - - - - - - - - a - - - - - - - - - -
M03026 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO03027 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO03028 - - - - - - - - - - - - - - - - - - - - - - - - a - - - - - - - - - -
MO03029 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03030 S e .. oo a oo oo e e e e e e e e e e e e e e e e
MO03031 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03032 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03033 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03034 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03035 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03036 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
- 12 12 12 12 12 12 12 12 12 12 12 12 12 {12 12 12 12 12 12 12 12 12 12 12 10 12 12 12 12 12 12 12 12 12 12
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
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 2 0 0 0 0 0 0 0 0 0 0
Pre: Before administration, Post: after administration.
-: General appearance, No abnormality.
b: Forelimb, Alopecia.
a: Excretion, Reddish urine,
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 1-1-4. General conditions of male rats

2-IBE 150 mgkg
Male No. Days of administration
1 2 3 4 5 6 7 8§ 9 10 il 12 13 14 15 16 17 18 19 20 2] 22 23 24 25
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 Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
M04037 - - a - a - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M04038 - -
M04039 - -
M04040 - -
M04041 - -
M04042 - -
M04043 - -
M04044 - -
M04045 - -
M04046 -
M04047 -
M04048 -
Number of males 12
- 12
a 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 1 1 1 1
Pre: Before admini Post: after ion (Continued)
-: General ap pearance, No abnormality .
a: Excretion, Reddish urine.
b: Forelimb, Alopecia.
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AERE S R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 1-1-4(continued). General conditions of male rats

2-IBE 150 mg/kg
Male No. Days of administration
26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
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
M04037 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M04038 - - - - - - - - - - - - - - - - - - - - - - - - a - - - - - - - - - -
MO04039 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M04040 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M04041 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M04042 - - - - - - - - - - - - - - - - - - - - a - - - - - - - - - - - - - -
M04043 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M04044 b b b b b b b b b b b b b b b b b b b b b b b b b b b b b b b b b b
M04045 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M04046 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M04047 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M04048 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -

Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 7
- 1momn 1mn 11 11 1mnmn 1 1 1 o1r 1 11 11 o1 mw 1 1 i 10 11 11 11 1 11 11 i 1 1 1 11 17
b 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 i 1 1 1 1 1 0
a 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0

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

b: Forelimb, Alopecia.

a: Excretion, Reddish urine.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 1-2-1. General conditions of male rats at the recovery period

Control (vehicle: water for injection)

Male No. Days of recovery
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
MO01008 - - - - - - - - - - - - - - -
M01009 - - - - - - - - - - - - - - -
Mo01010 - - - - - - - - - - - - - - -
MO01011 - - - - - - - - - - - - - - -
MO01012 - - - - - - - - - - - - - - -
Number of males 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
- 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
b 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

-: General appearance, No abnormality .
b: Forelimb, Alopecia.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 1-2-2. General conditions of male rats at the recovery period

2-IBE 150 mgkg
Male No. Days of recovery
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
M04044 b b b b b b b b b b b b b b b
M04045 - - - - - - - - - - - - - - -
M04046 - - - - - - - - - - - - - - -
M04047 - - - - - - - - - - - - - - -
M04048 - - - - - - - - - - - - - - -
Number of males 5 5 5 5 5 5 5 5 S 5 5 5 5 5 5
- 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
b 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1

-: General appearance, No abnormality.
b: Forelimb, Alopecia.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 2-1-1. General conditions of female rats

Control (vehicle: water for injection)
Female 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
Pre Post Pre Post Prc  Post Pre Post Pre Post Prc Post Pre 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 Post
F01001 - - - - - - - - - - - - - - - - - - - - - R N N - . . N N - N R
F01002 - - - - - - - - - - - - - - - - - - - - - - - - . - - - - . . .
F01003 - - - - - - - - - - - - - - - - - - - - - - - - . - - - - . - .
F01004 - - . - - - - - - - - - - - - - - - - - - - - - - - - - - - - . - -
F01005 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . . . - - . . . -
F01006 - - - - - - - - - - - - - - - - - - - - - - - . . . . - - .
F01007 - - - - - - - - - - - - - - - - - - - - - - - . . . - - - .
F01008 - - - - - - - - - - - - - - - - - - - - B - - - - - - - - - - .
F01009 - - - - - - - - - - - - - - - - - - - - - - - - - - - - . . . - - .
F01010 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . - - -
F01011 - - - - - - - - - - - - - - . - - - - - - - - . . . . - . .
F01012 - - - - - - - - - - - - - . - - - - - - - - - . . . . - . .
Numberof females 12 12 12 12 12 12 2 12 12 12
- 12 12 12 12 12 12 12 12 12 12
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Pre: Before Post: after administration,
-: General appearance, No abnormality.

a: Excretion, Reddish urine.

b: Lumbus, Alopecia.

c: 8kin, Pale skin.

d: Excretion, Decrease in amount of feces.

e: General app carance, Emaciation.

f: Behavior, Decrease in locomotor activity .

£ Excretion, No-feces.

h: Fur, Hair, Coat, Pilocrection.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 2-1-2. General conditions of female rats

2-1BE 15 mgkg
Female No. Days of administration
1 2 3 4 5 6 7 8 9 10 i1 12 13 14 15 16 17 18 19 20 21
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
F02013 B - - B R - R R R R R R R R - R B . B - - B B B B P B
F02014 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02015 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02016 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02017 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
FO2018 - - - - - - - - - - - - - - - - - - - - - - - - - - - - . - .
F02019 e - e - - - - - - e e e e e e e e e e e e e e e e e e
F02020 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02021 - - - . - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02022 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02023 - - . - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02024 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 2 12 12 12 12 12 12 1 il 8 8 5 5 1 1 1 1 1 1
- 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 111t 8 3 5 5 1 1 1 1 1 1
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
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
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
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
e 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 [ 4] 0 0 0 0 [ 0 0 0 0 0 0 0 0
f 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 ) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 [ 0 0
I3 0 0 0 0 0 0 0 [ 0 0 0 0 0 0 0 0 0 0 0 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 0 0 0 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: Excretion, Reddish urine.

b: Lumbus, Alopecia.

¢: Skin, Pale skin,

d: Excretion, Decrease in amount of feces.
¢: General app earance, Emaciation,

{2 Behavior, Decrease in locomotor activity.
g Excretion, No-feces.

h: Fur, Hair, Coat, Piloerection.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 2-1-3. General conditions of female rats

RERE S R-12-014

2-1BE 50 mgkg
Female No. Days of administration
1 2 6 11 20 21
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
F03025 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03026 - - a - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03027 - - a - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03028 - - a - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03029 - - a - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03030 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03031 - - a - a - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03032 - - a - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03033 - - a - - - - - - - - - - - - - - - - - b b b b b b b b b b b b
F03034 - - a - - - - - - - - - - - - - - - - - - -
F03035 - - a - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03036 - - a - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Number of females 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12 12 12 12 12 12 iz 12 12 12 12 12 12 12 12 8 8 4 4 3 3 0 0 0 0 0 0
- 12 12 2 12 1 12 12 12 2 12 12 12 12 12 12 12 12 12 12 12 1 1 11 1 1 1 1 1 u 7 7 4 4 3 3 0 0 0 [ 0 0
a 0 0 00 1 0 o 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 o 0 0
b 0 0 0 0 0 0 ) 1] 0 0 0 0 0 0 0 0 0 0 0 0 1 1 1 1 1 1 1 1 1 1 1 1 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
d 0 0 0 0 0 1) "] 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
e 0 0 0 0 0 0 [ 0 0 0 0 0 0 0 0 ) 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 0 0 0 0 0 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 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 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 0 0 0 0 0 0
Pre: Before ion, Post: after administrati

-: General appearance, No abnormality.

a: Excretion, Reddish urine,

b: Lumbus, Alopecia.

c: Skin, Pale skin.

d: Excretion, Decrease in amount of feces.
¢: General appearance, Emaciation.

: Behavior, Decrease in locomotor activity.

g Excretion, No-feces.
h: Fur, Hair, Coat, Piloerection.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 2-1-4. General conditions of female rats

2-IBE 150 mgkg

Female 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
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 Prc Post Pre Post Prc Post
F04037 - - a - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F04038 - . a - d od,f cd c - . . - - - - - - - - - - - - - - - - - - - - -
F04039 - - a - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F04040 - - a - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F04041 e e - - - . - - S - e e o e e e
F04042 e e - - - - - - e e e e e e e e e e e e e e
F04043 - - a - - - . - - - - - - . - - - - - - - - . . - . - . - - - - - - -
F04044 - - a - d cdfh acefg cef cde ce cde ce - - - - - - - - - - - - - - - - - - - - - . - -
F04045 - - a - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F04046 - - a - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F04047 - - a - - - - - - - - - - - - - - - - - - - - - - - - - - -
F04048 - - a - a - - - - - - - - - - - - - - - - - - - - - - - - - -
Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12 12 12 12 12 12 12 12 1 1 7 7 4 4 0 0 0 0 0 0
- 2 12 0 12 9 10 10 10 1 11 mon o1z 12 o1z o1z o1z 12 12 12 12 12 12 12 12 2 12 12 12 12 i 1l 7 7 4 4 0 0 0 0 0 0
a 0 4] 2 0 i 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
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
c 0 [ 0 0 0 2 2 2 1 1 1 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
d [} [ 0 0 2 2 i 0 1 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 1 1 1 1 1 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
f [ [} 0 0 0 2 t 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
g [ 4] 0 0 0 0 1 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 0 0 0 0 0 0 0 0 0 0
h 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 0 0 0 0 0 0 0
Pre: Before ini ion, Post: after administration.

-: General ap pearance, No abnormality,

a: Excretion, Reddish urine.

b: Lumbus, Alopecia.

c: Skin, Pale skin,

d: Excretion, Decrease in amount of feces.
e: General app earance, Emaciation,

f: Behavior, Decrease in locomotor activity.
& Excretion, No-feces,

h: Fur, Hair, Coat, Piloerection,
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 2-2-1. General conditions of female rats, satellite group

Control (vehicle; water for injection)

Female No. Days of
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 13 [E] 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
FO5049 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F05050 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . - - - - - - - -
FO5051 T ...,
F05052 e ...,
F05053 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F05054 - - - - - - - - - - - - - - - - - - - .- - - - - - - - - - - - - - - - - - . - - - - - . - - - -
F05055 e T ...,
FO5056 - - - - - - - - - - - - - - - - - - - - - - . - - - - - - - - - - - - - - - - - - - - - - - - - - -
F05057 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
FO5058 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Numberof females 10 10 10 10 10 10 10 1 10 10 1@ 10 0 1 10 10 10 10 1 0 10 0 10 110 10 10 10 10 10 10 10 10 10 1 10 10 10 10 16 10 10 16 10 1 10 10 10 10 10 10
- 0 1 10 10 1 10 1 110 10 10 10 10 10 10 10 W 10 16 16 0 10 10 1 10 10 W0 9 110 10 110 1 10 10 1 1 10 10 10 10 1 10 10 10 10 10 10 10 W0 10 10
a 0 0 0 0 [] 0 0 0 o [} 0 0 0 o 0 o 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
d 0 0 ¢ 0 L] 0 0 0 0 0 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 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 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 inistrati {Continued)
~: General appearance, No abnormality.

a: Excretion, Reddish urine.

d: Excretion, Decrease in amount of feces.

c: Skin, Pale skin.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 2-2-1(continued). General conditions of female rats, satellite group

Control (vehicle: water for injection)
Female No. Days of administration
26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
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
F05049 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F05050 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F05051 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F05052 - - - - - - - - - - - - - - - - - - - - - - - - - - - . - - - - - - .
F05053 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F05054 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F05055 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F05056 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F05057 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F05058 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Number of females 10 10 10 10 10 {0 10 10 10 10 10 10 1 10 10 10 10 10 10 110 10 0 1 10 0 0 1w 10 10 10 10 10 100 10 5
- 0 1 1 10 10 0 10 1 10 0 10 10 0 10 10 10 1 10 10 1 100 W0 110 10 10 W0 0 10 10 0 10 W0 10 10 5
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
Pre: Before administration, Post: after administration.
-: General appearance, No abnormality.

(=

a: Excretion, Reddish urine.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 2-2-2. General conditions of female rats, satellite group

2-1BE 150 mgkg
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

FO6059 - - a - - - - - < - - & < Y W WV WV VW W VsV VWV VWV VWV VWV VWV VWV m V Vmmm VYV YV
F06060 - - a - d de - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
FO6061 - - a - e e oo e e e e e e 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
FO6062 e
FO6063 S e e e oo e e e e 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 e e e e e e e e e e e
FO6064 - - a - a - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
FO6065 - - a - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F06066 - - a - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
FO6067 - - a - - - - - . - - - - - - - - - - - - - . - - - - . - - - - . - - - - - . - . - - - - - -
FO6068 T T T T T T T T T T
Numberof females 10 10 W0 10 10 10 10 10 10 10 1¢ 10 10 110 10 110 10 10 1 0 10 10 ¢ w0 10 10 10 10 0 10 1¢ 110 10 1 10 W0 W 10 10 0 10 0 0 W0 10 10 10 10 W0 10
- 0 10 0 10 8 9 w 10 10 10 10 0 106 10 10 10 10 10 1 0 1w W0 10 10 10 10 10 10 10 1 10 10 10 110 1 10 0 110 10 0 0 0 10 110 10 10 10 10 10 10

a 0 0 10 0 1 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

d 0 0 [ 0 1 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 L] L] 0 0 0

0 0 0 0 0 1 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

<
Pre: Before i ion, Post: after inis i {Continued)
-: General appearance, No abnormality,

a: Excretion, Reddish urine.

d: Excretion, Decrease in amount of feces.

c: Skin, Pale skin.
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Combined repeat dose and reproductive/developmental toxicity Screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 2-2-2(continued). General conditions of female rats, satellite group

2-1BE 150 mg/kg
Female No. Days of administration
26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
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
F06059 - - - - - - - - - - - - - - - - - - - - a - - - - - a - - - - - - - -
F06060 - - - - - - - - - - - - - - - - - - - - - - - - a - - - - - - - - - -
F06061 e T
F06062 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F06063 - - - - - - - - - - - - - - - - a - - - - - - - - - - - - - - - - - -
F06064 - - - - - - - - - - a - - - - - - - - - - - - - - - a - - - - - - -
F06065 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F06066 - - - - - - - - - - a - - - - - - - - - - - - - - - a - - - - - - -
F06067 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F06068 - - - - - - - - - - - - a - - - a - - - - - - - - - - - - - - - - -
Number of females 10 10 10 10 10 16 10 10 10 10 10 110 110 10 1 10 10 10 110 10 © 110 16 10 10 10 10 10 10 0 10 10 106 10 5
- 0 10 10 10 10 10 10 0 10 10 8 10 9 10 10 10 8 10 10 10 9 10 10 10 9 10 7 10 10 10 9 10 10 10 5
a 0 0 0 0 0 0 0 0 0 0 2 0 1 0 0 0 2 0 0 0 1 0 0 0 1 0 3 0 0 0 1 0 0 0 0
Pre: Before admini
-: General appearance, No abnormality.
a: Excretion, Reddish urine.

ration, Post: after administration
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats
Appendix 2-3-1. General conditions of female rats at the recovery period

Control (vehicle: water for injection)
Female No. Days of recovery

F05054 - - - - - - - - - - - - - - -
F05055 - - - - - - - - - - - - - - _
F05056 - - - - - - - - - - - - - - -
F05057 - - - - - - - - - - - - _ R .
F05058 - - - - - - - - - - - - - . R
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
- 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5

-: General appearance, No abnormality.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats
Appendix 2-3-2. General conditions of female rats at the recovery period

2-IBE 150 mgkg

Female No. Days of recovery

F06064 - - - - - - - - - - -
F06065 - - - - - - - - - - .
F06066 - - - - - - - - - - -
F06067 - - - - - - - - - - -
F06068 - - - - - - - - . - - - .
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5

- 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5

-: General appearance, No abnormality.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 3-1. General conditions in dams during pregnancy

Control (vehicle: water for injection)
Dam No. Days of pregnancy
0 1 2 3 4 5 6 7 8 9 10 11 12 13
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
F01001 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01002 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01003 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01004 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01005 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01006 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01007 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01008 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01009 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01010 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01011 - - - - - - - - - - - - - - - - - - - - - - - - - N - -
F01012 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

o 5o e R e O

(=R R = i = I 2 — =
[ = I = - - -y =)
OO OO OO OO0
0 OO0 000 OO0
OO OO O O O OO
(=R = = I = I =R = — I =)
[« 3w« e RN - =
[ B = I o I = BN = N = I = B - |
[ R o T R B o I B I = = ]
00O OO0 C OO
OO O O OO
OO OO0 O O O OO0
OO 00 oo o o O
o oo oo o oo
OO0 00 00 0 o0
[N = I o I o B = B = I o I
[ B I = 2~ -~ R )
OO OO0 o OO0 oC
[N P I o B o R o B - I o I
(=R i = - — I -~ I )
C oo o000 Cc oo
[N P P o B = I = B = I« I -]
[N = I = e B 2 = BN = B - I ]
OO0 O C O o o0
[T R R i I I = =R -
[T i P = I = B = A = I = I =)

OO0 OO o OO

d 0 0 0
>: Excluded from analysis (not pregnant) (Continued)
Pre: Before administration, Post: after administration.
-: General appearance, No abnormality.
b: Forelimb, Alopecia.
i: Tail, Distal, Black.
k: Lumbus, Alopecia.
a: Excretion, Reddish urine.
j: Neck, Alopecia.
1: Skin, Crust formation.

h: Fur, Hair, Coat, Piloerection.
c: Skin, Pale skin.
d: Excretion, Decrease in amount of feces.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 3-1(continued). General conditions in dams during pregnancy

Control (vehicle: water for injection)

Dam No. Days of pregnancy
14 15 16 17 i8 19 20 21 22 23 24 25 26
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

F01001 - - - - - - - - - - - - - - - - - -

F01002 - - - - - - - - - - - - - - - -

F01003 - - - - - - - - - - - - - - - - - -

Fo1004 - - - - - - - - - - - - - - - - - -

F01005 - - - - - - - - - - - - - - - -

F01006 - - - - - - - - - - - - - - - -

F01007 - - - - - - - - - - - - - - - -

F01008 - - - - - - - - - - - - - - - - - -

F01009 - - - - - - - - - - - - - - - -

F01010 - - - - - - - - - - - - - - -

F01011 - - - - - - - - - - - - - - - -

F01012 - - - - - - - - - - - - - - - -

Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 5 5 0 0 0 0 0 0 ]

- 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 5 5 0 0 0 o 0 0 0
b 0 [ 0 0 0 0 0 0 o 0 0 0 0 0 ] o [ 0 o 0 0 0 0 o 0
i o ] 0 0 0 0 0 0 o 0 0 0 0 0 0 o 0 o o 0 0 o 0 0 0
j 0 0 0 [ 0 0 0 0 0 0 [ 0 0 0 1] [ 0 o o 0 0 0 0 0 0
h 0 0 0 0 0 1] 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 Y 0 0 ] [ [ 0
< o ¢ 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 o 0 0 0 0 0 0 [ 0 0 0 0
a 0 0 0 0 0 0 ] 0 0 ] 0 0 o 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 0 0

>: Excluded from analysis (not pregnant) .
Pre: Before administration, Post: aft cr administration.
-: General app carance, No abnormality .

b: Forelimb, Alopecia.

i: Tail, Distal, Black.

J: Neck, Alopecia.

h: Fur, Hair, Coat, Pilocrection.

e: General appearance. Emaciation.

c: Skin, Pale skin.

d: Excretion, Decrease in amount of feces.

a Excretion, Reddish urine.

1: Skin, Crust formation.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 3-2. General conditions in dams during pregnancy

2-IBE 15 mg/kg
Dam No. Days of pregnancy
0 1 2 3 4 5 6 7 8 9 10 11 12 13
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
F02013 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02014 - - - - - - - - - - - - - - - - - - - - - - - -
F02015 - - - - - - - - - - - - - ~ - - - - - - - - b b b b b b
F02016 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02017 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02018 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02019 - - - - - - - - - - - - - - - - - - - - - - - - - -
F02020 - - - - - - - - - - - - - - - - - - - - - - - - - - b b
F02021 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02022 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02023 > . 0> 2> - > 4> . > - > 2> 4> > 0> 2> . > > 0> 2> > > 2> > 0> 2> 0> 0> 0> . > o> - >
F02024 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Number of dams 11 11 11 11 11 11 11 11 11 11 11 11 11 1 11 11 1 11 11 11 11 11 11 11 1 11 1
- 1 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 10 10 10 10 9 9
b 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 1 1 1 2 2
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
k 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
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
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
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
h 0 0 0 0 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
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
>: Excluded from analysis (not pregnant) (Continued)

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

b: Forelimb, Alopecia.

i: Tail, Distal, Black.

k: Lumbus, Alopecia.

a: Excretion, Reddish urine.

j: Neck, Alopecia.

1: Skin, Crust formation.

h: Fur, Hair, Coat, Piloerection.

¢: Skin, Pale skin.

d: Excretion, Decrease in amount of feces.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 3-2(continued). General conditions in dams during pregnancy

2.1BE 15 mgkg
Dam No. Days of pregnancy
14 15 16 17 18 19 20 21 22 23 24 25 26
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
F02013 - - - - - - - - - - - - - - - - - -
F02014 - - - - - - - - - - - -
F02015 b b b b b b b b b b b b b b b b b b
F02016 - - - - - - - - - - - - - - - -
F02017 - - - - - - - - - - - - - - - -
F02018 - - - - - - - - - - - - - - - - - -
F02019 - - - - - - - - - - - - - - - -
F02020 b b b b b b b b b b b b b b b b
F02021 - - - - - - - - - - - - - - . - - .
F02022 - - - - - - - - - - - - - - - - . .
F02023 > - > - > - > - > - > - > - > > > - > - > - > - > - > - > - > - > - > . > - > - > . > - > - > -
F02024 - - - - - - - -
Number of dams 11 11 11 1 11 1 11 i1 11 1 n 11 10 10 10 10 5 5 0 0 0 ] 0 0 0
- 9 9 9 9 9 9 9 9 9 9 9 9 8 8 8 8 4 4 0 0 0 0 0 0 0
b 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 1 1 0 0 0 [ 0 0 0
i [ ] 0 0 0 0 0 o 0 0 0 0 0 ] 0 0 0 ] 0 0 0 0 0 0 0
j 0 0 0 0 0 0 0 o 0 0 0 0 0 0 0 0 0 ] 0 0 0 0 0 0 0
h 0 [ 0 0 0 0 o 0 0 0 0 0 0 o 0 0 0 [ 0 0 0 0 0 0 0
[ 0 0 o 0 ] 0 o 0 0 0 0 0 ¢ o 0 0 0 0 0 0 0 0 0 0 0
< 0 ] o 0 0 0 0 o 0 0 0 0 0 ] 0 o 0 ] 0 0 0 0 0 0 0
d 0 o o 0 0 0 0 [ 0 0 0 0 0 0 0 0 0 0 0 0 0 ] 0 0 0
a 0 o o 0 0 0 0 0 0 ] 0 0 ] ] 0 0 o 0 0 0 0 ] 0 0 0
1 0 Y 0 0 0 0 0 [ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
>: Excluded from analysis (not pregnant)
Pre: Before ini ion, Post: after

-: General appearance, No abnormality .
b: Forelimb, Alopecia.

iz Tail, Distal, Black.

J: Neck, Alopecia.

h: Fur, Hair, Coat, Piloerection.

e: General app earance, Emaciation,

c: Skin, Pale skin.

d: Excretion, Decrease in amount of feces.
a: Excretion, Reddish urine,

I: Skin, Crust formation.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 3-3. General conditions in dams during pregnancy

2-1BE 50 mg/kg
Dam No. Days of pregnancy
0 1 2 3 4 5 6 7 8 9 10 11 12 13
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

F03025 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03026 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03027 ’ - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03028 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03029 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03030 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03031 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03032 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03033 k k k k k k k k k k - - - - - - - - - - - - - - - - - -
F03034 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03035 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03036 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
- 11 11 11 11 11 11 11 11 11 11 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

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

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

k 1 1 1 1 1 1 1 1 1 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

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

j 0 0 0 0 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 0 0 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 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

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

>: Excluded from analy sis (not pregnant) - (Continued)

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

i: Tail, Distal, Black.

k: Lumbus, Alopecia.

a: Excretion, Reddish urine.

j: Neck, Alopecia.

1: Skin, Crust formation.

h: Fur, Hair, Coat, Piloerection.

¢: Skin, Pale skin.

d: Excretion, Decrease in amount of feces.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 3-3(continued). General conditions in dams during pregnancy

2-IBE 50 mgkg
Dam No. Days of pregnancy
14 15 16 17 18 19 20 21 ‘ 22 23 24 25 26
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
F03025 - - - - - - - - - - - - - - - -
F03026 - - - - - - - - - - - - - - - - - -
F03027 - - - - - - - - - - - - - - - - - -
F03028 - - - - - - - - - - - - - - - - - -
F03029 - - - - - - - - - - - - - - - - - -
F03030 - - - - - - - - - - - - - - - - - -
F03031 - - - - - - - - - - - - - - - - - -
F03032 - - - - - - - - - - - - - - - -
F03033 - - - - - - - - - - - - - - - -
F03034 - - - - - - - - - - - - - - - -
F03035 - - - - - - - - - - - - - - - -
F03036 - - - - - . - - - - - - - - - -
Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 7 7 0 [} 0 [} 0 [} [
- 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 7 7 0 [} 0 [ 0 [} [
b [ [ ¢ 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 [} [}
j 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 o 0 0 0 o o 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 [ [ 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 ) [
a 0 ) ) 0 0 0 0 0 0 0 0 0 [ o 0 1) 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
>: Excluded from analysis (not pregnant)
Pre: Before administration, Post: after admini

-: General appearance, No abnormality .
b: Forclimb, Alopecia.

it Tail, Distal, Black.

J: Neck, Alopecia.

h: Fur, Hair, Coat, Pilocrection.

¢ General app earance, Emaciation.

«: Skin, Pale skin,

d: Excretion, Decrease in amount of feces.
a: Excretion, Reddish urine.

L: Skin, Crust formation.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 3-4. General conditions in dams during pregnancy

2-IBE 150 mgkg
Dam No. Days of pregnancy
0 1 2 3 4 5 6 7 8 9 10 11 12 13
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
F04037 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F04038 - - - - - - - - - - - - - - - - - - - - - - i i i i i i
F04039 - - - - - - - - - - - - b b b b b b b b b b b b b b b,j,1 byl
F04040 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F04041 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F04042 - - - - - - - - - - - - - - - - - - - - - - - - - - a -
F04043 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F04044 - - - - - - - - - - - - - - - - - - i i i i i i i,a i iahcd ihc
F04045 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F04046 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F04047 - - - - - - - - - - - -
F04048 - - - - - - - - - - - -
Number of dams 12 12 12 12 12 12 12 12 12 12 12 12

12 12 12

—
—

O B e e R e Tt
co o0 oo oo
cooco0co0c oo oo
coocoo0oo0oo0co0c oo
oo Ccoo0c o0 0O
cocoocoococo oo
cocoococooco
coocoococooo
cooc oo oo oo
coocoococoooo
co oo 0o o oo
coocoocoo0cooc oo
coo0o o000 oo
coocoocooco—~2 5
R R R R R Y A N
coCc o o0 o O~ o
cooocoo0o0o0 ~I50
co 0O 00O 0O~
cooooooo o=
OO0 000 OO = =
COC OO OO = -
OO0 00000 = —~
CoO 00000 = —~
COoO OO0 OC OO N~V
OO OO0 O ON ~ VO
C 0000~ O N = O
OO0 000 O O N = ©
_ e e W O N e )
_—_—m = o O N =

d 0 0
>: Excluded from analysis (not pregnant) (Continued)
Pre: Before administration, Post: after administration.

-: General appearance, No abnormality.
b: Forelimb, Alopecia.

i: Tail, Distal, Black.

k: Lumbus, Alopecia.

a: Excretion, Reddish urine.

j: Neck, Alopecia.

1: Skin, Crust formation.

h: Fur, Hair, Coat, Piloerection.

¢: Skin, Pale skin.

d: Excretion, Decrease in amount of feces.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 3-4(continued). General conditions in dams during pregnancy

2-IBE 150 mykg

HEBRE S R-12-014

Dam No. Days of pregnancy
14 15 18 19 20 21 22 23 24 25 26
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

F04037 . R N N N N N B N . B N N B N N

F04038 i i i i i i i i i i i i i i i i

F04039 byl byl byl bt by bj byj by by by by by by by byj by by byj

F04040 - - - - - - - - - - - - - - - -

F04041 - - - - - - - - - - - - - - - -

F04042 - - - - - - - - - - - - - - - - - -

F04043 - - - - - - - - - - - - - - - -

F04044 ihecda ihec ihecda ihecd ihecda Lhec ihecd ihee ihecd Lhec ihec ihec ihe ihe ihe ihe

F04045 a - - - - - - - - - - - - - - - - -

F04046 - - - R - - - R - R - - - - -

F04047 - - - - -

F04048 - - - R - R - - - - R - - - - - - -

Number of dams 12 12 12 12 12 12 12 ! 12 12 12 12 12 12 12 12 5 5 0 0 [) [) 0 [ [

- 8 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 4 4 0 0 [ 0 0 [ 0
b 1 1 1 1 1 1 1 i 1 1 1 1 1 i 1 1 1 1 0 0 0 0 0 0 o
i 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 0 ) 0 0 0 0 0 0 [
j 1 i 1 1 1 1 1 1 1 i 1 1 1 1 1 1 1 1 0 0 0 0 0 0 [
h 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 0 ) ) 0 0 0 0 0 [
e 1 1 1 1 1 1 1 1 1 1 1 1 1 ] 1 1 0 0 0 0 0 0 0 0 )
c 1 i 1 1 1 1 1 i 1 i 1 1 0 0 0 0 0 o o 0 0 0 0 0 0
d 1 0 1 1 1 0 1 0 1 0 [ 0 0 0 o 0 0 0 o 0 0 0 0 0 0
a 2 ] 1 0 1 0 0 0 0 0 [ 0 0 0 [ 0 0 ¢ o 0 0 0 0 0 o
i 1 1 1 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

>: Excluded from analysis (not pregnant)
Prc; Before
- General ap pearance, No abnormality.
b: Forelimb, Alopecia.

it Tail, Distal, Black.

j: Neck, Alopecia,

h: Fur, Hair, Coat, Piloerection.

e: General appearance, Emaciation.

<: Skin, Pale skin.

d: Excretion, Decrease in amount of feces.

Post: after

a: Excretion, Reddish urine.
L: Skin, Crust formation.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 4-1. General conditions in dams during lactation

Control (vehicle: water for injection)
Dam No. Days of lactation
0 1 2 3 4 5
Pre Post Pre Post Pre Post Pre Post Pre Post Pre
F01001 - - - - - - - - ) - - -
F01002 - - - - - - - - - - -
F01003 . - - - - - - - - -
F01004 # # - - - - - - - - -
F01005 - - - - - - - - - - -
F01006 - - - - - - - - - R R
F01007 - - - - - - - - - - -
F01008 # # - - - - - - - - -
F01009 - - - - - - - - - - -
F01010 - - - - - - - - - - -
F01011 - - - - - - - - - - -
F01012 - - - - - - - - - - -
Number of dams - 10 10 12 12 12 12 12 12 12 12 12

0O 5 - o

Pre: Before administration, Post: after administration.

#: Animal was administered to dosing formulation before delivery, and no abnormality was observed on day 0 of lactation.
-: General appearance, No abnormality.

b: Forelimb, Alopecia.

i: Tail, Distal, Black.

e: General appearance, Emaciation.

Jj: Neck, Alopecia.

h: Fur, Hair, Coat, Piloerection.

¢: Skin, Pale skin.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 4-2. General conditions in dams during lactation

2-IBE 15 mg/kg
Dam No. Days of lactation
0 1 2 3 4 5
Pre Post Pre Post Pre Post Pre Post Pre Post Pre

F02013 - - - - - - - - - - -

F02014 - -
F02015 # # b b b b b b b b b
F02016 - - - - - - - - - - -
F02017 - - - - - - - - - - -
F02018 # # - - - - - - - - -
F02019 - - - - - -
F02020 b b b b b b b b b b b
F02021 # # - - - - - - - - -
F02022 - - - - - - - - - - -
F02024 - - - - - - - - - - -
Number of dams 8 8 11 11 11 11 11 11 11 11 11
- 7 7 9 9 9 9 9 9 9 9 9
b 1 1 2 2 2 2 2 2 2 2 2
i 0 0 0 0 0 0 0 0 0 0 0
e 0 0 0 0 0 0 0 0 0 0 0
j 0 0 0 0 0 0 0 0 0 0 0
h 0 0 0 0 0 0 0 0 0 0 0
c 0 0 0 0 0 0 0 0 0 0 0

Pre: Before administration, Post: after administration.

#: Animal was administered to dosing formulation before delivery, and no abnormality was observed on day 0 of lactation.
~-: General appearance, No abnormality. i

b: Forelimb, Alopecia.

i: Tail, Distal, Black.

e: General appearance, Emaciation.

j: Neck, Alopecia.

h: Fur, Hair, Coat, Piloerection.

c: Skin, Pale skin.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 4-3. General conditions in dams during lactation

2-1BE 50 mgkg
Dam No. Days of lactation
0o - 1 2 3 4 5
Pre Post Pre Post Pre Post Pre Post Pre Post Pre

F03025

F03026
F03027
F03028 - - - - - - - - - . .
F03029 - - - - - - - . N } .
F03030 '
F03031
F03032 - - - - - - - . . . .
F03033 - - - - - - - - . . .
F03034 - - - - - - - - . . .
F03035
F03036

Number of dams

H o3

# - - - - - - - - -
#

- O
O O O O O O x|
S O O O O O W |

o D o

Pre: Before administration, Post: after administration. :

#: Animal was administered to dosing formulation before delivery, and no abnormality was observed on day 0 of lactation.
-: General appearance, No abnormality.

b: Forelimb, Alopecia.

i: Tail, Distal, Black.

e: General appearance, Emaciation.

j: Neck, Alopecia.

h: Fur, Hair, Coat, Piloerection.

¢: Skin, Pale skin.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 4-4. General conditions in dams during lactation

2-IBE 150 mg/kg

Dam No.

Days of lactation

2

Pre

Post

Pre

Post

F04037 - - - -
F04038 i i i i
F04039 # # b,j b.,j
F04040 - - - -
F04041 - - - -
F04042 #
F04043 - - - -
F04044 i,eh,c i,e,h,c i,e,h,c i,e,h,c
F04045 - - - -
F04046 # # - -
F04047
F04048

i
b,j

i
b,j

Number of dams

b
i

—_ = O~ N O ol
—_— = O = N O N\

QO 5 - o

Pre: Before administration, Post: after administration.

#: Animal was administered to dosing formulation before delivery, and no abnormality was observed on day 0 of lactation.

-: General appearance, No abnormality.
b: Forelimb, Alopecia.

i: Tail, Distal, Black.

e: General appearance, Emaciation.

j: Neck, Alopecia.

h: Fur, Hair, Coat, Piloerection.

¢: Skin, Pale skin.
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A% 5 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 5-1. Detailed clinical observations of male rats

Control (vehicle: water for injection)

Cage-side observations 2 Removing from cage / Obscrvations made while handling K
Male No. Posture in home-cage Locomotor in home-cage Handling behavior Heart beats Body temperature

Pre” T8b TiS T24 T30 T36 T42 R7° RI4 Pre T8 TI5S T24 T30 T36 T42 R7 RI4 Pre T8 TI5 T24 T30 T36 T42 R7 RIl4 Pre T8 TI5 T24 T30 T36 T42 R7 RI14 Pre T8 TI5 T24 T30 T36 T42 R7 RI4

MO01001 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M01002 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M01003 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO1004 2 2 2 2 2 2 2 2 2 2 2 2 2 2 22 2 2 2 2 2 2 22 2 2 2 2 2 2 2 2 2 2 2
MO1005 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M01006 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO01007 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M01008 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 22 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO01009 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M01010 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO01011 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Mo1012 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Total Lo 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 L0 L0 1:0 1:0 1:0 1:0 1:0 10 L0 L0 1.0 L0 L0 L0 L0 1:0 1:0 10 1:0 L0 L0 L0 10 1:0 1:0 10 10 10 1:0 1:0 1:0 1:0 1:0 1:0
(W] (12) (12 (12) (12) (1) (1) (1 G ¢ (12 (12 (12 (12 (1) (12 (1 ¢ G (12 (2 42 (12 (2 (12 (@) ¢ © (12) (12 (12) (1) (12) (12} (12) ) ©) (12) (1) (12) (1) (12) (12 1 &) ©

: pre-treatment; b day 8 oftreatment; ¢ day 7 of recovery

Posture in home-cage [ 2, sitting or standing; 1, crouching position ]
Locomotor in home-cage [ 2, normal; 1, decrease in locomotor activity ]
Handling behavior [ 2, normal; 1, no resistance ]

Heart beats [ 2, normal; 1, bradycardia ]

Body temperature [2, normal; 1, hypothermia ]

Fur [ 2, nommal; 1, Moist fur ]

Skin color/ Mucuous membranes [ 2, normal; 1, abnormal]
Lacrimation [2, not observed; 1, obscrved ]

Piloerection [ 2, normal; 3, slight]

respiratory rate[ 2, normal; 1, hypopnea)

stereotypy[ 2, not observed; 3, obscrved (rearing)]

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b) Observations made while handling (behavior while removing from cage, exophthalmos, pupillary siz, salivation), and c) Open-ficld observations (posture,
exploration, palpebral opening, , tremor, convulsion, gait, bizarre behavior, straub tail, 1 touch ithd treflex, pinna reflex).
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 5-1(continued). Detailed clinical observations of male rats

Control (vehicle: water for injection)

Removing from cage / Observations made while handling ™ Open-ficld observations

"Male No. Fur Skin color/ Mucuous membrancs Lacrimation Pilocrection Respiratory rate Stercotypy

Pre® T8° TIS T2 T30 T36 T42 R7° RI4 Pre T8 TIS T24 T30 T36 T42 R7 Ri4 Pre T8 TIS T4 T30 T36 T42 R7 Rl4 Pre T8 TI5S T24 T30 T36 T42 R7 RI4 Pre T8 TI5 T24 T30 T36 T42 R7 Rl Pre T8 TIS T24 T30 T36 T42 R7 RI4

MO1001
MO1002
MO1003
MO1004
MO1005
MO1006
MO1007
MO1008
MO1009
Mo1010
Molotl
M01012

(SRR RN
[N
(SRR

I N T Y
A T Y
[ T T T T
[ I I I N O O N Y
[ T T Y
PR R NN E NN RN RN
[ I N T T
R I I N T Y
[ R R e Y
L T T Y
[ T S Y
L O T T Ve
L T T
MW R RN RR RN RN
[ T T N T T
NN R R PR R RN RN
O O A A
[ T
[ T N
[ O Y
[ I N T T )
[ I P N O T )
[ I R T )
MRRR R R R R NN RN
[ F I VI I VRN PR
[ N O O I VR I VR O
[ S O I VN VR VR VNN
[ O N T )
[ O T Y
[ N O N S VR I R VY
[ T O Y
PR NN N RN NN NN
[ O T Y
I O I S I Y
I I T
[ N N T Y
[ T T T
O T Y
[ O e T T Y

R T T T e
[T VR TINY
(SRR Y
ISR SR TRy
[N CRT TR
(SRR ST SR TR U FRNY
EEEERY
EETETETEY
(SR IR VI VI RO PNy
ISR S}
RS
EEECEEY
(SRR Ry
[T Ry
[SRECRECEIPEEN

Total 10 L0 10 10 1O 1O L0 10 1O L0 o 10 Lo Lo L0 L0 O Lo 0 L0 1:0 1O L0 1O 10 30 30 30 30 30 %0 30 %0 X0 0 10 10 kO L0 kO L0 L0 kO X0 30 30 30 30 30 3:0 30 X0
L)) (12 (12 (2 (12 (12 12 (1 & & (12 (1) (1) (12 (12 12 (1 6 O 12 (12 (12y (i (12 12 (13 ¢ 6 (12) (12) (12) (12) (12 (1) 1 O & (12 2y (12) (1 2 (1) 1) O & 12 12 (12 (12 (12 1 13 & G

=3
>

B pre-treatment; b day 8 of trcatment; ¢ day 7 of recovery

Posture in home-cage [ 2, sitting or standing; 1, crouching position ]
Locomotor in home-cage [ 2, normal; 1, decrease in locomotor activity ]
Handling behavior [ 2, normal; 1, no resistance ]

Hcart beats [ 2, normal; 1, bradycardia ]

Body temperature {2, normal; 1, hypothermia ]

Fur [ 2, normal; 1, Moist fur]

$kin color/ Mucuous membrancs [ 2, nomal; 1, abnormal)
Lacrimation [ 2, not observed; 1, observed ]

Piloerection [2, normal; 3, slight]

respiratory rate[ 2, normal; 1, hypopnea]

stereotypyl 2, not obscrved; 3, observed (rearing)]

Except the above findings, there wers no changes in all aninuls; a) Cage-side i ization, tremor, fon}, b) Ot ions made while handling (behavior while removing from cage, pupillary size, salivation), and ¢) Open-field obscrvations (posture,

palp i trewor, fon, gait, bizarre behavior, straub tail, ization, touch response, wi reflex, pinna reflex).
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AERE =S R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats
Appendix 5-1(continued). Detailed clinical observations of male rats

Control (vehicle: water for injection)

Open-field observations 9

Male No. Urination Defecation

Pre 2 T8 b T15 T24 T30 T36 T42 R7 ¢ R14 Pre T8 TI5 T24 T30 T36 T42 R7 Rl4
MO01001 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M01002 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M01003 0 0 0 0 0 0 0 0 0 0 0 0 0 0
MO01004 0 0 0 0 0 0 0 0 0 0 0 0 0 0
MO1005 0 0 0 0 0 0 0 0 0 0 0 0 0 0
MO01006 0 0 0 0 0 0 0 0 0 0 0 0 0 0
MO01007 0 0 0 0 0 0 0 0 0 0 0 0 0 0
MO01008 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
MO01009 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
MO01010 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
MO01011 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
MO01012 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0
Total 1 0 1 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0
N) (12) (12) (12) (12) (12) 12) (12) &) ) 12y 12) (12) (12) (12) (12) (12 &) O

b
2 pre-treatment; day 8 of treatment; ¢ day 7 of recovery
Urination [ frequency/30sec ]
Defecation [ frequency/30sec ]

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b)
Observations made while handling (heart beats, body temperature, fur, skin/mucous membranes color, lacrimation, exophthalmos,
pupillary size, salivation), and c) Open-field observations (posture, exploration, piloerection, palpebral opening, , tremor, convulsion,
respiratory rate, gait, stereotypy, bizarre behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).
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RERE 5 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 5-2. Detailed clinical observations of male rats

2-IBE (15 mg/kg)

Cage-side observations i Removing from cage / Obscrvations made while handling “

Male No. Posture in home-cage Locomotor in home-cage Handling behavior Heant beats Body temperature

Pre” T8h T15 T24 T30 T36 T42 Pre T8 TI5 T24 T30 T36 T42 Pre T8 TIS T24 T30 T36 T4 Pre T8 TIS T24 T30 T36 T4 Pre T8 TIS T24 T30 T36 T42

M02013
MO02014
Mo02015
MO02016
M02017
M02018
MO02019
M02020
M02021
M02022
M02023
M02024

NN NN NN NN NN
NONONNNRD NN N NN
MR NRDNNNDNDN NGNS
NN NN NN NNNDNNNN
MR N R NNNRNNDNNNDN
NNNNNNN DN NDNN
NN NN NN NN NN
NN R NNNNDNNNDN
NN NN N NNRDN NN
NN R RN NN NN NDNDN
NORRNR NN RN NN NDNDN
L N N N I S I N I S S I SN
I N N N N N N O S N S N
L N N N I I N O S SIS
NONNN NN NN DN N
NORONR NN R NN NN
MR NN R NN D NN
RN NN N NN NN
RN R NN RN NN
MONNN NN N NNNNN
NONNN N RN NN NN
NONN NN RN RN NNDN
NONR N D RNNRN NN DN
NORORNNN R NN RN NN
RN RN NN NN
NORORNR NN R NN DN N
BN RN NN NN
L N N I I N N N N N S N
RMORNNN NN N NN NNN
NONNN RN RN NN N NN
RN N RN NN
RN R NN RN NN
NORNONNNN N NN NNN
RN NN NN NN
RN NN NN NN NN

Total 0 10 1:0 1:0 L:0 1:0 1.0 0 1:0 1:0 1:0 10 kO L:0 10 L0 EO LO EO L0 L0 0 L0 1.0 L0 LO 1:0 LO :0 0 L0 L0 1:0 1:0 L0
™) (12) (12) (12) (12) (12) (12) (12) 12) (12) (12) (12 (12 423 (12 12 (12 (129 (12 (12 (2 12) 12y (12) (12) (12) (1) (12) (12 (12) (12 (12) (1) (12) (12 (1)

: pre-treatment; e day 8 oftrcatment

Posture in home-cage [ 2, sitting or standing; 1, crouching position ]
Locomotor in home-cage [ 2, normal; 1, decrease in locomotor activity ]
Handling behavior [ 2, nomal; 1, no resistance ]

Heart beats [ 2, normal; 1, bradycardia ]

Body temperature [2, nonmal; 1, hypothermia ]

Fur [2,normal; 1, Moist fur]

Skin color/ Mucuous membranes [ 2, normal; 1, abnormal]
Lacrimation [ 2, not observed; 1, observed ]

Piloerection [ 2, normal; 3, slight]

respiratory rate[ 2, normal; 1, hypopnea}

stereotypy[ 2, not obscrved; 3, observed (rearing)]

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b) Observations made while handling (behavior while removing from cage, exophthalmos, pupillary siz, salivation), and ¢) Open-ficld obscrvations (posture,
exploration, palpebral opening, , tremor, convulsion, gait, bizamre behavior, straub tail, i touch resp: ithd I reflex, pinna reflex).
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HERE S R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 5-2(continued). Detailed clinical observations of male rats

2-1BE(15 mg/kg)

Removing fromcage / Observations made while handling Open-field observations
"Male No. Fur Skin color/ Mucuous membranes Lacrimation Plloerection Respinatory rate Stercotypy

Pre” 'I'Sh TI5 T4 T30 T36 T42 Pre T8 TI5 TM T30 T36 T4 Pre T8 TIS T24 T30 T36 T42 Pre T8 TI5 T24 T30 T36 T42 Pre T8 TI5 T24 T30 T36 T42 Pre T8 TIS T24 T30 T36 T42
M02013 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 202 2 2 2 2 2 2 2 2 2 2 2
MO02014 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 02 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO02015 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M02016 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M02017 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M02018 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M02019 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M02020 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M02021 2 2 2.2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 22 2
M02022 2 2 2.2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M02023 2 2 2.2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M02024 2 2 22 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Total 10 10 1:0 1:0 1:0 1.0 1O ¢ k0 1O L0 1O 1O L0 L0 kO LG 1O O L0 L0 30 30 %0 30 %0 30 30 Lo L0 L:0 10 LO 10 1:0 30 30 30 30 30 30 30
()] (12 (12) (1) (12) (12 12y 12) (12 (12 (12) (12 02 1) (1 (12 (12 (1) (12 (12) 12y (1 12) (12 (12) (12 (2 1 (12 (12) (12) (12) (12 (12) (12) (12) (12) (12) (12) (12) (1) (1) (1)
* pre-treatment; b day 8 of treatment
Posture in home-cage [ 2, sitting or standing; 1, crouching position ]
Locomotor in home-cage [ 2, normul; 1, decrease in locomotor activity ]
Handling behavior [ 2, normal; 1, no resistance ]
Heart beats [ 2 nommal; 1, bradycardia ]
Body 12, normal; 1, ia ]
Fur [ 2, normal; 1, Moist fur]
Skin color / Mucut [ 2, nomak; 1,ab 1
Lacrimation [ 2, not obscrved; 1, observed |
Piloerection [ 2, normal; 3, slight]
respiratory rate[ 2, normal; 1, hypopnea]
stercotypy[ 2, not obscrved; 3, observed (rearing)]
Except the above findings, there were no changes in all animals; a) Cage-side ob ( tremor, ion), b) Ol ions made while handling (behavior while removing from cage, pupillary size, salivation), and c) Open-field observations (posture,

t Ipeb: , tremor, ion, gait, bizarre behavior, straub tail, ization, touch response, wi reflex, pinna reflex).
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HEREZ B R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats
Appendix 5-2(continued). Detailed clinical observations of male rats

2-IBE (15 mg/kg)

Open-field observations ©

Male No. Urination Defecation

Pre T8b T15 T24 T30 T36 T42 Pre T8 TI5 T24 T30 T36 T42

MO02013
MO02014
MO02015
M02016
M02017
MO02018
MO02019
M02020
M02021
M02022
M02023
MO02024

O O O O O O O O © o o o
O O O O O o - O © O O
O O O O O O o o © o o o
O OO O O O ~ 0 O O O O
o O O O O o o = O O O O
O O O O O O O —~ O O O ©
O O O O O O O o o o o o
O O O O O O O O O © o O
o O 0O O = O O O O © O O
O O O O O O o O ©o o o
o O O O O O o o o o o o
O 0O O O O O O O O O O ©
©C O ©O O O O O O © O O ©
O O O O O O O O O O o O

Total score 0 1 0 1 1 1 0 0 1 0 0 0 0 0
™) (12) (12) (12) (12) (12) 12y (12) (12) (12) (12) (12) (12) (12) (12

b
2 pre-treatment; day 8 of treatment
Urination [ frequency/30sec ]
Defecation [ frequency/30sec ]

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b)
Observations made while handling (heart beats, body temperature, fur, skin/mucous membranes color, lacrimation, exophthalmos,
pupillary size, salivation), and c) Open-field observations (posture, exploration, piloerection, palpebral opening, , tremor, convulsion,
respiratory rate, gait, stereotypy, bizarre behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 5-3. Detailed clinical observations of male rats

2-IBE (50 mg/kg)

Cage-side observations » Removing from cage / Observations made while handling i
Male No. Posture in home-cage Locomotor in home-cage Handling behavior Heart beats Body temperature

li'nea Tsh TI5 T24 T30 T36 T42 Pre T8 TI5 T24 T30 T36 T42 Pre T8 TI5 T24 T30 T36 T42 Pre T8 TI5 T24 T30 T36 T42 Pre T8 TI5 T24 T30 T36 T4
MO03025 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M03026 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M03027 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M03028 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M03029 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M03030 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M03031 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M03032 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M03033 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M03034 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO03035 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M03036 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Total 1:0 1:0 1:0 1:0 1:0 1:0 1:0 10 1:0 1:0 1:0 1:0 L:0 L0 0 10 1:0 1:0 10 1:0 L0 10 10 10 10 L0 10 L0 10 1:0 L0 L:0 1:0 1:0 I1:0
™) (12) (12) (12) (12) (1) (1) (1) 12) (12) 12y (1) (12) (12) (12) 12 (12 12 (2 (12 (12 12 (12 (12 (12 (12) (12 (12) (12 (12 (12) (12) (12) (1) (12) (12)

? pre-treatment; b day 8oftreatment

Posture in home-cage [ 2, sitting or standing; 1, crouching position ]
Locomotor in home-cage [ 2, normal; 1, decrease in locomotor activitly ]
Handling behavior [ 2, normal; 1, no resistance ]

Heart beats {2, normal; 1, bradycardia ]

Body temperature [2, normal; 1, hypothermia ]

Fur [ 2, normal; 1, Moist fur ]

Skin color/ Mucuous membranes [ 2, normal; 1, abnormal)
Lacrimation [ 2, not observed; 1, observed }

Piloerection { 2, normal; 3, slight]

respiratory rate[ 2, normal; 1, hypopnea]

stereotypy[ 2, not observed; 3, observed (rearing)]

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b) Observations made while handling (behavior while removing from cage, exophthalmos, pupillary size, salivation), and c¢) Open-ficld observations (posture,
exploration, palpebral opening, , tremor, convulsion, gait, bizame behavior, straub tail, lization, touch ithd 1 reflex, pinna reflex),

P
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RERE 5 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 5-3(continued). Detailed clinical observations of male rats

2-IBE (50 mg/kg)

Removing fromcage / Observations made while handling ” Open-fiekd obscrvations
“Male No. Fur Skin color/ Mucuous membranes Lacrimation Pilocrection Respiratory rate Stereotypy

Prc” Tsh TI5 T24 T30 T36 T42 Pre T8 TI5 T2 T30 T36 T42 Pre T8 TIS T4 T30 T36 T42 Pre T8 TI5 T24 T30 T36 T42 Prc T8 TI5 T24 T30 T36 T42 P T8 TIS T24 T30 T3¢ T42
M03025 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M03026 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M03027 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M03028 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M03029 2 2 2 2 2 2 2 202 2 2 2 2 2 2 2 2 2 2 2 2 2 02 2 2 2 2 2 2 02 2 2 2 2 2 2 2 2 2 2 2 2
M03030 2 2 2 2 2 2 2 2 2.2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M03031 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M03032 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 22 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M03033 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO03034 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 22 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M03035 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO03036 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2z 2
Total 1:0 Lo 10 10 L0 LO kO B0 ¢ L0 LO 10 L0 10 L0 kO 10 1:0 L0 L0 L0 30 30 %0 30 30 %0 30 Lo L0 1:0 L0 RO L:0 L0 30 30 30 %0 %0 30 3:0
[0)] (2 (12 (12 (12 2) (12 12 12y (12) (2 (12 (12) 12 1) (12) (12) (123 (12) (12 (12 (1) (12) (12) (12 42 (12) (13 (12) 12) (13 (12) (12) (1) (12 (12 (1) (12 (12 42 (12 (12 (12
* pre-treatment; ® day 8 of treatment
Posture in home-cage [ 2, sitting orstanding; 1, crouching position ]
Locomotor in home-cage [ 2, normal; 1, decrease in locomotoractivity ]
Hangdling behavior [ 2, normal; 1, no resistance
Heart beats [ 2, nommal; 1, bradycardia |
Body [2, nomal; 1, ia ]
Fur [ 2, normal; 1, Moist fur]
Skin color/ Mucuous membranes [ 2, nommal; 1, abnormal]
Lacrimation [ 2, not observed; 1, observed |
Pilocrection {2, nommal; 3, slight]
respiratory rate[ 2, normal; 1, hypopnea)
stereotypy[ 2, not observed; 3, observed (rearing)]
Except the above findings, there were no changes in all animals; a) Cage-side i ization, tremor, ion), b) O ions made while handling (behavior while removing from cage, cxophthalmos, pupillary size, salivation), and ¢) Open-field observations (posture,
exploration, palpebral opening, , tremor, convulsion, gait, bizarre behavior, straub tail, zation, touch response, wi reflex, pinna reflex).
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HEREF R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats
Appendix 5-3(continued). Detailed clinical observations of male rats

2-IBE (50 mg/kg)

Open-field observations o

Male No. Urination Defecation

Pre® T8 b T15 T24 T30 T36 T42 Pre T8 TI5 T24 T30 T36 T42
MO03025 0 0 0 0 1 0 0 0 0 0 0 0 0 0
MO03026 0 0 0 0 0 0 0 0 0 0 0 0 0 0
MO03027 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M03028 1 0 0 0 0 0 0 0 0 0 0 0 0 0
MO03029 0 1 0 1 0 1 1 0 0 0 0 0 1 0
MO03030 0 0 0 0 0 0 0 0 0 0 0 0 0 0
MO03031 0 0 0 0 0 0 0 0 0 0 0 0 0 0
MO03032 0 0 0 0 0 0 0 0 0 0 0 0 0 0
MO03033 0 1 0 0 0 0 0 0 0 0 0 0 0 0
MO03034 v 0 2 0 0 0 1 1 0 0 0 0 0 0 0
MO03035 0 0 0 0 0 0 0 0 0 0 0 0 0 0
MO03036 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Total score 1 4 o0 1 1 2 2 o 0 0 0 0 1 0
N) (12) (12) 12y (12) (12) (12) 1) (12 (12 42 a2y (12) 42) (12

a b
pre-treatment; day 8 of treatmen

Urination [ frequency/30sec ]
Defecation [ frequency/30sec ]

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b)
Observations made while handling (heart beats, body temperature, fur, skin/mucous membranes color, lacrimation, exophthalmos,
pupillary size, salivation), and c) Open-field observations (posture, exploration, piloerection, palpebral opening, , tremor, convulsion,
respiratory rate, gait, stereotypy, bizarre behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).
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HEAEZ S R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 5-4. Detailed clinical observations of male rats

2-IBE (150 mg/kg)

Cage-sidc observations ? Removing from cage / Observations made while handling R

Male No. Posturc in home-cage Locomotor in home-cage Handling behavior Heart beats Body temperature

Pre” T8h TIS T24 T30 T36 T4 R7° Rl4 Pre T8 TI5 T24 T30 T36 T42 R7 RM4 Pre T8 TIS T24 T30 T36 T42 R7 Rl Pre T8 TIS T24 T30 T36 T42 R7 RI4 Pre T8 TI5 T24 T30 T36 T42 R7 Rl4

M04037 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M04038 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M04039 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M04040 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M04041 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M04042 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M04043 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M04044 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M04045 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M04046 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M04047 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M04048 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Total Lo 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 0 1:0 L0 10 1:0 1O L0 L0 10 10 10 1:0 1:0 1:0 L0 L:0 L1:0 1:0 10 Lo L0 1:0 L0 10 1:0 1:0 I:0 :0 L0 L0 L0 L0 L0 1:0 L:0 1:0
™) (12) (1) (12) (12 (12) (12 (1) ¢ G (1) 12 13 (13 (1 (Y 1Y G G (1) 1) (12 12 12 1 G & (@ (Y 12 (19 1 (@) (12 G G (2 (12 (2 (1) (12 (12 A © ©

: pre-treatment; b day 8 oftreatment; ¢ day 7 of recovery

Posture in home-cage [ 2, sitting or standing; 1, crouching position ]
Locomotor in home-cage [ 2, normal; 1, decreasc in locomotor activity ]
Handling behavior {2, normal; 1, no resistance ]

Heart beats [ 2, normal; 1, bradycardia ]

Body temperature [2, normal; 1, hypothermia ]

Fur [2,normal; 1, Moist fur ]

Skin color/ Mucuous membranes [ 2, normal; 1, abnormal]
Lacrimation [2, not observed; 1, observed ]

Piloerection [ 2, normal; 3, slight)

respiratory rate[ 2, nonmal; 1, hypopnea)

stereotypy| 2, not observed; 3, observed (rearing)]

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b) Obscrvations made while handling (behavior while removing from cage, exophthalmos, pupillary siz, salivation), and ¢) Open-ficld obsecrvations (posture,
exploration, palpebral opening, , tremor, convulsion, gait, bizarre behavior, straub tail, lization, touch ithd; 1 reflex, pinna reflex). |

P
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HEBREF R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 5-4(continued). Detailed clinical observations of male rats

2-IBE (150 mg/kg)
Removing from cage / Obscrvations made while handling Open-ficld obscrvations ©
Male No. Fur Skin color/ Mucuous membranes Lacrimation Piloercction Respiratory rate Stereotypy

pre® T8® TIS T4 T30 Ti6 T2 R7° RI4 Pre T8 TIS T4 T30 T36 T42 R7 R4 Pre T8 TIS T2 T30 T36 T42 R7 RI4 Pre T8 Ti5 T2 T30 T36 T42 R7 R4 Pre T8 TI5 T24 T30 T3¢ T42 R7 R4 Pre T8 TI5 T24 T30 T36 T42 R7 Rl4

M04037
M04038
M04039
M04040
M04041
M04042
M04043
M04044
M04045
M04046
M04047
M04048

(YRR
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Total 10 kO 10 10 L0 B0 LG O L0 L0 L0 L0 10 L0 L0 L0 L0 L0 L0 L0 kO L0 KO L0 LO L0 10 30 X0 30 30 30 30 30 30 0 10 1:0 L0 1:0 L0 10 LO LO LO 32 30 31 30 30 30 30 30 30
™) 12 (1) (13 (2 (13 1 12 ¢ 6 (1Y (1 (19 (12 (12 (1D (1Y ) G (2 (1 (12 12 (3 (3 (12 ¢ & 12 (12 (12 (12) (12) 12 12 6 B (12 (1D () (1) (1) (1) 12 G 6O (12 (2 12) () 12) (12 12 © 9

2 pre-treatment; b day 8 ol treatment; ¢ day 7 of recovery

Posture in home-cage [ 2, sitting or standing; 1, crouching position ]
Locomotor in home-cage { 2, normal; 1, decrease in locomotor activity ]
Handling behavior {2, normal; 1, no resistance |

Heart beats [ 2, normal; 1, bradycardia ]

Body [2, normal; 1, ja ]

Fur [ 2 normal; 1, Moist fur ]

Skin color/ Mucuous membranes [ 2, nommat; 1, abnormal]

Lacrimation [ 2, not observed; 1, observed )
Piloerection [ 2, normal; 3, slight]

respiratory rate] 2, normal; 1, hypopnea)
stereotypyl 2, not observed; 3, observed (rearing)l

Except the above findings, there wen: no changes in all animals; a) Cage-side ion ( ization, tremor, ion), b) Ob: jons made while handling (behavior while removing from cage, exophthalmos, pupillary size, salivation), and ¢) Open-field observations (posture,
exploration, palpebral opening, , tremor, convulsion, gail, bizarre behavior, straub tail, ization, touch response, wit reflex, pinna reflex),
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HErE S R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 5-4(continued). Detailed clinical observations of male rats

2-IBE (150 mg/kg)

Open-field observations 9
Male No. Urination Defecation

Pre® T8b TI5S T24 T30 T36 T42 R7° Ri4 Pre T8 TI15 T24 T30 T36 T42 R7 Rl4
M04037 1 0 1 0 0 0 1 0 1 0 0 0 0 0
Mo04038 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M04039 0 1 1 0 0 1 0 1 0 1 0 2 0 0
M04040 0 0 0 0 0 0 0 0 0 0 0 0 0 0
MO04041 1 0 0 0 0 0 0 0 0 0 0 0 0 0
M04042 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M04043 1 0 0 1 0 1 0 0 0 0 0 0 0 0
M04044 0 0 0 0 0 0 0 0 0 2 0 0 0 0 0 0 0 0
M04045 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
MO04046 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M04047 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0
M04048 1 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Total score 4 2 2 1 0 3 1 0 0 3 1 1 0 2 0 0 0 0
Q) (12) (12) (12) (12 A2) (12) 12) & O (12 (12) (12) 12y (12) (12) (1) ) ©O)

b
2 pre-treatment; day 8 of treatment; ¢ day 7 of recovery
Urination [ frequency/30sec ]
Defecation [ frequency/30sec ]

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b)
Observations made while handling (heart beats, body temperature, fur, skin/mucous membranes color, lacrimation, exophthalmos,
pupillary size, salivation), and c) Open-field observations (posture, exploration, piloerection, palpebral opening, , tremor, convulsion,
respiratory rate, gait, stereotypy, bizarre behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).
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AERE A R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 6-1-1. Detailed clinical observations of female rats

Control (vehicle: water for injection)

Cage-side observations » Removing from cage / Observations made while handling K
Female No. Posture in hore-cage Locomotor in home-cage Handling behavior Heart beats body terperature Fur

Pre’ Tklb TIS T24 T30 Ti6 T42 L° Pre T8 TIS T24 T30 T36 T42 L Pre T8 TI5 T24 T30 T36 T42 L Pre T8 TIS T24 T30 T36 T42 L Pre T8 TI5 T24 T30 T36 T42 L Pre T8 TI5 T24 T30 T36 T42 L
F01001 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F01002 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F01003 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F01004 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F01005 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F01006 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F01007 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F01008 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F01009 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F01010 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
FO1011 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F01012 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Total score 1:0 1:0 L0 L1:0 1:0 L0 1:0 L0 0 10 1:0 L0 L0 L0 L0 1:0 E0 L0 1:0 LO 10 10 1:0 LO L0 L0 ¢ LO L0 I:0 L0 L0 Lo L0 L0 kO LO LO 10 LO 10 L0 10 0 L0 L:0 L0 1:0
™) (12) (12) (12 (12 (12) 12) 12 @O (12 (12 (12) 12 12 12 (12) O @) (@ () (@ 1) (2 @ G 1@ 02 @ 0@ @ 0 0 GO 30230 0 ) 3@ O @0 a0 3@ 0 @ e o
® pre-treatment; hday 8 of treatment; ° lactation period
Posture in h ge [ 2, sitting or standing; 1, hing position |
Locomotor in home-cage [ 2, nommal; 1, decrease in locomotor activity |
Handling behavior [ 2, nommal; 1, no resistance |
Heart beats [ 2, nommal; 1, bradycardia |
Body temp (2, nomal; 1, hypoth ia |
Fur [ 2, normal; 1, Moist fur ]
Skin color/ k 2 normal; 1, at 1 (pak: skin)}
Lacrimation [ 2,not ot d; 1, observed |
Piloerection [ 2, normal; 3, slight; 4, severe]
respiratory rate[ 2, normal; 1, hypopnea]
stereotypy( 2, not observed; 3, observed |
Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b) Observations made while handling (behavior while ing from cage, hthal pupillary size, salivation), and ¢) Open-field
observations (posture, cxploration, palpebral opening, , tremor, convulsion, gait, bizame behavior, straub tail, \I touch resp i reflex, pinna reflex).
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HERE S R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 6-1-1(continued). Detailed clinical observations of female rats

Control (vehicle: water for injection)

Removing from cage / Observations made while handling i Open-field observations 2

Female No. Skin color / Mucuous membranes Lacrimation Piloerection respiratory rate Stereotypy

Pre” st TI5 T24 T30 T3 Ta2 L° Pre T8 TI5 T24 T30 T36 T42 L Pre T§ TIS T24 T30 T36 T42 L Pre T§ TI5 T24 T30 T36 T42 L Pre T8 TI5 T24 T30 T36 T42 L

F01001
F01002
F01003
F01004
F01005
F01006
F01007
F01008
F01009
F01010
F01011
F01012

NN RN NNN NN NN
MR R D NN NNNNNDN
W NN N RDNDNNNND NN
NN N NN NN RNNNNDN
L T N N N N N I N O O S N1
RO R NN NNRNNNDN
NORRRN RN RN NN NN
NN NN NN RN NN NN
NRORNNN NN NN NN
NOR R R R NN NN NDN
NORNR RN NN NN NN
RORRNNN NN NN NN
NN N NN N NNNNND
NN RN RN NNNNNNN
RN D NN NN NNNND
MR R DD NN RNNNDDN
NN R DN NN NNDN DN
ROR R DD NN NN N RN
MR R DD NN NNNNN
NONRN R RN NNN NN NN
NN R NN NN NNNND
NONNRN NN NNNN NN
WNNRNNNNNNNNN
WONNNNNNNNNNN
NONR R RN NN NN NN
NNN R RN RNNNNDNNDN
NONN R NN NNNDNNN
R L L
NNNRNNNNNNDNNND
NONNRNNDNRRNNRR NN
NNNRNNNNNNNNDN
NN NNN RN NN NN NN
NN RN NNNNNNN
MR N NN NNRNNNNN
NN NN DN NN NNNDN

Total score L0 L0 1:0 L0 1:0 O L0 10 10 L0 L0 10 kO LO LO LO 3:0 30 30 30 30 30 30 3:0 L0 1:0 L0 L0 1:0 1:0 1:0 L0 30 3:0 30 30 %0 30 30 30
™ 1 (1 1 (19 13 (1Y 1y O (09 1 13 3 (1) 3 @ O 12 (12 12 (D () ) @ O (2 12 12 (2 (12 12 1) O (2 (1 1) 1 1 1) @ O

¢ pre-treatment; ° day 8 of treatment; ® lactation period

Posture in home-cage [ 2, sitting or standing; 1, crouching position ]
Locomotor in home-cage [ 2, normal; 1, decrease in locomotor activity ]
Handling behavior [ 2, normal; 1, no resistance ]

Heart beats [ 2, normal; 1, bradycardia ]

Body temperature {2, nommal; 1, hypothermia ]

Fur [ 2, normal; 1, Moist fur]

Skin color / Mucuous membranes [ 2, normal; 1, abnormal (pale skin)]
Lacrimation [ 2, not observed; 1, observed ]

Piloerection [2, nommal; 3, slight; 4, severe]

respiratory rate[ 2, normal; 1, hypopnea]

stereotypy[ 2, not observed; 3, observed ]

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b) Observations made while handling (behavior while removing fromcage, exophthalmos, pupillary size, salivation), and c) Open-
field observations (posture, exploration, palpebral opening, , tremor, convulsion, gait, bizarre behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).
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REBRE 5 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats
Appendix 6-1-1(continued). Detailed clinical observations of female rats

Control (vehicle: water for injection)

Open-field observations 9

Female No. Urination Defecation

Pre T8b TI5 T24 T30 T36 T42 L° Pre T8 TI15 T24 T30 T36 T42 L

F01001
F01002
F01003
F01004
F01005
F01006
F01007
F01008
F01009
F01010
F01011
F01012

O 0 0 0 0 0 0 0 o0 o O O
0O 0 O 0 o 0 o0 0 Cc o O
O 0O 0 0 0 0 0 O O o o o
O 0 0 O 0 0 o0 0 0 O o o
O 0O 0O 0 0 0 0 —~ O o O O
O O 0 0 0 0 0 0 O o o O
o0 0 0 0 0 0 0 0O o o O
c 0o 0000 o o oo o o
O O 0O 0O 00 o 0 O o O O
©C O 0O 0O 0 0 o O O o o o
©C 0O 0 0O 0 O o0 0 0 O O O
©C 0 0 0 0 o0 0 0 o0 0 O
O 0O 0 0 0O 0 0 0 0 o o o
I R Y S R = T S — S — B N Rt

Total score 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
o) (12) (12 (12) (12) (12) (12 (12) (1 (12) (12) (12) (12) (12) (12) (12) @)

a b c .
pre-treatment; day 8 of treatment; lactation period

Urination [ frequency/30sec ]
Defecation [ frequency/30sec ]

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b)
Observations made while handling (behavior while removing from cage, exophthalmos, pupillary size, salivation), and c) Open-field
observations (posture, exploration, palpebral opening, , tremor, convulsion, gait, bizarre behavior, straub tail, vocalization, touch
response, withdrawal reflex, pinna reflex).
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ABRE S R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 6-1-2. Detailed clinical observations of female rats

2-IBE (15 mg/kg)
Cage-side observations 2 Removing fromcage / Observations made while handling K
Female No. Posture in home-cage Locomotor in home-cage Handling behavior Heart beats body temperature Fur

Pre” TBh TIS T24 T30 136 T42 L° Pre T8 TIS T24 T30 T36 T42 L Prc T8 TI5 T24 T30 T36 T42 L Pre T§ TIS T24 T30 T36 T42 L Pre T8 TIS T24 T30 T36 T42 L Prc T8 TIS T24 T30 T36 T2 L

F02013 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F02014 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F02015 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F02016 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F02017 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Fo2018 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F02019 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F02020 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F02021 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F02022 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F02023 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F02024 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Total score 0 1:0 10 L:0 L:0 L0 LO 10 10 L0 L0 1:0 L0 1:0 1:0 LO L0 L0 1O L0 L0 L0 L0 1:0 L0 1:0 B0 LO L0 EO LO 10 L0 10 L0 L0 L0 LO EO L0 0 EO 10 10 L0 L0 LO 1:0
™) (12) (1) (12 12 (12) (1) (1 ©@ () (1 2 (12 (1Y 02 (Y O (12 (12 (1) 1) (2 () 12 © () (12 (2 (1 ) () (12 O (2 () (12 (2 (1) (12 @ O (2 (1) (12 (1 () ) ) O
¢ pre-treatment; hday 8 of treatment; ° lactation period

Posture in h ze [ 2, sitting or standing; 1, hing position ]

Locomotor in home-cage [ 2, nommal; 1, decrease in Jocomotor activity |

Handling behavior [ 2, normal; 1, no resistance ]

Heart beats [ 2, nomal; 1, bradycardia |

Body temp [2, normal; 1, hypothermia ]

Fur [ 2, normal; 1, Moist fur]

Skin color / & [ 2, normal; 1, at 1(pale skin)]

Lacrimation [ 2, not observed; 1, observed }

Piloerection [ 2, normal; 3, skight; 4, severe]

respiratory rate( 2, normal; 1, hypopnea)]

stereotypy( 2, not observed; 3, observed |

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b) Observations made while handling (behavior while ing from cage, hthal pupillary size, salivation), and ¢) Open-ficld

observations {posture, cxploration, palpcbral opening, , tremor, convulsion, gait, bizame behavior, straub tail, lization, touch resp ithd: I reflex, pinna reflex).
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HEBRE = R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 6-1-2(continued). Detailed clinical observations of female rat

2-IBE (15 mg/kg)

i Removing from cage / Observations made while handling K Open-field observations 9
Female No. Skin color / Mucuous membranes Lacrimation Piloerection respiratory rate Stereotypy

Pre” T8b TI5 T24 T30 T36 T42 L° Pre T8 TI5 T24 T30 T36 T42 L Pre T8 TI5 T24 T30 T36 T42 L Pre T8 TIS T24 T30 T36 T42 L Pre T§ TI5 T24 T30 T36 T42 L

F02013
F02014
F02015
F02016
F02017
F02018
F02019
F02020
F02021
F02022
F02023
F02024

NN NN NNNNDND NN
NORRN NN N NNNNDNN
RORRN NN NRNNRNNNN
NN NN N NNNN NN
NN RN NN NNNDNNN NN
NN N NN N NN ND NN
NN R NN NNNND N NN
NRORRN RN NN NN N NN
MR R RN DD DD ND DN
NORN RN NN NN RN NN
RN RN RN NN NDNRNNN
NN RN NND DD NN DN
RN RN NN NNND N NN
NORNOR NN D DD NN NN
NN RN NN NNNN NN
NN RN NN R DN NN NDN
RORORN NN ND NN N NN
NRR NN RN RDNNN DN
NN N DR DN NNNRDN
BMORN NN NNDNNND NN
NN N NN DR NNNNN
NNNNRNNRNNNNNN
NN RN RN R R R NN NN
NORNNRNNRNNNNN
MNORNNDNDRNNNNN DN
NONR DN RN NN DNN NN
NORN NN RN N NN NN
RORNNNNNNNNNN
RORORNRNN R NN NNNN
NN N NNNNDND DN NN
RNORRNRN N NN D NNNN
NRNRN R NNDDND D NN NN
NRNN NN N NN NN NN
NN R RN NN ND NN DN
RN NN N NNRNRNR NN

Total score 1:0 1:0 1:0 1:0 1:0 1:0 LO 1:0 L0 L0 L0 10 10 L0 1:0 10 30 30 30 30 3:0 30 3:0 3:0 1:0 1:0 1:0 1:0 110 1:0 1:0 1:0 30 30 30 30 30 30 3:0 30
™) 12y (12) (12 (19 (12 (12 1) O (2 (12 (12 (2 (1 12 2 © (12 (12) (12) 12) (12 (12 (1) © (2 (1 (2) (12) 1) (2 (1) © (1 (1 (12) D (2 (1D (12 ©

@ pre-treatment; b day 8 of treatment; © lactation period

Posture in home-cage [ 2, sitting or standing; 1, crouching position ]
Locomotor in home-cage [ 2, normal; {, decrease in locomotor activity ]
Handling behavior [ 2, normal; 1, no resistance ]

Heart beats { 2, nomal; 1, bradycardia ]

Body temperature [2, normal; 1, hypothermia ]

Fur [ 2, normal; 1, Moist fur]

Skin color / Mucuous membranes [ 2, normal; 1, abnormal (pale skin)]
Lacrimation {2, notobserved; 1,observed ]

Piloerection {2, nomnal; 3, slight; 4, severe)

respiratory ratef 2, nommal; 1, hypopnea]

stereotypy[ 2, not observed; 3, observed ]

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b) Observations made while handling (behavior while removing from cage, exophthalmos, pupillary size, salivation), and c) Open-
field observations (posture, exploration, palpebral opening, , tremor, convulsion, gait, bizamre behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).

171



RERE & R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats
Appendix 6-1-2(continued). Detailed clinical observations of female rats

2-IBE (15 mg/kg)

Open-field observations 9

Female No. Urination Defecation

Pre® T8" TIS T24 T30 T36 T42 L° Pre T8 TI5 T24 T30 T36 T42 L
F02013 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F02014 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F02015 0 0 0 0 0 0 o0 0O 0 0 0 0 0 0
F02016 0 0 0 0 1 0 0 0 0 0 0 0 0 0
F02017 o 0 0 0 0 0 0 0 0 0 0 0 0 0
F02018 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F02019 o 0 0 0 0 0 0 0 0 0 0 0 0 0
F02020 0 0 0 0 0 0 o0 0O 0 0 0 0 0 0
F02021 o 0 0 0 0 0 0 0O 0 0 0 0 0 0
F02022 0o 0 0 0 0 0 0 0 0 0 0 0 0 0
F02023 0o 0 0 0 0 0 0 0 0 0 0 0 0 0
F02024 0o 0 0 0 0 0 0 0 0 0 0 0 0 0
Total score 0o 0 0 0 1 0 0 0 0 0 0 0 0 0 0 o0
()] (12) 12y a2y (12) (12) (12) (129 © 12) (12) (129 (12) (12) (12) (12) O

b
2 pre-treatment; day 8 of treatment; ¢ Jactation period
Urination [ frequency/30sec ]
Defecation [ frequency/30sec ]

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b)
Observations made while handling (behavior while removing from cage, exophthalmos, pupillary size, salivation), and c) Open-field
observations (posture, exploration, palpebral opening, , tremor, convulsion, gait, bizarre behavior, straub tail, vocalization, touch
response, withdrawal reflex, pinna reflex).
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HEE S R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 6-1-3. Detailed clinical observations of female rats

2-IBE (50 mg/kg)
Cage-side obscrvations * ing fi /0O jons made while handling *
Female No. Posture in home-cage Locomotor in home-cage Handling behavior Heart beats body temperature Fur

P’ T8 TI5 T4 T30 T36 T2 L° Pre T8 TIS T24 T30 T36 T42 L Pe T8 TI5 T24 T30 T36 T42 L Prc T8 TIS T24 T30 T36 T42 L Pre T8 TI5S T24 T30 T36 T42 L Pre T§ TI5 T24 T30 T36 T42 L

F03025 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F03026 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F03027 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F03028 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F03029 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F03030 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F03031 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F03032 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F03033 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F03034 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F03035 2 2 2.2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F03036 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Total score Lo L0 L0 L0 10 L0 LO L0 L0 L0 1:0 L0 L0 1:0 1.0 L0 0 k0 10 L0 L0 L0 10 1:0 L0 10 10 L0 L0 LO LO LO o L0 L0 L0 L0 L0 LO 10 Lo Lo L0 1:0 LO 1:0 110 LO
) (12) (12 (19 3 (12 (12 (1 © (1 (12 2 (12 (1) (19 12 O (@ 2 (12 (1) (12 (12) 1) ©@ () (12 (12 (12 (1) (12 12 O () (@ () (1 12 (12 @12 © (2 (12 (12 12 (1) 2 (2 ©
? pre-treatment; bday 8 of treatment; ° lactation period

Posture in h ge [ 2, sitting or ding; 1, hing position |

Locomotor in home-cage [ 2, normal; 1, decrease in locomotor activity |

Handling behavior [ 2, nomnal; 1, no resistance |

Heart beats [ 2, normal; 1, bradycandia )

Body temp [2,nomnmal; 1, hypothenmia )

Fur [ 2, normal; 1, Moist fur ]

Skin color / M s [ 2, normal; 1, at 1 (pake skin)]

Lacrimation [2,not observed; 1, observed |

Piloerection [ 2, normal; 3, slight: 4, severe]

respiratory rate[ 2, normal: 1, hypopnea)

stereotypyf 2, not observed; 3, observed |

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b) Observations made while handling (behavior while ing from cage, hthal pupillary size, salivation), and ¢) Open-ficld

observations (posture, exploration, palpebral opening, , tremor, convulsion, gait, bizamre behavior, straub tail, i touch resp i reflex, pinna reflex).
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REBRE S R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 6-1-3(continued). Detailed clinical observations of female rats

2-IBE (50 mg/kg)

Removing from cage / Observations made while handling K Open-field observations 9

Female No. Skin color / Mucuous membranes Lacrimation Piloerection respiratory rate Stereotypy

Pre” T8b TIS T24 T30 T36 T8 L° Pre T8 TI5 T24 T30 T36 T42 L Pre T8 TI5 T24 T30 T36 T42 L Pre T8 TI5 T24 T30 T36 T42 L Pre T8 TI5 T24 T30 T36 T42 L

F03025
F03026
F03027
F03028
F03029
F03030
F03031
F03032
F03033
F03034
F03035
F03036

RN RN NNNNNNNNN
NORNN NN NN NNN NN
NN RN N NN NN NN
NN N RN D NN NNNN
NORORNN RN NNNNNNN
NORNORN NN NNNNDNNN
RN NN RN R NN NN
RORR R RN NN RNNNN
RONRRNR NN N DN NN
NN RN N NNNNNDDND DN
NN NN N R NN DN
NORNON NN NN NN R NN
NN NN N NN NN
RONONNN NN NN NN
NOROR RN R NNNN N NN
NORR NN NN NNRN NN
RORNRN NN R NNNDND NN
NORNRN N RN NN DD NN
BORRNNNNNNNN NN
NN RN NN N RNNNNN
NN RN NN NN RN NN NN
MNORNON RN NRNN NN NN
NORR RN NNN NN NN
RORRNDN RN RN RN NRNRN
NN RN R DN RNR DN DN
NONN NN NNNNDND NN
RORNN NN RN RNNNND NN
MR N NN R NRNNNN N
NONN NN RN NN N NN
NN RN NN NNNND NN
NRNR NN DR NNNNRN
RN R NN RN RN NN NN
RN RN DNNNDNRND NN
RRR NN N RBR DD DN
RPN RN R NN D NN

Total score 1:0 1:0 1:0 10 1:0 1:0 1:0 I:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 30 30 30 30 30 30 30 3:0 1:0 0 0 10 1:0 1:0 kO 1.0 30 3:0 3:0 3:0 30 30 30 30
™) (12) (120 (1) (12) (1 (12) 1 © (@2 (12) 02 (12 (12 (1 1) © (2 (12 (12) 12 12 (1 A © (2 (12 (12 (12) 2 12 (1 © (2 (12) (2) (1) (12 1) (1) ©

? pre-treatment; b day 8 of treatment; ¢ lactation period

Posture in home-cage { 2, sitting or standing; 1, crouching position ]
Locomotor in home-cage [ 2, normal; 1, decrease in locomotor activity ]
Handling behavior [ 2, nonmal; 1, no resistance ]

Heart beats [ 2, normal; 1, bradycandia ]

Body temperature [2, nommal; 1, hypothermia ]

Fur [ 2, normal; 1, Moist fur]

Skin color / Mucuous membranes [ 2, normal; 1, abnormal (pale skin)]
Lacrimation [ 2, not observed; 1, observed ]

Piloerection [ 2, normal; 3, slight; 4, severe]

respiratory rate[ 2, normal; 1, hypopnea}

stereotypy{ 2, not observed; 3, observed ]

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b) Observations made while handling (behavior while removing from cage, exophthalmos, pupillary size, salivation), and c) Open-
field observations (posture, exploration, palpebral opening, , tremor, convulsion, gait, bizarre behavior, straub tail, vocalization, 1ouch response, withdrawal reflex, pinna reflex).
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HEREE R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats
Appendix 6-1-3(continued). Detailed clinical observations of female rats

2-IBE (50 mg/kg)

Open-field observations i

Female No. Urination Defecation

Pre” T8b TI5 T24 T30 T36 T42 L° Pre T8 TI15 T24 T30 T36 T42 L
F03025 0 0 0 0 0 0o 0 0 0 0 0 0 0 0
F03026 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F03027 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F03028 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F03029 0 0 0 0 1 0 0 0 0 0 0 0 0 0
F03030 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F03031 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F03032 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F03033 0 0 0 0 0 0 0 0 0 0 0 0 o 0
F03034 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F03035 1 0 0 0 0 0 0 0 0 0 0 0 0 0
F03036 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Total score 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
Q)] (12) (12) (12) (12) (12) (12) (12) (0) (12) 12y (12) (12) (12) (12) 12) ©

b
2 pre-treatment; day 8 of treatment; ® Jactation period
Urination [ frequency/30sec ]
Defecation [ frequency/30sec ]

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b)
Observations made while handling (behavior while removing from cage, exophthalmos, pupillary size, salivation), and ¢) Open-field
observations (posture, exploration, palpebral opening, , tremor, convulsion, gait, bizarre behavior, straub tail, vocalization, touch
response, withdrawal reflex, pinna reflex).
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 6-1-4. Detailed clinical observations of female rats

2-IBE (150 mg/kg)

Cage-side observations ”

) Removing from cage / Observations made while handling b)

Female No. Posture in home-cage Locomotor in home-cage Handling behavier Heart beats body tenperature Fur

P’ T8" TI5 T4 T30 T36 T42 L° Prc T8 TIS T24 T30 Ti6 T42 L Pre T8 TI5 T24 T30 T36 T42 L Pre T8 TIS T24 T30 T36 T42 L Pre T§ TI5 T24 T30 T36 T42 L Pre T8 TI5 T24 T30 T36 T42 L

F04037 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F04038 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F04039 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F04040 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F04041 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F04042 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F04043 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F04044 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F04045 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F04046 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
TF04047 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F04048 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 3 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Total score 0 L0 kO LO LO LO LO L0 L0 LO O LO EO L0 Ll:0 L:0 L0 O L:0 1O LO LO LO LO 0 Lo 10 10 1:0 1:0 L0 1O Lo 10 10 kO 10 LO LO 1.0 Lo L0 10 10 kO 10 L0 LO
N (12) (12) (12 (12 (12 (1 12 © (12 (12 (12 (1) ) 1) 1 © (2 (12 (1 (12 2 1 (1 © (12 1 12 (1 1) (1 (1) O (12 (12) (1 (1 (1) (1) (1 O (1 (12 (12 12 () (12 () O
* pre-treatment; hdﬂy 8 of treatment; © lactation period

Posture in hi ge [ 2, sitting or standing; 1, hing position |

Locomotor in home-cage [ 2, nomal; 1, decrease in locomotor activity |

Handling behavior [ 2, nonmal; 1, no resistance |

Heart beats {2, nommal; 1, bradycardia |

Body (2, nommal; 1,1 hermia |

Fur [ 2 normal; 1, Moist fur)

Skin color / k [ 2, normal; 1, at 1(pale skin)]

Lacrimation {2, not ot d; 1,0bserved |

Piloerection [ 2, normal; 3, slight; 4, severe]

respiratory rate( 2, normal; 1, hypopnea]

stercotypy[ 2, not observed; 3, observed |

Except the above findings, there were no changes in all animals; a) Cage-side observation (1 ization, tremor, ion), b) Ot ions made while handling (behavior while ing from cage, hthal pupillary size, salivation), and c) Open-field

observations (posture, cxploration, palpebral opening, , tremor, convulsion, gait, bizarre behavior, straub tail, zation, touch resp ithd, 1 reflex, pinna reilex).
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ARE 5 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 6-1-4(continued). Detailed clinical observations of female rats

2-1BE (150 mg/kg)
. Removing from cage / Observations made while handling K Open-field observations 9
Female No. Skin color / Mucuous membranes Lacrimation Piloerection respiratory rate Stereotypy

Pre” TSb TI5 T24 T30 T36 T42 L° Pre T8 TI5 T24 T30 T36 T42 L Pre T§ TI5 T24 T30 T36 T42 L Pre T8 TI5 T24 T30 T36 T4 L Pre T8 TI5 T24 T30 T36 T42 L

F04037 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F04038 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F04039 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 .2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F04040 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F04041 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F04042 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F04043 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F04044 2 2 2 2 2 1 2 2 2 2 -2 2 2 2 2 2 2 2 2 4 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F04045 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F04046 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F04047 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F04048 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2

Total score 1:0 0 L0 1:0 1:0 I:1 LO I:0 :0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 3:0 3:0 3:0 30 %0 41 30 30 120 1:0 1:0 IO 1:0 1:0 L:0 I:0 30 3:0 3:0 30 30 30 3:0 3:0
™ (12 (12) (12) 1 (12 (12 (12) © (12 (12) 12 (12 (12 (12 (1) © (12 (2 (19 (12 (12) (1 (1) © (12 (12 (1 (2) (12 (1 () © (1 (1) (12) 12 (12 (1) (12 ©

2 pre-treatment; i day 8 of treatment; ¢ lactation period

Posture in home-cage [ 2, sitting or standing; 1, crouching position ]
Locomotor in home-cage [ 2, normal; 1, decrease in locomotor activity ]
Handling behavior [ 2, normal; 1, no resistance ]

Heart beats [ 2, normal; 1, bradycardia ]

Body temperature {2, normal; 1, hypothennia ]

Fur [ 2, normal; 1, Moist fur]

Skin color / Mucuous membranes [ 2, nonmal; 1, abnomnal (pale skin)]
Lacrimation [ 2, not observed; 1, observed ]

Piloerection [ 2, nomal; 3, slight; 4, severe]

respiratory rate{ 2, normal; 1, hypopnea]

stereotypy|[ 2, not observed; 3, observed ]

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b) Observations made while handling (behavior while removing from cage, exophthalmos, pupillary size, salivation), and ¢) Open-
field observations (posture, exploration, palpebral opening, , tremor, convulsion, gait, bizame behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).
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KB E S R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats
Appendix 6-1-4(continued). Detailed clinical observations of female rats

2-IBE (150 mg/kg)

Open-field observations 9

Female No. Urination Defecation

Pre T8b TI5 T24 T30 T36 T42 L° Pre T8 TIS T24 T30 T36 T42 L

F04037
F04038
F04039
F04040
F04041
F04042
F04043
F04044
F04045
F04046
F04047
F04048

o O O O O o o o = O O O
O O O O O 0 O o o o o ©
O O O O O O o o o o o ©
S O O O O o O O O o o ©
O O O O O o O O o o o o
O O O O O o o o o o o o©
o O O O O o O o o o - O
o O O O O O O o o o o o
O O O O O o o o o o © O
O O O O O O O O O O o ©
o O O O O o o O O o o ©
o O O O O o o O O o o ©
O O O O O O o O o © o ©
O O O O O O O o o o o o

.Totalscore 1 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0
N) (12) (12) (A2) (A2) (12) (12) (12) O (12) (12) (12) (12) (12) (A2 (12) ©

2 pre-treatment; b day 8 of treatment; ¢ Jactation period
Urination [ frequency/30sec ]
Defecation [ frequency/30sec ]

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b)
Observations made while handling (behavior while removing fromcage, exophthalmos, pupillary size, salivation), and c) Open-field
observations (posture, exploration, palpebral opening, , tremor, convulsion, gait, bizarre behavior, straub tail, vocalization, touch
response, withdrawal reflex, pinna reflex).
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 6-2-1. Detailed clinical observations of female rats, satellite group

Control (vehicle: water for injection)

Cage-side observations * Removing fromcage / Observations made while handling
FemaleNo.  Posture in home-cage Locomotor in home-cage Handling behavior Heart beats body temperature Fur

Fe® T8® TIS TM TR T T2 R7° RM Pre T8 TI5 T21 T30 T36 T42 R7 RM Pre T8 TIS T2i T30 T36 T42 R7 Rl4 Pre T8 TI5 T21 T30 T36 T42 R7 Ri4 Pre T8 TIS T21 T30 T36 T42 R7 RM Pre T8 TI5 T21 T30 T36 T42 R7 Ri4

FOS049 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 02 2 2 1 2 2 2 2 2 2 2 2 2 2 2 2 2 12 2 2
FO5050 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F05051 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F05052 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F05053 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 12 2 2 2 2 2 22 2 2 2 02 2 2 2 2 2 2 2 2 2 2 2 2
F05054 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F05055 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F05056 2 2 2 2 2 2 2 1 2 202 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
FO5057 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
FO5058 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2

Total score 10 0 10 0 10 L0 LO LO LO L0 k0 L0 L0 10 kO L0 LO kO EO L0 L0 k0 LO kO LO 1O LO L0 10 L0 1:0 10 L0 10 1O 1O 10 1:0 1.0 10 LO LO LO 1.0 1.0 L0 L0 1O L6 10 10 RO 1O 1O
™) 10 (19 (19 (10 (@0 1 19 G () 00 (0 W) W (1 1 QW G G 0 ) 9 J 9 9 W G © o) (9 (10 (0 (9 (0 (10 ) (B (0 ) (10) Ay 10 (10 (1)) () (B W) (1O A0 Q) A} ) ) &) 6

? pre-treatment; ® day 8 of treatment; © day 7 of recovery

Posture in home-cage [ 2, sitting or standing; 1, crouching position ]
Locomotor in home-cage [ 2. normal: 1. decrease in locomotor activity |
Handling behavior [2, normal: 1, no resistance |

Heart beats [ 2, normal; 1, bradycardia |

Body temperature [2, normal: 1, hypothermia ]

Fur [ 2,nonmal; 1, Moist fur]

$Skin color/ Mucuous membranes [ 2. normal; 1, abnormal]
Lacrimation [ 2, not observed: I, observed ]

Piloerection [ 2, normal; 3, slight: 4, severe)

piratory rate[ 2, nommal; 1, h
stereotypyl 2, not observed: 3, observed ]

Except the above findings, there were no changes in all animals: 2) Cage-side i lization, tremor, ion), b) O ions made while handling (behavior while removing from cage, exophthalmos, pupillary size, salivation), and ¢) Open-field observations (posture,
exploration, palpebral opening. , tremor, convulsion, gait, bizarme behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 6-2-1(continued). Detailed clinical observations of female rats, satellite group

Control (vehicle: water for injection)

Removing from cage / Obscrvations made while handling » en-field observations
14

Female No. Skin color / Mucuous membranes Lacrimation Pilocrection respiratory rate Stereotypy

Pre” TSb TI5 T24 T30 T3 T42 R7° Rl4 Pre T8 TI5 T24 T30 T36 T42 R7 R4 Pre T8 TI5 T24 T30 T36 T42 R7 RI4 Pre T8 TI5 T24 T30 T36 T42 R7 Rl4 Pre T8 TIS T24 T30 T36 T42 R7 RI4

FO5049 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 3 2 2 2 2 2 2 2 2 2 2
FO5050 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2z 2 2 2 2 2 2 2 2 2 2 2
F05051 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F05052 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F05053 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F05054 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F05055 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F05056 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 22 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F05057 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F05058 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2

Totalscore 0 10 1:0 0 1:0 1:0 1:0 1:0 1:0 0 10 10 L:0 10 1:0 L0 L0 L0 3:0 30 30 30 3:0 3:0 30 3:0 30 10 10 1:0 1:0 1:0 1:0 1:0 1:0 1:0 30 30 30 30 30 30 30 30 30
™) (10) (10} (10) (1) (10 (10 (O &) &) 1) (1) (0 (10 (0 () 1) 3 G A0 () AY) Q) () (1O Y ¢ 6 10 (1) (10 (10 (10) (10 (1) () ©) (1) (1) (10 (10) (10 (1Y (1) ) O

2 pre-treatment; b day 8 of treatment; ¢ day 7 of recovery

Posture in home-cage { 2, sitting or standing; 1, crouching position ]
Locomotor in home-cage [ 2, normal; [, decrease in locomotor activity ]
Handling behavior [ 2, normal; 1, no resistance }

Heart beats {2, normal; 1, bradycardia ]

Body temp: [2, normal; 1, hypothermia ]

Fur [ 2, nommal; 1, Moist fur ]

Skin color/ Mucuous membranes [ 2, normal; 1, abnormal]
Lacrimation {2, not observed; 1, observed ]

Piloerection { 2, normal; 3, slight; 4, scvere]

respiratory rate[ 2, normal; 1, hypopnea)

stereotypy[ 2, not observed; 3, observed ]

Except the above findings, there were no changes in all animals; a) Cage-side obscrvation (vocalization, tremor, convulsion), b) Observations made while handling (behavior while removing from cage, exophthalmos, pupillary size, salivation), and c) Open-ficld observations
(posture, exploration, palpebral opening, , tremor, convulsion, gait, bizarre behavior, straub tail, vocalization, touch resp ithd. 1 reflex, pinna reflex).
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HBRE 5 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats
Appendix 6-2-1(continued). Detailed clinical observations of female rats, satellite group

Control (vehicle: water for injection)

Open-field observations 2

Female No. Urination Defecation

Pre T8b TI5 T24 T30 T36 T42 R7° Rl4 Pre T8 TI5 T24 T30 T36 T42 R7 RIl4
F05049 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F05050 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F05051 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F05052 0 0 0 0 0 0 3 0 0 0 0 0 0 0
F05053 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F05054 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F05055 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F05056 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F05057 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F05058 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Total score 0 0 0 0 0 0 3 0 0 0 0 0 0 0 0 0 0 0
™) (10 (10 (10) (10) (10 (10) (1) ) ) (10) (10) (10) (10) (10) (1) (1) 5 )

b
2 pre-treatment; day 8 oftreatment; ¢ day 7 of recovery
Urination [ frequency/30sec ]
Defecation [ frequency/30sec ]

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b) Observations made while handling (behavior
while removing from cage, exophthalmos, pupillary size, salivation), and c) Open-field observations (posture, exploration, palpebral opening, , tremor, convulsion, gait, bizarre
behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex). '
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 6-2-2. Detailed clinical observations of female rats, satellite group

2-1BE (150 my/kg)
Cage-side observations
FemaleNo.  Posture in home-cage Locomotor in home-cage Handling behavior Heart beats body temperature Fur

» Removing from cage / Observations made while handiing "

Pe® T8® TIS T2 TW T T42 RIS R4 Pre T8 TIS T2I T3¢ T36 T42 R7 Rl4 Pre T8 TI5 T21 T30 T36 T42 R7 Rl4 Pre T8 TI5 T21 T30 T36 T42 R7 RI4 Pre T8 TI5 T21 T30 T36 T42 R7 RI4 Pre T8 T

5 T21 T30 T36 T42 R7 Rl4

FO6059 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2

F06060 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2

FO6061 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 1 12 2 12

FO6062 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2

FO6063 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2

FO6064 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
FO6065 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
FO6066 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2.2 2 2 2 2 2 2 2
F06067 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
FO6068 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Total score Lo 10 L0 1:0 10 10 10 10 LD 0 L0 kKO IO L0 1:0 10 1:0 kO L0 10 10 L0 L0 L0 L0 L0 10 10 10 10 10 1:0 10 L0 10 1O L0 Lo L0 L0 kG 1O L0 1O LD L0 L0 L0 Lo 10 10 L0 1,0 kO
) 10 109 (19 a0 (9 0 0 G © a0 (0 (10) (10} (10} 0 1) (B 19 (10 (9 o) () () () G (&) () (Y 0} (10) (1) ) WY G G QY (1) () (Y Q) (O (1) G} G Q) @) QO QO (0 (19 WO ) 6
2 pre-treatment; b day 8 of treatment: ¢ day 7 of recovery

Posture in home-cage [ 2, sitting or standing; 1, crouching position ]

Locomotor in home-cage [ 2, normal; 1, decrease in locomotor activity |

Handling behavior [2, nermak I, no resistance |

Heant beats [ 2, normal: 1, bradycardia )

Body temperature (2, nommal; 1, hypothermia ]

Fur [ 2,normal; 1, Moist fur]

$Skin color/ Mucuous membranes [ 2, normal; 1, abnonmal]

Lacrimation [ 2, not observed:; I, observed |

Piloerection [ 2 normal; 3, slight; 4, severe]

respiratory rate[ 2, normal; 1, hypopnea]

stereotypy( 2, not observed; 3, observed |

Except the above findings, there were no changes in all animals; a) Cage-side i tremor, ion), b) O ions made while handling (behavior while removing from cage, pupillary size, salivation), and c¢) Open-field observations (posture,

exploration, palpebral opening, , tremor, convulsion, gait, bizame behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 6-2-2(continued). Detailed clinical observations of female rats, satellite group

2-IBE (150 mg/kg)
. Removing from cage / Observations made while handling b Open-field observations K
FemaleNo.  Skin color/ Mucuous membranes Lacrimation Pilocrection respiratory rate Stercotypy

Prc” T8b Ti5 T24 T30 T36 T42 R7° R4 Pre T8 TI5 T24 T30 T36 T42 R7 R4 Pre T8 TI5 T24 T30 T36 T42 R7 Rl4 Pre T8 TIS T24 T30 T36 T42 R7 Rl4 Pre T8 TI5 T24 T30 T36 T42 R7 Rl4

F06059 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F06060 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
FO6061 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
FO6062 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F06063 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F06064 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F06065 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
FO6066 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F06067 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
FO6068 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2

Totalscore 10 10 L0 10 L0 L0 L0 L0 L0 0 10 1:0 1:0 1:0 10 B0 1:0 1:0 3:0 3:0 3:0 3:0 3:0 3:0 30 3:0 3:0 1o 10 10 1:0 1:0 1:0 1:0 kO LO 30 30 30 30 30 30 30 30 30
™ (1) (10) (0) (10) (10} (1) (A () &) A (Y (1) (1) (1) (Y (O &) &) (O (W) Y (1) () () () (& & (Y (1Y (6} (A0) (10) () (Y. B (B () (W) W) Y ) W) W & G

: pre-treatment; k¢ day 8 of treatment; ¢ day 7 of recovery

Posture in home-cage [ 2, sitting or standing; 1, crouching position ]
Locomotor in home-cage [ 2, normal; 1, decrease in locomotor activity ]
Handling behavior [ 2, normal; 1, no resistance ]

Heart beats { 2, normal; 1, bradycardia ]

Body temperature {2, normal; 1, hypothermia ]

Fur [2,normal; 1, Moist fur]

Skin color/ Mucuous membranes [ 2, normal; 1, abnormal]
Lacrimation [ 2, not observed; 1, observed ]

Pilocrection [ 2, normal; 3, slight; 4, severe]

respiratory rate[ 2, normal; 1, hypopnea]

stereotypy[ 2, not observed; 3, observed |

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b) Observations made while handling (behavior while removing from cage, exophthalmos, pupillary size, salivation), and ¢) Open-ficld obscrvations
(posture, exploration, palpebral opening, , tremor, convulsion, gait, bizarre behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 6-2-2(continued). Detailed clinical observations of female rats, satellite group

2-IBE (150 mg/kg)

Open-field observations 9
Female No. Urination Defecation

Pre” T8b TIS T24 T30 T36 T42 R7° Rl4 Pre T8 TI5 T24 T30 T36 T42 R7 Rl4
F06059 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F06060 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F06061 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F06062 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F06063 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F06064 0 0 0 0 0 Ob 0 0 0 0 0 0 0 0 0 0 0 0
F06065 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F06066 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F06067 2 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F06068 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Total score 2 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
™) (10 (10) 10y (10) (10 10 (1) &) O (10) (1) (10 (10 10y (10 A0 & O

a b c
pre-treatment; day 8 oftreatment; day 7 ofrecovery

Urination [ frequency/30sec ]
Defecation [ frequency/30sec |

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b) Observations made while handling (behavior
while removing from cage, exophthalmos, pupillary size, salivation), and c¢) Open-field observations (posture, exploration, palpebral opening, , tremor, convulsion, gait, bizarre
behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats
Appendix 7-1-1. Body weights of male rats

Control (vehicle: water for injection)

Male No. Days of administration
1 4 7 14 21 28 35 42
MO01001 416.9 4293 435.7 465.2 482.9 505.4 534.1 543.9
M01002 395.0 418.1 435.2 469.4 502.5 536.0 563.3 566.6
MO01003 398.8 406.7 4229 442.1 461.9 487.1 516.9 521.5
MO01004 404.3 409.0 430.1 4522 4743 497.7 524.9 536.2
MO01005 375.7 383.7 3933 418.8 431.1 462.0 479.4 478.3
MO01006 346.6 361.2 375.0 396.6 416.2 437.8 459.8 464.7
MO01007 413.9 428.7 440.8 462.7 478.8 501.1 528.2 530.4
MO01008 387.8 390.2 402.6 421.7 438.2 459.7 472.8 478.3
MO01009 412.8 427.5 441.3 474.0 492.2 519.9 548.2 570.6
MO01010 370.5 378.2 388.1 409.7 419.0 446.2 460.4 453.1
MO01011 369.1 378.0 390.6 403.1 412.5 436.7 444.9 454.5
MO01012 358.3 378.6 386.1 403.1 420.4 436.7 457.6 471.5
Number of males 12 12 12 12 12 12 12 12
Mean 387.5 399.1 411.8 434.9 452.5 4772 499.2 505.8
S.D. 233 23.7 24.8 29.1 33.0 35.0 40.9 43.6
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 7-1-2. Body weights of male rats

2-1BE 15 mg/kg

Male No. Days of administration
1 4 7 14 21 28 35 42
MO02013 357.8 373.8 384.4 404.4 426.3 450.2 465.5 468.1
M02014 3884 405.8 407.9 4227 431.7 461.2 476.8 484.7
M02015 363.2 371.7 383.6 405.0 419.4 4422 454.5 463.0
M02016 4275 4453 461.7 499.3 511.5 536.7 560.4 566.1
M02017 401.2 4155 436.4 453.2 4674 496.5 517.1 510.2
MO02018 359.0 367.8 382.5 396.0 414.1 433.8 4433 456.6
M02019 392.0 405.0 408.0 4215 4431 4547 476.6 488.8
M 02020 416.5 431.0 438.1 479.0 496.8 529.2 548.2 578.0
M02021 401.1 417.0 433.9 4722 490.9 508.7 536.3 550.8
M02022 380.5 390.5 400.5 430.2 443.5 4723 489.1 501.9
M02023 405.4 419.9 440.8 474.0 491.5 514.8 545.7 561.7
M02024 402.0 415.7 420.5 446.5 479.9 502.6 526.1 543.6
Number of males 12 12 12 12 12 12 12 12
Mean 391.2 404.9 416.5 442.0 459.7 483.6 503.3 514.5
S.D. 224 244 26.1 33.8 339 354 40.3 437
Significance NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN 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 layout).

UA: Unable to be analy zed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 7-1-3. Body weights of male rats

2-1BE 50 mg/kg

Male No. Days of administration
1 4 7 14 21 28 “35 42
M03025 422.0 439.4 450.0 487.2 516.6 564.5 586.2 594.4
M03026 388.1 397.1 411.8 4304 456.3 478.0 495.3 498.3
M03027 405.0 4153 431.7 473.2 505.3 529.9 559.3 563.3
M03028 406.6 424 .4 439.9 464.3 487.1 5213 555.1 567.8
M03029 380.1 385.7 399.9 424.0 447.6 475.1 501.3 507.9
M03030 357.5 364.1 373.3 387.7 406.9 4228 439.3 448.4
M03031 384.9 398.8 413.8 450.1 469.3 492.6 516.4 536.3
M03032 4103 4232 429.6 446.6 482.9 518.0 544.8 553.0
M03033 385.6 397.0 407.8 4433 462.9 496.3 522.6 554.1
M03034 360.6 375.0 386.1 391.2 413.3 443.0 472.0 488.9
M03035 374.0 391.0 404.1 431.5 456.4 481.7 503.5 524.7
MO03036 408.0 421.8 435.1 476.6 4944 520.0 550.3 565.7
Number of males 12 12 12 12 12 12 12 12
Mean 390.2 402.7 4153 442.2 466.6 4953 520.5 533.6
S.D. 20.4 224 22.8 31.5 33.6 389 413 414
Significance NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN 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 layout).

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 7-1-4. Body weights of male rats

2-1BE 150 mgkg
Male No. Days of administration
1 4 7 14 21 28 35 42
M 04037 3834 376.8 392.5 412.5 4229 455.7 47173 487.2
M 04038 3735 373.1 384.0 410.6 436.8 4634 483.6 486.7
M04039 393.1 396.7 410.7 442.1 470.8 510.7 528.3 535.1
M 04040 410.1 425.0 445.7 485.0 513.5 548.0 575.0 594.4
M 04041 355.6 355.8 363.6 384.3 410.2 431.2 447.2 451.8
M 04042 4314 436.4 448.1 473.9 494.5 524.9 544.9 558.5
M 04043 415.7 4233 434.8 456.5 485.6 512.6 531.5 549.1
M 04044 378.7 387.7 401.9 424.0 446.9 470.6 497.1 512.8
M 04045 359.9 362.9 383.1 416.2 436.1 465.5 469.0 491.7
M 04046 387.6 389.2 403.6 441.5 462.1 484.4 502.2 513.3
M 04047 418.0 425.9 445.5 490.8 520.7 556.8 578.2 594.5
M 04048 3784 378.9 386.2 413.0 431.5 447.1 465.9 484.4
Number of males 12 12 12 12 12 12 12 12
Mean 390.5 3943 408.3 437.5 461.0 489.2 508.4 521.6
S.D. 23.8 27.1 28.8 334 36.2 40.6 43.1 453
Significance NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN 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 layout).

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats
Appendix 7-2-1. Body weights of male rats at the recovery period

Control (vehicle: water for injection)

Male No. * Days of recovery
1 7 14
M01008 479.3 483.1 488.4
MO01009 577.5 589.7 593.3
MO01010 4498 455.7 474.3
MO1011 454.5 476.2 485.5
MO01012 471.6 483.1 492.5
Number of males 5 5 5
Mean 486.5 497.6 506.8
S.D. 523 52.7 48.8
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 7-2-2. Body weights of male rats at the recovery period

2-IBE 150 mg/kg

Male No. Days of recovery

1 7 14

M04044 504.6 534.8 546.1

M04045 484.6 506.3 516.6

M04046 519.2 534.3 535.3

M04047 590.8 623.3 625.6

M 04048 481.2 4943 510.8

Number of males 5 5 5

Mean 516.1 538.6 546.9

S.D. 44.5 50.5 46.2

Significance NS NS NS

Statistical method TT TT TT

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

NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.

UA: Unable to be analy zed because the value in the treated group was the same as the value in the control group. -
NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats
Appendix 8-1-1. Body weights of female rats

Control (vehicle: water for injection)

Female No. Days of administration
1 4 7 14 21

F01001 236.7 247.7 250.2 255.7
F01002 264.0 280.3 296.0 305.7
F01003 251.7 258.0 258.9 283.5
F01004 239.7 240.3 240.2 253.6
F01005 2375 251.9 257.1 274.2
F01006 256.0 269.9 2743 286.6
F01007 261.2 256.8 274.2 290.0
F01008 258.4 274.5 287.4 298.4
F01009 242.9 251.5 260.2 256.0
F01010 2554 258.8 269.1 271.1
FO1011 2442 253.1 264.3 274.8
F01012 2725 284.9 293.6 309.5
Number of females 12 12 12 12
Mean 251.7 260.6 268.8 279.9
S.D. 11.5 13.7 17.2 19.1
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 8-1-2. Body weights of female rats

2-IBE 15 mgkg
Female No. Days of administration

1 4 7 14 21
F02013 249.6 246.6 258.4 273.2

F02014 258.0 258.3 250.4 265.6 296.9
F02015 2542 263.0 268.1 264.2
F02016 259.3 266.8 270.8 280.6
F02017 260.3 268.8 275.9 275.4
F02018 285.8 289.6 298.7 312.1
F02019 238.6 244 .4 246.4 263.8
F02020 251.1 263.5 268.5 274.6
F02021 251.1 266.6 279.0 279.8
F02022 256.5 273.0 285.4 288.6
F02023 235.7 240.7 247.4 245.7
F02024 267.4 269.4 270.1 285.1
Number of females 12 12 12 12
Mean 255.6 262.6 268.3 275.7
S.D. 13.0 13.6 15.8 16.2
Significance NS NS NS NS
Statistical method AN AN 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 layout).

UA: Unable to be analy zed because the value in the treated group was the same as the value in the control group.

NA: Not analy zed.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 8-1-3. Body weights of female rats

2-IBE 50 mgkg
Female No. Days of administration
1 4 7 14 21
F03025 2414 257.8 262.8 273.2
F03026 2379 238.8 247.9 262.0
F03027 252.6 262.2 263.1 289.8
F03028 238.9 245.5 247.9 264.7
F03029 256.5 253.5 267.7 273.8
F03030 2594 267.7 268.1 284.7
F03031 2653 270.9 278.4 2834
F03032 263.1 265.3 278.7 298.0
F03033 2429 2514 264.6 2723
F03034 277.0 293.5 304.3 3194
F03035 248.0 249.6 263.5 277.6
F03036 256.9 2714 280.7 297.5
Number of females 12 12 12 12
Mean 2533 260.6 269.0 283.0
S.D. 12.0 14.6 15.3 16.3
Significance NS NS NS NS
Statistical method AN AN 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 layout).

UA: Unable to be analy zed because the value in the treated group was the same as the value in the control group.

NA: Not analy zed.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 8-1-4. Body weights of female rats

2-IBE 150 mgkg
Female No. Days of administration
1 4 7 14 21
F04037 253.1 253.5 250.8 264.9
F04038 255.1 222.0 245.7 263.1
F04039 270.6 265.0 275.3 294.0
F04040 282.5 2763 283.9 2873
F04041 2375 245.1 251.1 253.7
F04042 262.0 2519 256.5 273.9
F04043 264.0 261.6 269.0 288.8
F04044 238.7 189.1 219.7 264.9
F04045 2495 258.6 273.3 285.6
F04046 241.6 248.5 250.0 2555
F04047 240.6 241.9 247.9 268.3
F04048 269.9 266.2 272.9 283.8
Number of females 12 12 12 12
Mean 2554 248.3 258.0 273.7
S.D. 14.6 233 17.7 13.8
Significance NS NS NS NS
Statistical method AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<(.01).
NS: Not significantly different from the control group.

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

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 8-2-1. Body weights of female rats, satellite group

Control (vehicle: water for injection)

Female No. Days of administration
1 4 7 14 21 28 35 42
F05049 254.2 269.6 274.5 269.4 265.8 279.0 281.8 2929
F05050 289.0 295.6 299.4 311.1 328.5 334.6 340.9 354.7
F05051 256.1 256.3 263.4 271.8 280.3 276.5 287.7 285.8
F05052 236.5 248.7 257.0 260.9 267.4 264.9 269.8 272.0
F05053 239.1 243.8 245.3 265.3 281.9 282.2 298.4 303.8
F05054 243.8 253.0 259.3 261.7 265.3 284.6 286.0 290.6
F05055 253.0 260.8 266.7 272.1 285.3 295.1 298.2 301.5
F05056 272.9 274.5 289.9 310.0 318.6 315.1 325.3 341.0
F05057 245.1 256.4 266.4 272.2 273.5 287.4 299.4 307.5
F05058 2449 2459 249.3 265.8 2774 2834 285.8 294.9
Number of females 10 10 10 10 10 10 10 10
Mean 2535 260.5 267.1 276.0 284.4 290.3 297.3 304.5
S.D. 16.3 15.8 17.0 18.6 219 20.3 21.2 252
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 8-2-2. Body weights of female rats, satellite group

2-IBE 150 mgkg

Female No. Days of administration
1 4 7 14 21 28 35 42
F06059 2449 242.8 251.1 270.7 285.1 - 291.9 297.9 3013
F06060 247.7 243.1 262.6 274.8 295.3 309.4 307.1 301.7
F06061 248.9 244.5 258.6 273.0 281.7 285.3 296.8 302.4
F06062 267.1 265.7 271.9 273.9 280.0 295.5 293.3 298.3
F06063 2584 243.8 263.2 2953 307.4 333.7 330.3 3233
F06064 263.2 257.8 268.3 283.3 292.6 299.6 302.0 301.5
F06065 268.6 270.1 279.2 296.3 305.2 316.3 3237 326.8
F06066 2572 248.5 266.1 277.8 296.6 316.6 325.7 326.9
F06067 250.9 249.1 258.1 276.1 291.4 298.9 308.1 3132
F06068 2412 240.3 248.2 262.8 278.2 284.1 282.9 295.5
Number of females 10 10 10 10 10 10 10 10
Mean 254.8 250.6 262.7 278.4 291.4 303.1 306.8 309.1
S.D. 9.5 104 9.3 10.5 10.2 15.7 15.5 12.3
Significance NS NS NS NS NS NS NS NS
Statistical method TT TT TT TT AW TT TT AW

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

AW: Analysis by Aspin-Welch t-test.
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analy zed.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats
Appendix 8-3-1. Body weights of female rats at the recovery period

Control (vehicle: water for injection)

. Female No. Days of recovery
1 , 7 14
F05054 289.1 312.6 311.7
F05055 305.7 310.1 307.5
F05056 337.8 349.5 357.9
F05057 306.7 308.6 315.5
F05058 294.1 305.8 313.7
Number of females 5 5 5
Mean 306.7 317.3 321.3
S.D. 19.0 18.2 20.7
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 8-3-2. Body weights of female rats at the recovery period

2-IBE 150 mg/kg

Female No. Days of recovery

1 7 14

F06064 302.5 3234 325.3

F06065 3272 3304 346.6

F06066 331.0 348.9 357.1

F06067 316.1 334.7 335.4

F06068 291.6 311.7 317.2

Number of females 5 5 5

Mean 3137 329.8 336.3

S.D. 16.6 13.8 16.0

Significance NS NS NS

Statistical method TT TT TT

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

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 9-1. Body weights of dams during pregnancy

Control (vehicle: water for injection)

Dam No. Days of pregnancy

0 7 14 20 26
F01001 248.7 277.8 307.7 378.1
F01002 317.6 3493 377.0 458.5
F01003 288.9 325.9 365.4 4449
F01004 265.3 300.7 330.5 408.3
F01005 287.2 323.2 360.4 4233
F01006 288.6 324.0 360.1 450.5
F01007 293.7 3375 378.5 452.7
F01008 308.6 354.2 394.0 462.9
F01009 276.3 309.9 343.7 418.7
F01010 280.0 310.7 348.9 421.8
F01011 273.6 326.8 366.9 452.1
F01012 318.6 3514 400.4 502.0
Number of dams 12 12 12 12
Mean 287.3 3243 361.1 439.5
S.D. 20.7 22.5 26.1 31.7

>: Excluded from analysis (not pregnant)
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 9-2. Body weights of dams during pregnancy

2-1BE 15 mgkg
Dam No. Days of pregnancy
0 7 14 20 26
F02013 275.8 3239 361.5 434.9
F02015 279.3 314.0 3475 4273
F02016 297.7 319.2 344.8 428.8
F02017 295.5 330.2 371.2 469.4
F02018 326.5 365.1 405.1 484.1
F02019 276.0 315.9 352.0 431.7
F02020 285.8 315.8 349.6 432.6
F02021 293.9 3325 369.2 455.5
F02022 298.5 321.1 341.1 384.7
F02023 > 2546 > 2597 > 2738 > 2760 > 2803 > > > >
F02024 280.4 315.5 3444 438.6
Number of dams 10 10 10 10
Mean 290.9 3253 358.6 438.8
S.D. 15.4 153 19.4 26.9
Significance NS NS NS NS
Statistical method AN AN AN KwW

>: Excluded from analysis (not pregnant)

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).

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

UA: Unable to be analy zed because the value in the treated group was the same as the value in the control group.
NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 9-3. Body weights of dams during pregnancy

2-IBE 50 mg/kg

Dam No. Days of pregnancy

0 7 14 20 26
F03025 286.5 321.2 357.0 443.8
F03026 266.1 297.4 331.0 401.3
F03027 288.9 3285 360.0 439.0
F03028 284.8 318.8 360.2 450.7
F03029 280.4 3234 351.6 448.4
F03030 287.9 329.8 371.0 440.5
F03031 292.6 323.6 354.0 441.7
F03032 286.4 3232 350.8 459.3
F03033 281.6 322.4 361.3 452.1
F03034 3184 361.5 403.5 4777
F03035 285.2 3124 342.1 406.8
F03036 303.9 332.5 366.7 447.9
Number of dams 12 12 12 12
Mean 288.6 324.6 359.1 442 4
S.D. 12.8 14.8 17.6 20.7
Significance NS NS NS NS
Statistical method AN AN AN Kw

>: Excluded from analysis (not pregnant)

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).
KW: Analysis by Kruskal-Wallis' test (one-way layout).
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 9-4. Body weights of dams during pregnancy

2-IBE 150 mg/kg

Dam No. Days of pregnancy

0 7 14 20 26
F04037 280.2 3229 362.9 457.7
F04038 265.3 308.0 341.9 4444
F04039 301.6 335.2 369.3 436.4
F04040 302.8 334.6 373.8 444.8
F04041 260.7 280.7 327.0 399.1
F04042 283.4 317.6 3475 4384
F04043 306.2 339.7 382.7 456.1
F04044 269.0 300.7 2614 276.5
F04045 296.6 326.5 356.4 4383
F04046 272.2 302.9 3322 401.8
F04047 268.9 303.0 3395 367.7
F04048 291.0 324.1 359.5 445.6
Number of dams 12 12 12 12
Mean 283.2 316.3 346.2 417.2
S.D. 16.1 17.5 31.6 51.8
Significance NS NS NS NS
Statistical method AN AN AN Kw

>: Excluded from analysis (not pregnant)

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).
KW: Analysis by Kruskal-Wallis' test (one-way lay out).
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 10-1. Body weights of dams during lactation

Control (vehicle: water for injection)

Dam No. Days of lactation
0 4
F01001 271.1 309.1
F01002 341.5 347.4
F01003 313.2 363.6
F01004 . 303.6 3235
F01005 331.2 353.8
F01006 3213 319.6
F01007 352.9 365.9
F01008 339.0 289.1
F01009 308.5 330.5
Fo1010 3352 342.6
F01011 3364 347.0
F01012 364.4 404.3
Number of dams 12 12
Mean 327.0 341.4
SD. 23.7 30.1

203

AERE 5 R-12-014



Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 10-2. Body weights of dams during lactation

2-1BE 15 mg/kg
Dam No. Days of lactation
0 4
F02013 311.9 3447
F02014 296.4 346.2
F02015 336.9 339.8
F02016 312.7 328.0
F02017 335.7 356.5
F02018 388.5 397.8
F02019 3183 3493
F02020 321.0 333.0
F02021 3473 350.0
F02022 333.6 353.9
F02024 301.7 346.1
Number of dams 11 11
Mean 327.6 349.6
S.D. 255 18.1
Significance NS NS
Statistical method AN KW

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 layout).

UA: Unable to be analy zed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 10-3. Body weights of dams during lactation

2-IBE 50 mg/kg
Dam No. Days of lactation
0 4
F03025 3224 3424
F03026 319.5 331.1
F03027 3353 349.5
F03028 318.7 348.4
F03029 292.7 347.9
F03030 362.0 365.7
F03031 3313 328.1
F03032 323.0 365.7
F03033 3270 3598
F03034 318.0 342.8
F03035 3219 334.4
F03036 311.7 3441
Number of dams 12 12
Mean 323.6 346.7
S.D. 16.1 124
Significance NS NS
Statistical method AN KW

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).

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

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 10-4. Body weights of dams during lactation

2-IBE 150 mgkg
Dam No. Days of lactation
0 4
F04037 323.8 3122
F04038 321.6 340.1
F04039 366.4 347.6
F04040 3422 360.9
F04041 297.5 3273
F04042 3247 345.5
F04043 352.1 370.3
F04044 224.5 267.3
F04045 329.1 350.0
F04046 320.6 326.3
F04047 271.1 327.6
F04048 3353 351.1
Number of dams 12 12
Mean 3174 3355
S.D. 38.1 26.9
Significance NS NS
Statistical method AN KwW

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).

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

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analy zed.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 11-1-1. Food consumption of male rats

Control (vehicle: water for injection)

Male No. Days of administration
1 7 14 29 35 41
M01001 30.1 28.1 28.6 28.5 26.3 28.0
M01002 31.0 30.7 29.5 334 292 28.5
M01003 29.8 233 29.1 25.7 26.9 29.8
MO01004 313 27.8 304 31.6 29.6 27.6
MO01005 25.0 26.9 23.8 23.6 234 227
M01006 27.8 233 244 27.3 22.0 254
M01007 329 26.9 26.1 29.2 25.3 242
M01008 303 25.4 249 26.3 254 24.1
MO01009 30.7 332 31.6 336 317 325
M01010 28.6 25.0 25.1 23.4 244 21.0
M01011 30.1 28.3 27.2 25.7 222 21.6
M01012 275 22.6 222 25.0 22.7 242
Number of males 12 12 12 12 12 12
Mean 29.6 26.8 26.9 27.8 25.8 25.8
S.D. 2.1 3.1 2.9 35 3.1 35
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 11-1-2. Food consumption of male rats

2-IBE 15 mgkg

Male No. Days of administration
1 7 14 29 35 41
M02013 25.8 28.9 26.0 27.9 24.0 25.0
M02014 26.2 25.6 25.8 25.8 23.8 279
M02015 27.1 28.1 27.5 25.5 25.1 234
M02016 35.0 327 34.0 31.0 28.4 29.6
M02017 34.0 272 26.3 279 24.6 253
M02018 27.6 25.5 248 272 22.6 23.1
M02019 30.1 27.6 273 25.6 233 28.2
M 02020 35.7 36.1 35.6 320 39.1 357
M02021 345 31.8 29.2 29.2 30.7 26.7
M 02022 28.8 25.8 22.2 253 223 23.8
M 02023 32,6 30.7 29.9 30.5 29.0 30.8
M02024 316 29.2 28.4 31.0 30.6 30.8
Number of males 12 12 12 12 12 12
Mean 30.8 29.1 28.1 28.2 27.0 27.5
S.D. 3.6 32 3.8 24 4.9 3.8
Significance NS NS NS NS NS NS
Statistical method DU AN 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.
AN: Analysis by variance (one-way layout).

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 11-1-3. Food consumption of male rats

2-IBE 50 mgkg

Male No. Days of administration
1 7 14 29 35 41
M03025 322 314 319 37.1 326 30.6
M03026 28.7 26.3 26.6 27.1 26.0 27.8
MO03027 279 31.0 31.3 30.1 273 284
M03028 327 272 27.3 333 32.8 31.1
M03029 27.0 24.3 25.0 28.5 25.1 30.7
M03030 23.7 21.7 23.8 23.6 227 225
M03031 27.0 272 23.5 24.0 22.3 28.6
M03032 319 27.5 273 32.7 26.7 27.6
M03033 295 27.8 27.1 30.5 29.0 325
MO03034 26.6 24.5 24.7 29.7 24.5 27.0
MO03035 26.8 294 25.9 30.1 26.1 25.0
MO03036 29.0 325 252 28.2 27.0 28.3
Number of males 12 12 12 12 12 12
Mean 28.6 27.6 26.6 29.6 26.8 28.3
S.D. 2.7 32 2.7 3.8 33 2.8
Significance NS NS NS NS NS NS
Statistical method DU AN 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.
AN: Analysis by variance (one-way layout).

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 11-1-4. Food consumption of male rats

2-IBE 150 mg/kg

Male No. Days of administration
1 7 14 29 35 41
M 04037 22.9 303 28.4 31.6 27.9 30.8
M04038 13.8 24.6 26.6 273 25.8 26.5
M04039 13.6 28.1 29.0 345 312 25.0
M 04040 24.7 4.1 324 322 344 349
M04041 17.8 232 24.0 26.4 25.7 26.0
M 04042 24.0 30.3 30.8 30.1 21.2 273
M 04043 27.1 29.7 29.1 33.8 314 34.0
M 04044 19.5 26.4 31.0 24.0 23.9 26.8
M 04045 13.6 26.0 252 24.6 26.7 29.6
M 04046 20.1 304 28.3 28.7 31.8 29.2
M 04047 21.3 332 373 36.2 30.6 30.3
M 04048 22.9 26.0 27.5 26.9 25.2 28.9
Number of males 12 12 12 12 12 12
Mean 20.1 28.5 29.1 29.7 28.0 29.1
S.D. 4.6 34 35 4.0 3.9 3.1
Significance *k NS NS NS NS NS
Statistical method DU AN 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.
AN: Analysis by variance (one-way lay out).

UA: Unable to be analy zed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats
Appendix 11-2-1. Food consumption of male rats at the recovery period

Control (vehicle: water for injection)

Male No. Days of recovery
6 12
MO01008 23.7 222
MO01009 36.3 34.2
MO01010 25.0 25.1
Mo1011 253 304
M01012 252 234
Number of males 5 5
Mean 27.1 27.1
S.D. 52 5.1
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 11-2-2, Food consumption of male rats at the recovery period

2-IBE 150 mg/kg

Male No. Days of recovery

6 12

M04044 31.8 31.0

M04045 28.5 29.0

M04046 33.0 333

M04047 36.7 33.0

M04048 30.5 355

Number of males 5 5

Mean 32.1 324

S.D. 3.1 25

Significance NS NS

Statistical method TT TT

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

NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 12-1-1. Food consumption of female rats

Control (vehicle: water for injection)

Female No. Days of administration
1 7 14
F01001 20.8 19.2 18.1
F01002 23.6 23.2 254
F01003 14.4 19.6 25.1
F01004 19.2 17.9 17.0
F01005 20.1 26.6 27.1
F01006 204 25.8 22.6
F01007 22.2 16.6 242
F01008 23.6 24.8 25.1
F01009 18.9 20.2 20.1
F01010 16.1 22.0 18.5
Fo1011 22.8 16.4 222
F01012 19.9 16.8 22.7
Number of females 12 12 12
Mean 20.2 20.8 223
S.D. 2.8 37 33
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 12-1-2. Food consumption of female rats

2-IBE 15 mgkg
Female No. Days of administration
1 7 14
F02013 22.9 17.6 222
F02014 20.8 20.2 14.9
F02015 143 21.2 213
F02016 24.9 20.6 18.6
F02017 19.5 22.1 21.6
F02018 21.5 26.8 25.1
F02019 22.0 20.9 18.6
F02020 24.9 20.0 22.5
F02021 20.9 232 242
F02022 20.9 234 22.1
F02023 15.9 19.9 20.3
F02024 19.7 21.2 14.6
Number of females 12 12 12
Mean 20.7 214 20.5
S.D. .31 23 33
Significance NS NS NS
Statistical method DU 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).

UA: Unable to be analy zed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 12-1-3. Food consumption of female rats

2-IBE 50 mg/kg
Female No. Days of administration
1 7 14
F03025 222 20.5 19.9
F03026 15.9 16.7 215
F03027 17.2 19.6 21.3
F03028 18.3 19.5 15.8
F03029 24.8 114 20.6
F03030 23.9 20.8 18.2
F03031 17.5 20.5 21.7
F03032 20.2 204 25.3
F03033 213 20.3 23.1
F03034 21.0 25.8 26.2
F03035 21.1 17.3 21.0
F03036 224 22.3 23.1
Number of females 12 12 12
Mean 20.5 19.6 21.5
S.D. 2.8 34 2.8
Significance NS NS NS
Statistical method DU 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).

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analy zed.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 12-1-4. Food consumption of female rats

2-IBE 150 mgkg
Female No. Days of administration
1 7 14
F04037 10.8 20.3 139
F04038 35 20.6 25.0
F04039 13.7 20.5 25.0
F04040 10.1 23.7 222
F04041 9.9 19.3 20.2
F04042 10.6 20.7 17.6
F04043 9.3 23.9 159
F04044 2.7 19.3 18.2
F04045 153 25.1 25.5
F04046 14.1 21.1 19.3
F04047 10.6 20.3 20.2
F04048 17.0 25.1 25.7
Number of females 12 12 12
Mean 10.6 21.7 20.7
S.D. 43 22 4.0
Significance *ok NS NS
Statistical method DU 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).

UA: Unable to be analy zed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 12-2-1. Food consumption of female rats, satellite group

Control (vehicle: water for injection)

Female No. Days of administration
1 7 14 21 29 35 41
F05049 24.6 20.0 17.1 20.1 18.0 13.9 20.4
F05050 26.1 26.3 19.7 21.2 27.0 223 23.7
F05051 23.8 15.1 20.7 19.5 19.2 123 15.3
F05052 20.2 21.7 17.1 19.8 20.6 14.2 15.9
F05053 18.7 17.8 22,6 21.6 22.6 17.3 23.7
F05054 163 19.2 21.1 19.1 17.3 244 16.7
F05055 213 25.7 23.7 19.5 18.0 21.7 21.3
F05056 22.8 21.3 23.2 25.3 23.7 15.7 25.6
F05057 23.1 20.0 224 21.9 21.7 21.3 23.7
F05058 20.5 222 19.2 20.6 21.8 20.3 21.8
Number of females 10 10 10 10 10 10 10
Mean 21.7 20.9 20.7 20.9 21.0 18.3 20.8
S.D. 29 34 24 1.8 3.0 42 3.7

217

HEE 5 R-12-014



Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 12-2-2. Food consumption of female rats, satellite group

2-IBE 150 mg/kg

Female No. Days of administration
1 7 14 21 29 35 41
F06059 55 21.6 213 215 252 14.7 21.0
F06060 33 21.1 22.3 15.7 194 22.8 15.5
F06061 14.1 16.8 25.2 22.1 23.0 175 20.8
F06062 12.5 24.7 19.3 18.4 19.9 20.1 16.9
F06063 8.4 25.7 26.0 24.5 253 203 20.7
F06064 10.6 23.6 20.3 18.0 215 17.6 19.8
F06065 13.8 242 242 235 21.9 20.7 18.7
F06066 8.4 224 23.8 20.7 25.6 235 20.7
F06067 11.0 24.5 20.0 223 19.7 20.7 20.2
F06068 7.0 233 19.2 222 25.2 20.2 235
Number of females 10 10 10 10 10 10 10
Mean - 9.5 22.8 222 20.9 22.7 19.8 19.8
S.D. 36 25 25 2.7 2.5 26 2.3
Significance ** NS NS NS NS NS NS
Statistical method TT TT TT TT TT TT TT

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

NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats
Appendix 12-3-1. Food consumption of female rats at the recovery period

Control (vehicle: water for injection)

Female No. Days of recovery
6 12
F05054 23.2 22.5
F05055 21.5 20.3
F05056 224 26.7
F05057 20.0 22.6
F05058 20.5 234
Number of females 5 5
Mean 21.5 23.1
S.D. 1.3 S 23
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 12-3-2. Food consumption of female rats at the recovery period

2-IBE 150 mgkg

Female No. Days of recovery

6 12

F06064 25.0 20.9

F06065 18.9 28.7

F06066 293 272

F06067 26.9 245

F06068 244 23.0

Number of females 5 5

Mean 24.9 24.9

S.D. 39 3.1

Significance NS NS

Statistical method TT TT

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

NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 13-1. Food consumption in dams during pregnancy

Control (vehicle: water for injection)

Dam No. Days of pregnancy
' 0 7 14 20
F01001 15.2 215 24.6 20.9
F01002 223 24.8 28.0 223
F01003 20.5 27.6 27.1 19.9
F01004 18.7 28.9 27.7 18.5
F01005 214~ 29.7 28.8 17.0
F01006 18.8 27.9 28.8 20.6
F01007 26.2 30.6 29.8 225
F01008 23.2 35.2 29.3 10.7
F01009 19.7 243 26.0 19.7
Fo1010 17.3 25.8 25.8 23.6
F01011 23.6 317 29.4 23.7
F01012 20.6 320 29.0 229
Number of dams 12 12 12 12
Mean 20.6 28.3 27.9 20.2
S.D. 3.0 3.8 1.7 3.6

>: Excluded from analysis (not pregnant)
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 13-2. Food consumption in dams during pregnancy

2-IBE 15 mg/kg
Dam No. Days of pregnancy
0 7 14 20
F02013 25.0 259 27.6 28.3
F02015 20.7 23.9 23.7 22.3
F02016 21.7 233 25.6 18.7
F02017 17.8 26.9 312 25.0
F02018 26.1 25.0 28.5 23.7
F02019 254 30.8 26.7 18.9
F02020 20.4 25.9 27.6 30.7
F02021 21.6 27.9 28.1 25.9
F02022 20.4 24.1 25.2 35.2
F02023 > 209> 197> 156> 179 > > > > > >
F02024 12.2 272 29.5 20.7
Number of dams 10 10 10 10
Mean 21.1 26.1 274 24.9
S.D. 4.1 2.2 2.2 53
Significance NS NS NS NS
Statistical method AN AN = KW AN

>: Excluded from analysis (not pregnant)

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).

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

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 13-3. Food consumption in dams during pregnancy

2-IBE 50 mgkg
Dam No. Days of pregnancy
0 7 14 20
F03025 23.8 27.1 27.5 214
F03026 18.0 23.7 23.5 22.8
F03027 21.1 253 255 20.0
F03028 18.7 303 31.1 25.0
F03029 20.7 33.1 28.2 13.5
F03030 20.8 320 29.5 24.1
F03031 16.3 22.8 26.6 20.1
F03032 222 25.8 28.2 25.1
F03033 19.7 29.5 30.0 273
F03034 21.1 29.6 27.7 2.9
F03035 23.5 25.1 24.6 22.0
F03036 23.1 264 292 21.1
Number of dams 12 12 12 12
Mean 20.8 27.6 27.6 20.4
S.D. 23 33 23 6.5
Significance NS NS NS NS
Statistical method AN AN Kw AN

>: Excluded from analysis (not pregnant)

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 layout).

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 13-4. Food consumption in dams during pregnancy

2-IBE 150 mg/kg
Dam No. Days of pregnancy
0 7 14 20
F04037 24.8 24.6 26.8 21.3
F04038 23.6 28.7 347 25.1
F04039 23.1 25.5 23.5 23.1
F04040 20.2 274 28.1 24.3
F04041 16.9 22.7 25.1 27.8
F04042 19.6 22.8 29.3 253
F04043 22.0 28.0 25.0 31.5
F04044 19.7 194 1.7 14.3
F04045 25.7 29.0 26.1 253
F04046 224 26.5 28.2 21.7
F04047 19.6 23.5 252 8.7
F04048 14.7 26.1 27.6 28.5
Number of dams 12 12 12 12
Mean 21.0 254 25.1 23.1
S.D. 32 2.9 7.9 6.2
Significance NS NS NS NS
Statistical method AN AN Kw AN

>: Excluded from analysis (not pregnant)

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

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analy zed.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 14-1. Food consumption in dams during lactation

Control (vehicle: water for injection)

Dam No. Days of lactation
3
F01001 41.2
F01002 37.9
F01003 44.5
F01004 339
F01005 39.0
F01006 36.9
F01007 39.7
F01008 10.0
F01009 45.3
F01010 42.8
F01011 39.1
F01012 51.2
Number of dams 12
Mean 38.5
SD. 10.0
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 14-2. Food consumption in dams during lactation

2-IBE 15 mgkg
Dam No. Days of lactation
3
F02013 449
F02014 48.8
F02015 373
F02016 422
F02017 46.7
F02018 42.1
F02019 48.6
F02020 41.3
F02021 41.1
F02022 375
F02024 50.1
Number of dams 11
Mean 43.7
S.D. 4.5
Significance NS
Statistical method 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).
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA.: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 14-3. Food consumption in dams during lactation

2-IBE 50 mgkg
Dam No. Days of lactation
3
F03025 45.2
F03026 37.9
F03027 453
F03028 48.7
F03029 51.2
F03030 42.8
F03031 35.7
F03032 49.0
F03033 52.8
F03034 47.0
F03035 33.2
F03036 443
Number of dams 12
Mean 44.4
S.D. 6.1
Significance NS
Statistical method 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). .
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 14-4. Food consumption in dams during lactation

2-1BE 150 mg/kg
Dam No. Days of lactation
3
F04037 222
F04038 43.8
F04039 36.4
F04040 41.8
F04041 42.0
F04042 48.2
F04043 46.8
F04044 45.0
F04045 45.7
F04046 36.4
F04047 55.2
F04048 49.9
Number of dams 12
Mean 42.8
S.D. 8.4
Significance NS
Statistical method 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).
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats
Appendix 15-1. Functional findings of male and female rats at the end of the dosing period

Control (vehicle: water for injection)

Male, Administration period

Male No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex
- M01001 2 2 2 2 + + +
MO01002 2 2 2 2 + + +
MO01003 2 2 2 2 + + +
MO01004 2 2 2 2 + + +
MO1005 2 2 2 2 + + +
Total 2:5 2:5 2:5 2:5 +5 +:5 +5
Female, dam
Female No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex
F01002 2 2 2 2 + + +
F01006 2 2 2 2 + + +
F01007 2 2 2 2 + + +
F01008 2 2 2 2 + + +
F01011 2 2 2 2 + + +
Total 2:5 25 2:5 2:5 +5 +5 +5

2 or+, normal

229



HEAE S R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats
Appendix 15-2. Functional findings of male and female rats at the end of the dosing period

2-IBE (15 mg/kg)

Male, Administration period

Male No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex
M02013 2 2 2 2 + + +
M02014 2 2 2 2 + + +
M02015 2 2 2 2 + + +
M02016 2 2 2 2 + + +
M02017 2 2 2 2 + + +
Total 2:5 2:5 2:5 2:5 +:5 +:5 + 5
Female, dam

Female No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex
F02013 2 2 2 2 + + +
F02015 2 2 2 2 + + +
F02017 2 2 2 2 + + +
F02020 2 2 2 2 + + +
F02021 2 2 2 2 + + +
Total 2:5 2:5 2:5 2:5 +5 +:5 +5

2 or +, normal
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats
Appendix 15-3. Functional findings of male and female rats at the end of the dosing period

2-IBE (50 mg/kg)

Male, Administration period

Male No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex
MO03025 2 2 2 2 + + +
MO03026 2 2 2 2 + + +
M03027 2 2 2 2 + + +
MO03028 2 2 2 2 + + +
MO03029 2 2 2 2 + + +
Total 2:5 2:5 2:5 2:5 +:5 +:5 + 5
Female, dam

Female No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex
F03026 2 2 2 2 + + +
F03027 2 2 2 2 + + +
F03029 2 2 2 2 + + +
F03032 2 2 2 2 + + +
F03035 2 2 2 2 + + +
Total 2:5 2:5 2:5 2:5 +:5 +5 +5

2 or +, normal
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats
Appendix 15-4. Functional findings of male and female rats at the end of the dosing period

2-IBE (150 mg/kg)

Male, Administration period

Male No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex
MO04037 2 2 2 2 + + +
M04038 2 2 2 2 + + +
M04039 2 2 2 2 + + +
M04040 2 2 2 2 + + +
M04041 2 2 2 2 + + +
Total 2:5 2:5 2:5 2:5 +:5 +:5 +5
Female, dam

Female No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex
F04038 2 2 2 2 + + +
F04039 2 2 2 2 + + +
F04040 2 2 2 2 + + +
F04041 2 2 2 2 + + +
F04047 2 2 2 2 + + +
Total 2:5 2:5 2:5 2:5 +:5 +5 +5

2 or +, normal
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 15-5. Functional findings of female rats at the end of the dosing period, satellite group

Control (vehicle: water for injection)

Female, Administration period

HERE S R-12-014

Female No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex
F05049 2 2 2 2 + + +
F05050 2 2 2 2 + + +
F05051 2 2 2 2 + + +
F05052 2 2 2 2 + + +
F05053 2 2 2 2 + + +
Total 2:5 2:5 2:5 2:5 +:5 +:5 +5

2or+, normal
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 15-6. Functional findings of female rats at the end of the dosing period, satellite group

2-IBE (150 mg/kg)
Female, Administration period

Female No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex
F06059 2 2 2 2 + + +
F06060 2 2 2 2 + + +
F06061 2 2 2 2 + + +
F06062 2 2 2 2 + + +
F06063 2 2 2 2 + + +
Total 2:5 2:5 2:5 2:5 +5 +5 +5

2 or -+, normal
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 16-1. Assessment of grip strength of male rats

Control (vehicle: water for injection)

Male No. Administration period
Forelimb Hindlimb
(kg) (kg)

MO01001 0.924 0.689
M01002 0.465 0.794
MO01003 0.564 0.698
M01004 0.776 0.721
MO01005 0.870 0.657
Number of males : 5 5
Mean 0.720 0.712
S.D. 0.198 0.051
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 16-2. Assessment of grip strength of male rats

2-IBE (15 mg/kg)
Male No. Administration period
Forelimb Hindlimb
(kg) (kg)

M02013 0.566 0.771
M02014 0.328 0.516
MO02015 0.742 0.732
MO02016 0.878 0.640
M02017 1.116 0.785
Number of males 5 5
Mean 0.726 0.689
S.D. 0.300 0.112

Significantly different fromthe control group (*: P<0.05, **:P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 16-3. Assessment of grip strength of male rats

2-IBE (50 mg/kg)
Male No. Administration period
Forelimb Hindlimb
(kg) (kg)

M03025 0.989 0.599
MO03026 0.975 0.770
MO03027 0.828 0.758
MO03028 1.123 0.824
MO03029 0.652 0.667
Number of males 5 5
Mean 0.913 0.724
S.D. 0.180 0.090

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 16-4. Assessment of grip strength of male rats

2-IBE (150 mg/kg)
Male No. Administration period
Forelimb Hindlimb
(kg) (kg)

MO04037 0.917 0.669
MO04038 1.154 0.586
M04039 1.019 0.989
M04040 0.617 0.621
M04041 0.646 - 0.536
Number of males 5 5
Mean 0.871 0.680
S.D. 0.234 0.179

Significantly different fromthe control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 17-1. Assessment of grip strength of female rats

Control (vehicle: water for injection)

Female No. Administration period
Forelimb Hindlimb
(kg) kg)

F01002 1.041 0.535
F01006 0.866 0.693
F01007 0.426 0.553
F01008 0.937 0.751
F01011 0.604 0.427
Number of females 5 5
Mean 0.775 0.592
S.D. 0.253 0.130
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 17-2. Assessment of grip strength of female rats

2-IBE (15 mg/kg)
Female No. Administration period
Forelimb Hindlimb
(kg) kg)

F02013 0.839 0.518
F02015 1.043 0.724
F02017 0.628 0.607
F02020 1.074 0.906
F02021 0.646 0.483
Number of females 5 5
Mean 0.846 0.648
S.D. 0.211 0.172

Significantly different fromthe control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 17-3. Assessment of grip strength of female rats

2-IBE (50 mg/kg)
Female No. Administration period
Forelimb Hindlimb
(kg) (kg)

F03026 0.766 0.551
F03027 0.955 0.566
F03029 0.512 0.808
F03032 0.580 0.904
F03035 0.651 0.547
Number of females 5 5
Mean 0.693 0.675
S.D. 0.174 0.169

Significantly different fromthe control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 17-4. Assessment of grip strength of female rats

2-1BE (150 mg/kg)
Female No. Administration period
Forelimb Hindlimb
kg) (kg)

F04038 0.910 0.69%4
F04039 0.903 0.712
F04040 0.681 0.598
F04041 0.617 0.470
F04047 0.868 0.953
Number of females 5 5
Mean 0.796 0.685
S.D. 0.137 0.178

Significantly different fromthe control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 18-1. Assessment of grip strength of female rats, satellite group

Control (vehicle: water for injection)

Female No. Administration period
Forelimb Hindlimb
(kg) (kg)

F05049 0.644 0.722
F05050 0.670 0.796
F05051 0.876 0.643
F05052 0.910 0.653
F05053 0.487 0.542
Number of females 5 5
Mean 0.717 0.671
S.D. 0.175 0.095
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 18-2. Assessment of grip strength of female rats, satellite group

2-BE (150 mg/kg)
Female No. Administration period
Forelimb Hindlimb
(kg) (kg)

F06059 0.714 0.809
F06060 0.995 0.806
F06061 0.611 0.546
F06062 0.770 0.497
F06063 0.940 0.680
Number of females 5 5
Mean 0.806 0.668
S.D. 0.159 0.144

Significantly different fromthe control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 19-1. Motor activity of male rats

Control (vehicle: water for injection)

Male No. Administration period
Ambulation (counts) Rearing (counts)

Smin 10min 15min 20min Total Smin 10min 15min 20min Total
M01001 1223 876 966 993 4058 51 23 21 41 136
M01002 991 835 753 836 3415 29 17 13 9 68
M01003 1230 877 1053 640 3800 43 19 20 1 93
M01004 1013 1022 917 711 3663 32 30 16 13 91
M01005 1277 1041 866 260 3444 40 19 11 3 73
Number of males 5 5 5 5 5 5 5 5 : 5 5
Mean 1147 930 911 688 3676 39 2 16 15 92
S.D. 134 %4 112 274 266 9 5 4 15 27
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 19-2. Motor activity of male rats

AErEH R-12-014

2-IBE (15 mg/kg)
Male No. Administration period
Ambulation (counts) Rearing (counts)

Smin 10min 15min 20min Total Smin 10min 15min 20min Total
M02013 890 894 905 429 3118 32 28 29 6 95
M02014 1105 950 818 864 3737 28 16 16 by) 82
M02015 1176 1168 898 737 3979 40 29 2 23 114
M02016 1146 1048 1174 1025 4393 31 21 22 15 89
M02017 1166 1117 879 366 3528 35 30 25 4 94
Number of males 5 5 5 5 5 5 5 5 5 5
Mean 1097 1035 935 684 3751 33 25 23 14 95
SD. 119 114 138 282 478 5 6 5 9 12

Significantly different fromthe control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 19-3. Motor activity of male rats

2-IBE (50 mg/kg)
Male No. Administration period
Ambulation (counts) Rearing (counts)

5min 10min 15min 20min Total 5min 10min 15min 20min Total
M03025 1051 820 936 766 3573 33 19 16 7 75
M03026 1209 929 910 588 3636 41 20 20 10 91
M03027 1191 863 325 229 2608 36 20 24 11 91
M03028 1273 1256 900 865 4294 39 49 34 27 149
M03029 1673 1449 973 1301 5396 32 34 10 24 100
Number of males 5 5 5 5 5 5 5 5 5 5
Mean 1279 1063 809 750 3901 36 28 21 16 101
SD. 234 275 272 392 1029 4 13 9 9 28

Significantly different from the control group (*: P<0.05, **: P<(.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 19-4. Motor activity of male rats

RERE S R-12-014

2-IBE (150 mg/kg)
Male No. Administration period
Ambulation (counts) Rearing (counts)

Smin 10min 15min 20min Total Smin 10min 15min 20min Total
M04037 999 587 773 104 2463 39 18 18 0 75
M04038 1289 1032 1103 925 4349 44 28 27 17 116
MO04039 1136 1031 680 294 3141 26 19 8 0 53
M04040 743 478 421 271 1913 34 25 12 0 71
M04041 1356 1010 - 916 808 4090 47 34 22 20 123
Number of males 5 5 5 5 5 5 5 5 5 5
Mean 1105 828 779 480 3191 38 25 17 7 88
SD. 245 272 256 362 1039 8 7 8 10 30

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

248



AERE S R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 20-1. Motor activity of female rats

Control (vehicle: water for injection)

Female No. Administration period
Ambulation (counts) Rearing (counts)

Smin 10min 15min 20min Total Smin 10min 15min 20min Total
F01002 1227 731 536 564 3058 33 11 7 5 56
F01006 1125 743 656 734 3258 39 11 11 7 68
F01007 977 776 496 52 2301 27 13 0 46
F01008 1260 1089 455 627 3431 44 30 6 89
F01011 1005 884 490 318 2697 26 11 0 37
Number of females 5 5 5 5 5 5 5 5 5 5
Mean 1119 845 527 459 2949 34 15 7 4 59
SD. 127 149 78 274 454 8 8 4 3 20
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 20-2. Motor activity of female rats

2-IBE (15 mg/kg)

Female No. A dministration period
Ambulation (counts) Rearing (counts)

Smin 10min 15min 20min Total Smin 10min 15min 20min Total
F02013 1021 757 634 542 2954 19 2 9 5 35
F02015 878 365 457 425 2125 11 0 2 12 25
F02017 1039 711 520 515 2785 23 8 3 38
F02020 1143 578 310 345 2376 26 9 3 40
F02021 1065 701 595 162 2523 23 11 17 1 52
Number of females 5 5 5 5 5 5 5 5 5 5
Mean 1029 622 503 398 2553 20 6 7 5 38
SD. 97 158 128 153 328 6 5 6 4 10

Significantly different fromthe control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 20-3. Motor activity of female rats

2-IBE (50 mg/kg)
Female No. Administration period
Ambulation (counts) Rearing (counts)

Smin 10min 15min 20min Total Smin 10min 15min 20min Total
F03026 1024 793 926 430 3173 17 8 3 34
F03027 892 562 85 254 1793 9 0 1 19
F03029 964 734 346 404 2448 19 6 3 35
F03032 1227 725 578 523 3053 36 12 7 3 58
F03035 1801 1565 1031 110 4507 26 13 1 0 40
Number of females 5 5 5 5 5 5 5 5 5 5
Mean 1182 876 593 344 2995 21 9 4 2 37
SD. 368 395 394 163 1008 10 3 4 1 14

Significantly different fromthe control group (*: P<0.05, **:P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 20-4. Motor activity of female rats

2-IBE (150 mg/kg)
Female No. Administration period
Ambulation Rearing

Smin 10min 15min 20min Total Smin 10min 15min 20min Total
F04038 1119 476 596 383 2574 47 49 23 0 119
F04039 789 642 568 47 2046 9 9 2 0 20
F04040 937 622 349 11 1919 10 3 0 0 13
F04041 667 558 454 425 2104 15 10 10 4 39
F04047 1328 1044 868 693 3933 31 12 13 4 60
Number of females _ 5 5 5 5 5 5 5 5 5 5
Mean 968 668 567 312 2515 2 - 17 10 2 50
S.D. 263 220 195 285 830 16 18 9 2 43

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 21-1. Motor activity of female rats, satellite group

Control (vehicle: water for injection)

HERE = R-12-014

Female No. A dministration period
Ambulation (counts) Rearing (counts)

Smin 10min 15min 20min Total Smin 10min 15min 20min Total
F05049 1250 1126 934 683 3993 47 44 31 16 138
F05050 1046 935 767 893 3641 25 20 15 17 77
FO05051 1140 1045 949 867 4001 33 32 33 28 126
F05052 1081 929 702 531 3243 26 21 16 13 76
F05053 1148 1048 985 1143 4324 31 21 21 24 97
Number of females 5 5 5 5 5 5 5 5 5 5
Mean 1133 1017 867 823 3840 32 28 23 20 103
SD. : 78 84 125 231 412 9 10 8 6 28 -
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 21-2. Motor activity of female rats, satellite group

HERAE B R-12-014

2-IBE (150 mg/kg)
Female No. Administration period
Ambulation (counts) Rearing (counts)

Smin 10min 15min 20min Total Smin 10min 15min 20min Total
F06059 1069 944 939 841 3793 39 28 28 33 128
F06060 1070 845 912 324 3151 35 19 26 2 82
F06061 1274 911 803 958 3946 43 29 17 43 132
F06062 1322 1148 1005 549 4024 39 25 20 93
F06063 1002 841 749 479 3071 25 20 19 68
Number of females 5 5 5 5 5 5 5 5 5 5
Mean 1147 938 882 630 3597 36 24 22 18 101
S.D. 141 125 104 262 452 7 5 5 19 28

Significantly different fromthe control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 22-1-1. Urinalysis in male rats

Control (vehicle: water for injection)

AERE 5 R-12-014

Quality Urinary sediments
Male No. Color Turbidity pH Protein Glucose Ketone Bilirubin Occult Urobilinogen Redblood  White blood Casts Crystals Epithelial
blood cells cells cells
M01001 Light yellow - 7.0 + - + - - & - - - + -
M01002 Light yellow - 6.5 + - + - - + - - - - -
M01003 Light yellow - 8.0 * - - - - + - - - + -
M01004 Light yellow - 8.0 + - - - - + - - - + -
MO01005 Light yellow - 7.0 2+ - + - - 2+ - - - + -
. . Electrolyte, density Electrolyte, gross volume
Male No. UZ:E‘;Z:; ')“e Sg‘;::g;c (mig/L) (mEq/24 hr)
Na K Cl Na K Cl
MO01001 155 1.066 1074 2037 § 139.5 1.66 3.16 2.16
M01002 23.1 1.039 64.1 1403 § 71.8 1.48 324 1.66
M01003 21.7 1.048 91.6 163.7 1102 1.99 3.55 2.39
MO01004 26.1 1.044 80.8 165.8 105.8 2.34 4.33 2.76
MO01005 9.9 1.071 95.4 2229 § 1373 0.94 2.21 1.36
Number of males 5 5 5 5 5 5 5 5
Mean 193 1.054 89.7 179.3 1129 1.68 3.30 2.07
+S.D. 6.5 0.014 15.8 333 27.6 0.53 0.76 0.56

§, The re-measurement was carried out because the difference between two measured values exceeded the permissible limit. The re-measured values were employed as the data.
Turbidity, -: negative; +: slight; 2+: moderate
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 < 1000 mg/dL ; 4+: 1000 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 <020 mg/dL ; 2+: 0.20=and < 1.00 mg/dL; 3+: 1.00 mg/dL =<

Urobilinogen, =: nommal ; +: 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 <

Red blood cells, -: not observed
White blood cells, -: not observed; +: a few

Casts, -: not observed

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

Epithelial cells, -: not observed; +: a few
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 22-1-2. Urinalysis in male rats

RERE S R-12-014

2-IBE (15 mg/kg)
Quality Urinary sediments
Male No. Color Turbidity pH Protein Glucose Ketone Bilirubin Occult Urobilinogen Redblood  White blood Casts Crystals Epithelial
blood cells cells cells
M02013 Light yellow - 7.5 + - + - - + - - - + -
Mo02014 Light yellow - 7.0 + - + - - + - - - + -
Mo02015 Light yellow - 75 + - + - - ES - - - + -
MO02016 Light yellow - 7.0 + - - - - + - - - + -
M02017 Light yellow - 7.0 + - - - + + - - - + -
. . Electrolyte, density Electrolyte, gross volume
Male No. U";E‘;Zﬁ’ e Specff'c (mEg/L) (mig/24 hr)
¢ % gravity Na K a Na K a
M02013 220 1.042 83.2 1580 § 90.5 1.83 348 1.99
M02014 25.1 1.035 59.4 135.1 7.2 1.49 339 1.79
M02015 162 1.055 112.0 203.1 118.0 1.81 329 1.91
M02016 14.8 1.063 1232 1779 1339 1.82 2.63 1.98
MO02017 17.7 1.058 113.6 193.1 1313 201 342 2.32
Number of males 5 5 5 5 5 5 5 5
Mean 19.2 1.051 98.3 173.4 109.0 1.79 324 2.00
+S.D. 4.3 0.012 26.4 274 27.2 0.19 0.35 0.20

§, The re-measurement was carried out because the difference between two measured values exceeded the permissible limit. The re-measured values were employed as the data.
Significantly different from the control group (*: P<0.05, **: P<0.01).

Turbidity, -: negative; +: slight; 2+: moderate

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 < 1000 mg/dL ; 4+: 1000 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 <020 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 <

Red blood cells, -: not observed

White blood cells, -: not observed; +: a few

Casts, -: not observed

Crystals, - not observed; &: a few; +: abundant

Epithelial cells, -: not observed; +: a few
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats
Appendix 22-1-3. Urinalysis in male rats

2-IBE (50 mg/kg)

HERE S R-12-014

Quality Urinary sediments
Male No. Color Turbidity pH Protein Glucose Ketone Bilirubin Occult Urobilinogen Red blood  White blood Casts Crystals Epithelial
) blood cells cells cells
M03025 Light yellow - 7.0 + - + - - + - - - - -
MO03026 Light yellow - 7.0 + - S - - + - - - + -
M03027 Light yellow - 7.5 + - ES - - + - - - * -
M03028 Light yellow - 6.5 + - + - - + - - - + -
M03029 Light yellow - 8.0 + - + - - + - - - + -
. . Electrolyte, density Electrolyte, gross volume
Male No. U":\:/‘;Z:fme Specific (mEg/L) (mEq/24 hr)
¢ D gravity Na K a Na K a
M03025 171 1.061 103.9 1846 § 101.8 1.78 3.16 1.74
M03026 115 1.064 86.7 176.5 § 120.6 1.00 2.03 1.39
M03027 162 1.066 1186 1859 § 131.8 1.92 3.01 2.14
M03028 17.8 1.070 109.6 2161 § 150.7 1.95 3.85 2.68
M03029 194 1.040 68.5 1275 § 58.0 1.33 247 1.13
Number of males 5 5 5 5 5 5 5 5
Mean 164 1.060 97.5 178.1 112.6 1.60 2.90 1.82
+S.D. 3.0 0.012 19.9 32.1 353 0.42 0.69 0.61

§, The re-measurement was carried out because the difference between two measured values exceeded the permissible limit. The re-measured values were employed as the data.
Significantly different from the control group (*: P<0.05, **: P<0.01).

Turbidity, -: negative; +: slight; 2+: moderate

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 < 1000 mg/dL ; 4+: 1000 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 <020 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 <

Red blood cells, -: not observed

White blood cells, -: not observed; £: a few

Casts, -: not observed

Crystals, - not observed; %: a few; +: abundant

Epithelial cells, - not observed; : a few
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 22-1-4, Urinalysis in male rats

HBREE R-12-014

2-IBE (150 mg/kg)
Quality Urinary sediments
Male No. Color Turbidity pH Protein Glucose Ketone Bilirubin Oceult Urobilinogen Crystals Epithelial
blood cells
MO04037 Light yellow - 7.5 + - - - - + + -
M04038 Light yellow - 75 + - - - - + + -
M04039 Light yellow - 8.0 + - S - - + + -
MO04040 Light yellow - 8.0 + - - - - + * -
M04041 Light yellow - 15 + - - - - + + -
. R Hlectrolyte, density Electrolyte, gross volume
Male No. U";‘;/‘;‘;;:‘me Sp ec?fc (mEq/L) (mBq/24 hr)
¢ D gravity Na K a Na K al
M04037 13.6 1.064 180.1 2021 § 187.8 245 2.75 2.55
M04038 16.3 1.067 1532 2241 § 161.6 2.50 3.65 2.63
M04039 17.3 1.066 131.1 1923 § 165.4 2.27 333 2.86
M04040 19.1 1.061 1182 185.6 127.1 226 3.54 243
M04041 17.0 1.057 97.1 1727 § 1235 1.65 2.94 2.10
Number of males 5 5 5 5 5 5 5 5
Mean 16.7 1.063 1359 * 195.4 153.1 223 - 324 2.51
+S.D. 2.0 0.004 32.0 19.3 273 0.34 0.39 0.28

§, The re-measurement was carried out because the difference between two measured values exceeded the permissible limit. The re-measured values were employed as the data,

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

Turbidity, -: negative; +: slight; 2+: moderate

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 < 1000 mg/dL ; 4+: 1000 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 <020 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 <

Red blood cells, -: not observed

White blood cells, -; not observed; +: a few
Casts, - not observed

Crystals, -: not observed; +: a few; +: abundant
Epithelial cells, -: not observed; +: a few
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HERE S R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 22-2-1. Urinalysis in male rats of the recovery period

Control (vehicle: water for injection)

Quality Urninary sediments
Male No. Color Turbidity pH Protein Glucose Ketone Bilirubin Oceult Urobilinogen Redblood  White blood Casts Crystals Epithelial
blood cells cells cells
MO01008 Light yellow - 70 + - + - - + - - - + -
MO01009 Light yellow - 7.0 + - + - - + - - - + -
M01010 Light yellow - 7.0 2+ - + - - + - - - + -
Moo Light yellow - 7.0 + - + - - + - - - + -
MO01012 Light yellow - 7.5 + - + - - + - - - + -
. . Electrolyte, density Electrolyte, gross volume
Male No. U’z;fj‘;ﬁ';e Sg‘;::;f;f (mEq/L) (mEq/24 hr)
Na K Cl Na K Cl
M01008 11.1 1.075 127.6 2353 § 167.0 142 - 261 1.85
MO01009 19.3 1.058 92.9 187.0 § 113.5 1.79 3.61 2.19
MO01010 10.0 1.084 107.9 2326 § 149.8 1.08 233 1.50
MO01011 15.1 1.067 1353 222.8 173.9 2.04 3.36 2.63
MO01012 17.8 1.046 54.0 165.5 80.4 0.96 2.95 1.43
Number of males 5 5 5 5 5 5 5 5
Mean 14.7 1.066 103.5 208.6 1369 1.46 297 1.92
+S.D. 4.1 0.015 32.3 30.9 39.3 0.46 0.52 0.50

§, The re-measurement was carried out because the difference between two measured values exceeded the permissible limit. The re-measured values were employed as the data.
Turbidity, -: negative; +: slight; 2+: moderate
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 < 1000 mg/dL ; 4+: 1000 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 <020 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 <

Red blood cells, -: not observed
White blood cells, -: not observed; +: a few

Casts, - not observed

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

Epithelial cells, -: not observed; +: a few
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 22-2-2. Urinalysis in male rats of the recovery period

2-IBE (150 mg/kg)

RERE R R-12-014

Quality Urinary sediments
Male No. Color Turbidity pH Protein Glucose Ketone Bilirubin Occult Urobilinogen Redblood  White blood Casts Crystals Epithelial
blood cells cells cells
M04044 Light yellow - 75 + - + - - + - - - + -
MO04045 Light yellow - 8.0 + - - - - + - - - + -
M04046 Light yellow - 8.0 + - - - - + - - - + -
M04047 Light yellow - 15 + - & - - + - - - + -
M04048 Light yellow - 7.5 + - - - - + - - - + -
. R Electrolyte, density Electrolyte, gross volume
Male No. U“:L;Z:‘“ Specifc (mEq/L) (mEq/24 hr)
( " vy Na K a Na K a
M04044 15.7 1.066 119.8 1989 150.1 1.88 3.12 2.36
M04045 313 1.029 58.6 128.6 671.7 1.83 4.03 2.12
M04046 15.6 1.063 109.4 216.1 1337 1.71 337 2.09
M04047 14.8 1.070 1442 2140 § 155.8 2.13 3.17 231
M04048 47.8 1.022 459 1040 § 51.8 2.19 4.97 248
Number of males 5 5 5 5 5 5 5 5
Mean 25.0 1.050 95.6 1723 111.8 1.95 373 227
+8.D. 14.5 0.023 41.8 52.3 48.5 0.20 0.78 0.16

§, The re-measurement was carried out because the difference between two measured values exceeded the permissible limit. The re-measured values were employed as the data.

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

Turbidity, -: negative; +: slight; 2+: moderate
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 < 1000 mg/dL ; 4+: 1000 mg/dL =<

Ketone, -: negative ; £: 5=5and <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 <020 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 <
Red blood cells, -: not observed
White blood cells, -: not observed; +: a few

Casts, -: not observed

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

Epithelial cells, -: not observed; +: a few
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RERE S R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 23-1-1. Urinalysis in female rats, satellite group

Control (vehicle: water for injection)

Quality Urinary sediments
Female No. Color Turbidity pH Protein Glucose Ketone  Bilirubin Oceult Urobilinogen Redblood - White blood Casts Crystals Epithelial
blood cells cells cells
F05049 Light yellow - 8.0 + - + - - + - - - + -
F05050 Light yellow - 7.0 + - - - - + - - - + -
F05051 Light yellow - 7.0 - - - - - & - - - - -
F05052 Light yellow - 7.0 + - - - - + - - - + -
F05053 Light yellow - 7.5 - - - - - + - - - + -
. ; Electrolyte, density Electrolyte, gross volume
Female No. Ur(‘:)fj‘;z::’)"e Z‘r’:‘figf (mEq/L) (mEq/24 hr)
Na K Cl Na K Cl
F05049 10.0 1.063 1163 170.6 139.9 1.16 171 1.40
F05050 9.8 1.067 119.1 180.1 § 147.0 117 1.76 1.44
F05051 16.0 1.025 213 76.6 § 20.7 0.34 123 033
F05052 12.8 1.043 834 1341 § 835 1.07 1.72 1.07
F05053 14.6 1.051 78.7 1722 1014 1.15 2.51 148
Number of females 5 5 5 5 5 5 5 5
Mean 12.6 1.050 83.8 146.7 98.5 0.98 1.79 L.14
+S.D. 2.7 0.017 39.5 43.0 50.9 0.36 0.46 0.48

§, The re-measurement was carried out because the difference between two measured values exceeded the permissible limit. The re-measured values were employed as the data.
Turbidity, - negative; +: slight; 2+: moderate

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 < 1000 mg/dL ; 4+: 1000 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 <020 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+: 40=and < 8.0 mg/dL ; 3+: 8.0=and <12.0 mg/dL; 4+: 12.0 mg/dL <

Red blood cells, -: not observed
White blood cells, -: not observed; +: a few

Casts, - not observed

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

Epithelial cells, -: not observed; +: a few
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 23-1-2. Urinalysis in female rats, satellite group

2-IBE (150 mg/kg)

HKERE S R-12-014

Quality Urinary sediments
Female No. Color Turbidity pH Protein Glucose Ketone  Bilirubin Oceult Urobilinogen Redblood  White blood Casts Crystals Epithelial
blood cells cells cells
F06059 Light yellow - 75 + - - - - + - - - + +
F06060 brown 2+ 6.5 2+ - - - 3+ + - * - + +
F06061 Light yellow - 7.0 + - - - - + - - - + -
F06062 Light yellow - 6.5 + - - - - + - - - + -
F06063 Light yellow - 7.0 * - - - - + - - - + -
. . Electrolyte, density Electrolyte, gross volume
Female No. U“;;‘;Z:’ me  Specific (mEq/L) (mEq/24 h)
¢ D gravity Na K a Na K a
F06059 123 1.055 84.8 160.1 95.6 1.04 1.97 1.18
F06060 122 1.065 58.5 170.7 66.3 0.71 2.08 0.81
F06061 152 1.048 64.6 152.6 94.7 0.98 232 1.44
F06062 103 1.072 179.7 196.3 160.4 1.85 2.02 1.65
F06063 17.2 1.030 47.0 71.0 472 0.81 1.22 0.81
Number of females 5 5 5 5 5 5 5 5
Mean 134 1.054 86.9 150.1 92.8 1.08 1.92 1.18
+S.D. 2.7 0.016 53.6 472 42.9 0.45 041 0.37

§, The re-measurement was carried out because the difference between two measured values exceeded the permissible limit. The re-measured values were employed as the data.

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

Turbidity, - negative; +: slight; 2+: moderate
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 < 1000 mg/dL ; 4+: 1000 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 <020 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 <

Red blood cells, -: not observed
White blood cells, -: not observed; +: a few

Casts, -: not observed

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

Epithelial cells, -: not observed; +: a few
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 23-2-1. Urinalysis in female rats of the recovery period

Control (vehicle: water for injection)

Quality Urinary sediments
Female No. Color Turbidity pH Protein Glucose Ketone Bilirubin Ocoult Urobilinogen Red bl(:)Od White b:)o od Casts” Crystalsb) Eplthe:;al
- blood cells cells cells
F05054 Light yellow - 7.0 + - + - - + - - - - -
F05055 Light yellow - 7.0 + - * - - + - - - + -
F05056 Light yellow - 7.0 + - - - - + - - - + -
F05057 Light yellow - 7.0 + - - - - + - - - + -
F05058 Light yellow - 7.0 + - - - - + - - - + -
. . Electrolyte, density Electrolyte, gross volume
Female No. U‘(’;Iej‘;‘;t‘r‘)“e Z‘i:j:tf; (mEg/L) (mEq/24 hr)
Na K Cl Na K Cl
F05054 129 1.066 131.9 2419 159.1 1.70 3.12 2.05
F05055 6.2 1.094 2423 261.0 280.0 1.50 1.62 1.74
F05056 159 1.047 1142 1658 § 105.1 1.82 2.64 1.67
F05057 84 1.068 119.0 2126 143.1 1.00 1.79 120
F05058 15.6 1.050 100.5 168.0 125.8 1.57 2.62 1.96
Number of females 5 5 5 5 5 5 5 5
Mean 11.8 1.065 141.6 209.9 162.6 1.52 236 1.72
+S.D. 4.3 0.019 57.4 428 68.6 0.31 0.63 0.33

§, The re-measurement was carried out because the difference between two measured values exceeded the permissible limit. The re-measured values were employed as the data.
Turbidity, -: negative; +: slight; 2+: moderate

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 < 1000 mg/dL ; 4+: 1000 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+: 10.0mg/dL <

Occult blood, -: negative ; £: 0.03=and <0.06 mg/dL ; +: 0.06<and <020 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 <

Red blood cells, -: not observed

White blood cells, -: not observed; +: a few

Casts, - not observed

Crystals, -: not observed; £: a few; +: abundant

Epithelial cells, -: not observed; £: a few
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 23-2-2. Urinalysis in female rats of the recovery period

HERE S R-12-014

2-IBE (150 mg/kg)
Quality Urinary sediments
Female No. Color Turbidity pH Protein Glucose Ketone Bilirubin Oceult Urobilinogen Red blc:)o d  White b:)o od Castsa) Crystalsb) Epltheil)al
blood cells cells cells
F06064 Light yellow - 8.5 + - - - - + - - - + -
F06065 Light yellow - 7.0 + - - - - + - - - + -
F06066 Light yellow - 75 + - - - - + - - - + -
F06067 Light yellow - 7.0 * - - - - + - - - + -
F06068 Light yellow - 8.0 - - - - - + - - - + -
. . Electrolyte, density Electrolyte, gross volume
Female No. U?:L‘;Z:;’;‘e Specific (mEg/L) (mEq/24 hr)
gravity Na K a Na K a

F06064 12.0 1.067 132.1 188.6 1352 1.59 226 1.62

F06065 17.8 1.057 127.7 183.2 136.6 227 3.26 243

F06066 16.7 1.053 113.8 159.8 119.9 1.90 2.67 2.00

F06067 12.1 1.063 143.0 199.1 150.3 1.73 2.41 1.82

F06068 15.8 1.047 87.8 155.1 97.9 1.39 2.45 1.55

Number of females 5 5 5 5 5 5 5 5
Mean 14.9 1.057 120.9 1772 128.0 1.78 2.61 1.88
+S.D. 2.7 0.008 21.2 19.0 20.0 0.33 0.39 0.35

§, The re-measurement was carried out because the difference between two measured values exceeded the permissible limit. The re-measured values were employed as the data.
Significantly different from the control group (*: P<0.05, **: P<0.01).

Turbidity, -: negative; +: slight; 2+: moderate
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 < 1000 mg/dL ; 4+: 1000 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 <020 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 <
Red blood cells, -: not observed
White blood cells, -: not observed; +: a few

Casts, - not observed

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

Epithelial cells, -: not observed; £: a few
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 24-1-1. Hematological findings of male rats at the end of the dosing period

Control (vehicle: water for injection)

Male No. RBC HGB HCT " MCV MCH MCHC PLT PT APTT
(x10"/uL) (g/dL) (%) () (bg) (g/dL) (x10*/uL) (sec) (sec)
M01001 820 15.0 432 52.7 18.3 34.7 98.5 22.7 25.8
MO01002 838 14.9 429 512 17.8 34.7 105.4 21.9 305
M01003 846 15.7 45.0 532 18.6 34.9 116.1 194 28.4
M01004 813 143 416 512 17.6 344 94.7 20.0 28.8
MO01005 787 15.6 456 579 19.8 342 88.7 16.7 27.0
Number of males 5 5 5 5 5 5 5 5 5
Mean 821 15.1 437 532 184 34.6 100.7 20.1 28.1
SD. 23 0.6 16 28 0.9 0.3 105 23 1.8
Male No. WBC NEUT EOSI BASO MONO LYMPH RET
(x10°/uL) %) (%) (%) (%) (%) (%)
M01001 943 23.6 2.1 0.1 42 70.0 4.19
M01002 129.0 19.8 19 0.0 3.6 74.7 342
M01003 149.4 18.1 0.9 0.1 29 78.0 3.44
MO01004 90.6 19.5 1.5 0.1 45 744 3.33
MO01005 100.7 16.3 14 0.1 34 78.8 2.99
Number of males 5 5 5 5 5 5 5
Mean 112.8 195 1.6 0.1 3.7 75.2 347
SD. 25.4 2.7 05 0.0 0.6 3.5 0.44
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 24-1-2. Hematological findings of male rats at the end of the dosing period

2-IBE (15 mg/kg)

Male No. RBC HGB HCT MCV MCH MCHC PLT PT APTT
(x10*/pL) (g/dL) %) (L) (rg) (g/dL) (x10*/uL) (sec) (sec)
M02013 825 15.5 44.5 539 18.8 34.8 98.4 257 25.8
M02014 887 16.4 46.9 52.9 18.5 35.0 99.9 219 283
M02015 827 14.5 427 51.6 17.5 34.0 107.0 16.3 27.5
M02016 839 15.0 43.1 514 17.9 34.8 116.9 16.9 253
M02017 852 15.8 452 53.1 18.5 35.0 106.2 27.6 26.5
Number of males 5 5 5 5 5 5 5 5 5
Mean 846 154 44.5 52.6 18.2 34.7 105.7 217 26.7
S.D. 25 0.7 1.7 1.1 0.5 0.4 73 5.1 12
Male No. WBC NEUT EOSI BASO MONO LYMPH RET
(x10°/uL) ) (%) ) %) (%) %)
M02013 101.3 126 14 0.1 4.7 81.2 2.95
M02014 83.2 11.9 0.7 0.0 4.0 83.4 2.57
MO02015 76.6 20.2 1.4 0.0 5.4 73.0 2.48
M02016 1144 12.1 1.1 0.0 4.0 82.8 3.66
M02017 1274 154 0.8 0.0 3.9 79.9 3.05
Number of males 5 5 5 5 5 5 5
Mean 100.6 14.4 1.1 0.0 44 80.1 2.94
S.D. 21.1 35 0.3 0.0 0.6 42 0.47

Significantly different fromthe control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 24-1-3. Hematological findings of male rats at the end of the dosing period

2-IBE (50 mg/kg)

Male No. RBC HGB HCT MCV MCH MCHC PLT PT APTT
(x10*/uL) (g/dL) %) (L) (pg) (g/dD) (x10*/uL) (sec) (sec)
M03025 706 13.5 40.3 57.1 19.1 33.5 105.5 14.6 22
M03026 732 14.0 41.5 56.7 19.1 33.7 122.8 15.1 236
M03027 24 13.5 40.1 554 18.6 337 116.8 20.9 28.5
M03028 702 13.0 40.4 57.5 18.5 322 97.8 16.0 232
M03029 802 14.9 44.7 55.7 18.6 33.3 112.1 17.7 26.3
Number of males 5 5 5 5 5 5 5 5 5
Mean ‘ 733 ** 13.8 * 414 56.5 18.8 333 111.0 16.9 248 *
S.D. 40 0.7 1.9 0.9 0.3 0.6 9.7 25 26
Male No. WBC NEUT EOSI BASO MONO LYMPH RET
(x10*/uL) %) %) (%) (%) (%) %)
M03025 146.0 15.8 14 0.1 5.2 71.5 8.31
M03026 114.5 16.9 1.0 0.0 2.8 79.3 5.66
M03027 79.0 16.1 1.1 0.0 58 77.0 5.83
M03028 742 31.0 12 0.0 4.9 62.9 7.09
M03029 1232 10.5 14 0.1 3.7 84.3 5.30
Number of males 5 5 5 5 5 5 5
Mean 107.4 18.1 1.2 0.0 4.5 76.2 6.44
SD. 304 7.7 0.2 0.1 1.2 8.0 1.24

Significantly different fromthe control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 24-1-4. Hematological findings of male rats at the end of the dosing period

2-IBE (150 mg/kg)

Male No. RBC HGB HCT MCV MCH MCHC PLT PT APTT
(10*/u) (g/dL) (%) 48] (3] (g/dL) ¢10* /D) (sec) (sec)
M04037 691 13.3 40.5 586 19.2 32.8 113.9 20.1 25.1
M04038 625 12.6 39.1 62.6 20.2 322 92.1 20.0 23.1
M04039 556 11.7 38.8 69.8 21.0 302 87.9 15.9 24.5
M04040 633 13.0 39.1 61.8 20.5 332 95.8 15.0 239
M04041 582 11.9 36.3 62.4 204 32.8 99.6 13.9 20.1
Number of males 5 5 5 5 5 5 5 5 5
Mean 617 ** 12.5 ** 38.8 ** 63.0 ** 203 ** 322 * 97.9 17.0 233 **
S.D. 52 0.7 1.5 4.1 0.7 1.2 10.0 2.9 2.0
Male No. WBC NEUT EOSI BASO MONO LYMPH RET
(x10°/puL) (%) %) (%) %) (%) (%)
M04037 97.9 16.9 04 0.0 50 77.7 10.84
M04038 739 9.9 0.5 0.0 5.3 84.3 10.29
M04039 62.1 145 1.1 0.0 6.3 78.1 14.67
M04040 93.6 17.7 1.0 0.1 5.1 76.1 9.44
M04041 98.0 163 0.5 0.0 26 80.6 12,31
Number of males 5 5 5 5 5 5 5
Mean 85.1 15.1 0.7 *x* 0.0 49 79.4 11.51 *=
SD. 16.3 3.1 0.3 0.0 14 32 2.05

Significantly different from the control group (*: P<0.05, **:P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats
Appendix 24-2-1. Hematological findings of male rats at the end of the recovery period

Control (vehicle: water for injection)

Male No. RBC HGB HCT MCV MCH MCHC -PLT PT APTT
(x10*/uL) (g/dL) %) (L) (pg) @dD)  (<10%/pD) (sec) (sec)
M01008 870 154 436 50.1 17.7 353 96.2 16.4 23.0
M01009 878 149 419 47.7 17.0 356 1332 20.7 30.6
Mo1010 873 14.8 43.1 494 17.0 34.3 126.1 20.7 30.7
MO1011 922 162 452 49.0 17.6 35.8 128.2 19.4 264
M01012 866 15.7 448 51.7 18.1 35.0 1072 21.5 26.1 §
Number of males 5 5 5 5 5 5 5 5 5
Mean 882 154 437 49.6 17.5 352 118.2 19.7 274
SD. 23 0.6 13 1.5 0.5 0.6 158 2.0 33
Male No. WBC NEUT EOSI BASO MONO LYMPH RET
(<10°/uL) (%) ) (%) %) (%) (%)
MO01008 2.9 10.6 1.0 0.0 44 84.0 3.46
M01009 92.0 12.1 13 0.0 49 81.7 3.64
M01010 97.7 11.0 18 0.0 3.1 84.1 2.81
M01011 68.4 18.9 2.3 0.0 25 763 3.86
MO01012 9.7 9.6 0.9 0.0 3.2 86.3 3.17
Number of males 5 5 5 5 5 5 5
Mean 88.7 124 15 0.0 3.6 82.5 3.39
SD. 11.6 3.7 0.6 0.0 1.0 38 041

§, The re-measurement was carried out because the difference between two measured values exceeded the permissible limit.
The re-measured values were employed as the data.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 24-2-2. Hematological findings of male rats at the end of the recovery period

2-IBE (150 mg/kg)

Male No. RBC HGB HCT MCV MCH MCHC PLT PT APTT
(10*/u1) (g/dL) %) - (fL) ®g) (g/dL) (<10"/pL) (sec) (sec)
MO04044 823 152 439 533 185 346 114.6 199 282 §
MO04045 828 16.1 465 56.2 194 34.6 98.6 174 26.1
M04046 853 15.9 454 532 18.6 35.0 124.8 17.0 28.1
MO04047 845 16.3 47.0 55.6 193 34,7 110.0 17.6 292
M04048 855 16.1 46.0 53.8 18.8 35.0 117.1 183 29.1 §
Number of males 5 5 5 5 5 5 5 5 5
Mean 841 ** 159 458 * 544 ** 18.9 ** 348 113.0 18.0 28.1
SD. 15 04 12 14 04 0.2 9.7 1.1 1.2
Male No. WBC NEUT EOSI BASO MONO LYMPH RET
(x10°/pL) &) %) %) (%) %) (%)
M04044 99.9 20.7 1.0 0.0 5.1 732 2.29
MO04045 88.4 11.3 0.9 0.0 2.5 853 221
MO04046 105.4 193 2.1 0.1 29 75.6 240
M04047 109.8 7.8 0.6 0.0 23 893 1.92
M04048 70.3 13.0 1.0 0.0 34 82.6 247
Number of males 5 5 5 5 5 5 5
Mean 94.8 14.4 11 0.0 32 81.2 226 **

S.D. 15.8 5.5 0.6 0.0 1.1 6.7 0.21

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

§, The re-measurement was carried out because the difference between two measured values exceeded the permissible limit.
The re-measured values were employed as the data.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats
Appendix 25-1-1. Hematological findings of female rats at the end of the dosing period

Control (vehicle: water for injection)

Female No. RBC HGB HCT MCV MCH MCHC PLT PT APTT
(x10"/uL) (g/dD) ) (i8] (pg) (g/dL) (x10°/uL) (sec) (sec)
F01002 685 13.8 39.7 58.0 20.1 34.8 103.0 12.3 19.0
F01006 607 114 34.8 573 18.8 32.8 975 12.2 19.1
F01007 685 13.5 420 61.3 19.7 32.1 112.1 13.3 233
F01008 649 12.4 36.3 55.9 19.1 34.2 108.5 12.2 19.2
FO01011 731 13.9 40.0 54.7 19.0 34.8 135.7 12.7 19.1
Number of females 5 5 5 5 5 5 5 5 5
Mean 671 13.0 38.6 574 19.3 33.7 1114 12.5 19.9
SD. 46 1.1 29 25 0.5 12 14.7 0.5 19
Female No. WBC NEUT EOSI BASO MONO LYMPH RET
(x10°/uL) (%) (%) (%) (%) (%) (%)
F01002 128.0 363 0.7 0.1 44 58.5 6.78
F01006 82.7 34.5 04 0.0 13 63.8 5.74
F01007 39.8 12.3 1.0 0.0 73 79.4 9.59
F01008 88.7 27.6 02 0.0 74 64.8 5.20
F01011 75.7 33.7 09 0.0 32 62.2 497
Number of females 5 5 5 .5 5 5 5
Mean 83.0 28.9 0.6 0.0 47 65.7 6.46
S.D. 315 9.8 03 0.0 2.6 8.0 1.89
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 25-1-2. Hematological findings of female rats at the end of the dosing period

2-IBE (15 mg/kg)

Female No. RBC HGB HCT MCV MCH MCHC PLT PT APTT
(<10%/u1) (g/dL) %) (fL) (rg) (g/dl) (x10*/uD) (sec) (sec)
F02013 720 13.8 40.7 56.5 19.2 339 1063 132 20.6
F02015 695 13.5 39.8 573 194 339 130.8 129 19.0
F02017 471 12.0 40.0 84.9 25.5 30.0 113.2 13.9 18.1
F02020 679 13.3 40.2 59.2 19.6 33.1 119.0 12.6 19.7
F02021 681 13.3 384 56.4 19.5 34.6 108.7 12.6 20.0
Number of females 5 5 5 5 5 5 5 5 5
Mean 649 13.2 39.8 62.9 20.6 33.1 115.6 13.0 19.5
S.D. 101 0.7 0.9 124 2.7 1.8 9.8 0.5 1.0
Female No. WBC NEUT EOSI BASO MONO LYMPH RET
(x10°/uL) (%) %) (%) 0] (%) (%)
F02013 135.7 582 0.9 0.0 42 36.7 9.90
F02015 125.9 252 0.5 0.0 35 70.8 10.88
F02017 99.3 26.6 0.5 0.0 2.7 70.2 30.97
F02020 724 176 0.8 0.0 51 765 843
F02021 934 36.1 0.6 0.0 4.6 58.7 10.21
Number of females 5 5 5 5 5 5 5
Mean 105.3 32.7 0.7 0.0 4.0 62.6 14.08
SD. 255 15.7 0.2 0.0 0.9 15.8 9.49

Significantly different fromthe control group (¥: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 25-1-3. Hematological findings of female rats at the end of the dosing period

2-IBE (50 mg/kg)
Female No. RBC HGB HCT MCV MCH MCHC PLT PT APTT
(x10*/uL) (g/dL) (%) (19) (g) (g/dL) (x10*/uL) (sec) (sec)
F03026 552 12.3 37.4 67.8 2.3 32.9 112.3 13.1 19.6
F03027 553 12.0 38.0 68.7 21.7 31.6 117.2 - 133 203
F03029 526 11.9 36.5 69.4 22.6 32.6 90.3 124 19.9
F03032 590 12.7 38.9 65.9 21.5 32,6 94.1 13.7 19.2
F03035 645 12.9 39.2 60.8 20.0 32.9 151.1 12.9 19.8
Number of females 5 5 5 5 5 5 5 5 5
Mean 573 124 38.0 66.5 21.6 32.5 113.0 13.1 19.8
SD. 46 0.4 1.1 3.5 1.0 0.5 242 0.5 0.4
Female No. WBC NEUT EOSI  BASO MONO LYMPH RET
(x10°/uL) %) ) (%) (%) %) (%)
F03026 454 20.1 02 0.0 7.5 72.2 29.72
F03027 116.7 31.1 0.4 0.0 3.3 65.2 23.18
F03029 82.4 424 0.5 0.0 3.8 53.3 16.34
F03032 45.6 13.8 0.4 0.0 5.3 80.5 13.13
F03035 42.7 24.6 0.7 0.0 5.4 69.3 12.96
Number of females 5 5 5 5 5 5 5
Mean 66.6 26.4 0.4 0.0 5.1 68.1 19.07 *
S.D. 325 11.0 0.2 0.0 1.6 10.0 7.25

Significantly different fromthe control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 25-1-4. Hematological findings of female rats at the end of the dosing period

2-IBE (150 mg/kg)

Female No. RBC HGB HCT MCv MCH MCHC PLT PT APTT
(<10*/p0) (g/dD) (%) (619) (g (g/dD) (<10"/pD) (sec) (sec)
F04038 444 113 36.6 824 25.5 309 114.0 13.4 20.6
F04039 44 12.4 44.0 99.1 27.9 282 110.6 135 20.1
F04040 694 132 38.2 55.0 19.0 34.6 104.8 13.0 21.1
F04041 589 12.6 38.6 65.5 214 326 125.3 12.5 18.2
F04047 455 12.2 43.1 947 26.8 283 105.0 13.2 17.9
Number of females 5 5 5 5 5 5 5 5 5
Mean 525 ** 123 40.1 79.3 24.1 30.9 111.9 13.1 19.6
SD. 113 0.7 3.3 18.8 3.8 2.8 8.4 0.4 1.4
Female No. WBC NEUT EOSI BASO MONO LYMPH RET
(x10°/pL) (%) (%) (%) (%) (%) (%)
F04038 775 37.1 0.4 0.0 44 58.1 3247
F04039 61.2 22.0 0.5 0.0 5.6 71.9 32.17
F04040 514 30.7 1.6 0.0 49 62.8 792
F04041 94.5 36.2 0.5 0.0 26 60.7 13.01
F04047 27 9.6 0.5 0.0 47 852 22.96
Number of females 5 5 5 5 5 5 5
Mean 65.5 27.1 0.7 0.0 44 67.7 2171 *
SD. 20.7 115 0.5 0.0 1.1 11.1 11.10

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

274



#RERE 5 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats
Appendix 25-2-1. Hematological findings of female rats at the end of the dosing period, satellite group

Control (vehicle: water for injection)

Female No. RBC HGB HCT MCV MCH MCHC PLT PT APTT
(x10*/uL) (g/dD) (%) (L) ) (g/dD) (x10*/uL) (sec) (sec)
F05049 746 13.8 38.6 517 18.5 35.8 99.7 11.5 16.0
F05050 774 14.5 405 52.3 18.7 35.8 96.6 12.2 19.1
F05051 771 142 40.1 52.0 184 354 84.7 12.2 194
F05052 738 13.9 39.2 53.1 18.8 355 98.4 12.6 222
F05053 783 14.9 433 553 19.0 34.4 104.6 12.4 18.6
Number of females 5 5 5 5 5 5 5 5 5
Mean 762 14.3 40.3 529 18.7 354 96.8 12.2 19.1
SD. 19 0.5 1.8 14 0.2 0.6 74 0.4 22
Female No. WBC NEUT EOSI BASO MONO LYMPH RET
(x10°/uL) (%) (%) (%) ) . %) (%)
F05049 60.7 159 1.5 0.2 3.8 78.6 3.90
F05050 89.3 8.3 0.7 0.0 1.9 89.1 3.09
F05051 293 12.3 1.0 0.0 1.7 85.0 3.78
F05052 46.2 10.9 1.3 0.0 1.7 86.1 4.53
F05053 32.1 11.8 1.6 0.0 22 84.4 3.87
Number of females 5 5 5 5 5 5 5
Mean 515 11.8 12 0.0 23 84.6 3.83
S.D. 24.5 2.7 0.4 0.1 0.9 38 0.51

275



REE S R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 25-2-2. Hematological findings of female rats at the end of the dosing period, satellite group

2-IBE (150 mg/kg)

Female No. RBC HGB HCT MCV MCH MCHC PLT PT APTT
(x10*/uL) (g/dD) (%) 1i9) (®g) (g/dL) (x10*/uL) (sec) (sec)
F06059 524 11.6 374 714 2.1 31.0 70.0 12.0 15.7
F06060 472 11.1 36.1 76.5 23.5 30.7 79.7 11.8 18.0
F06061 479 10.6 34.0 71.0 2.1 312 1142 124 18.5
F06062 521 10.7 32.8 63.0 20.5 32.6 1202 123 19.8
F06063 517 11.7 38.7 74.9 22,6 30.2 97.4 13.6 17.8
Number of females 5 5 5 5 5 5 5 5 5
Mean 503 11.1 ** 358 ** 71.4 ** 222 ** 311 *x* 96.3 124 18.0
S.D. 25 0.5 24 52 1.1 0.9 21.6 0.7 15
Female No. WBC NEUT EOSI BASO MONO LYMPH RET
(<10°/uL) %) %) (%) (%) (%) (%)
F06059 396 79 0.5 0.0 2.0 89.6 16.18
F06060 45.1 12.0 0.9 0.0 3.1 84.0 15.24
F06061 323 95 1.9 0.0 1.9 86.7 17.96
F06062 68.0 12.1 0.6 0.0 22 85.1 12.52
F06063 36.7 6.5 0.8 0.0 1.1 91.6 13.62
Number of females 5 5 5 5 5 5 5
Mean 443 9.6 0.9 0.0 2.1 87.4 15.10 **
S.D. 14.0 25 0.6 0.0 0.7 3.2 2.13

Significantly different fromthe control group (*: P<0.05, **:P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanolbby oral administration in rats
Appendix 25-3-1. Hematological findings of female rats at the end of the recovery period

Control (vehicle: water for injection)

Female No. RBC HGB HCT MCV MCH MCHC PLT PT APTT
(10°/uL) (g/dL) (%) (i8] g (g/dL) (<10*/uL) (sec) (sec)
F05054 - 722 13.3 39.1 542 18.4 34.0 164.9 11.9 21.0
F05055 898 15.6 438 488 17.4 35.6 1224 12.1 213
F05056 796 14.9 434 545 18.7 343 121.4 12.1 19.8
F05057 843 14.6 420 493 17.3 34.8 90.0 11.1 213 §
F05058 816 15.0 432 529 18.4 34.7 111.4 13.0 20.7 §
Number of females 5 5 5 5 5 5 5 5 5
Mean 815 14.7 423 52.0 18.0 347 122.0 12.0 20.8
S.D. 65 0.9 1.9 26 0.6 0.6 273 0.7 0.6
Female No. WBC NEUT EOSI BASO MONO LYMPH RET
(x10°/uL) (%) %) %) (%) (%) )
F05054 96.1 133 1.1 0.1 2.7 82.8 9.64
F05055 49.1 15.6 1.6 0.0 2.6 80.2 1.99
F05056 40.1 14.8 1.2 0.0 3.7 80.3 3.18
F05057 376 84 1.9 0.0 2.7 87.0 3.15
F05058 58.0 18.6 1.6 0.0 3.6 76.2 3.15
Number of females 5 .5 5 5 5 5 5
Mean 56.2 14.1 1.5 0.0 3.1 81.3 422
S.D. 237 3.7 0.3 0.0 0.5 4.0 3.07

§, The re-measurement was carried out because the difference between two measured values exceeded the permissible limit.

The re-measured values were employed as the data.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 25-3-2. Hematological findings of female rats at the end of the recovery period

2-1BE (150 mg/kg)

Female No. RBC HGB HCT MCV MCH MCHC PLT PT APTT
(10*/uL) (g/dL) (%) (L) (pg) (g/dL) (<10*/uL) (sec) (sec)
F06064 776 16.3 480 61.9 21.0 34.0 85.2 13.3 232
F06065 805 16.3 476 59.1 202 342 1022 129 23.1
F06066 752 16.1 46.3 61.6 21.4 34.8 96.1 123 § 174 §
F06067 769 17.0 494 642 22.1 344 87.3 124 386
F06068 855 16.7 473 553 19.5 353 93.1 124 20.1
Number of females 5 5 5 5 5 5 5 5 5
Mean 791 16.5 ** 477 ** 60.4 ** 208 ** 345 938 12.7 245
SD. 40 0.4 1.1 34 1.0 0.5 7.3 04 82
Female No. WBC NEUT EOSI BASO MONO LYMPH RET
(10°/uL) (%) (%) (%) (%) %) (%)
F06064 533 92 0.9 0.0 2.1 87.8 231
F06065 38.0 7.2 1.8 0.0 42 86.8 1.98
F06066 41.3 17.9 1.7 0.0 46 75.8 2.26
F06067 372 10.2 1.6 0.0 3.0 85.2 1.81
F060638 427 15.2 12 0.0 2.8 80.8 132
Number of females 5 5 5 5 5 5 5
Mean 25 119 1.4 0.0 3.3 83.3 1.94
SD. 6.5 44 0.4 0.0 1.0 5.0 0.40

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

§, The re-measurement was carried out because the difference between two measured values exceeded the permissible Limit.

The re-measured values were employed as the data.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 26-1-1. Myelogram in male rats at the end of the dosing period

Control (vehicle: water for injection)

Myeloblast Promyelocyte Neutrophilic Neutrophilic Neutrophil Eosinophilic Eosinophilic Eosinophil Basophil, Total Proerythroblast
Male No. myelocyte metamyelocyte myelocyte metamyelocyte all types granulocyte
(%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
M01001 27 31 4.0 14.8 152 23 1.5 02. 04 443 02
MO01002 04 38 5.8 11.0 21.5 13 29 0.2 04 473 0.0
MO01003 12 12 82 15.5 213 0.6 24 0.0 0.8 51.1 0.2
MO01004 1.2 22 43 132 24.7 2.6 12 0.4 1.0 50.7 0.2
MO01005 12 1.8 5.1 14.7 20.0 04 1.6 1.0 04 46.1 02
Mean 13 24 55 13.8 20.5 14 1.9 0.4 0.6 419 0.2
+S.D. 0.8 1.0 1.7 1.8 35 1.0 0.7 04 0.3 29 0.1
) (5 (9 ) (5 (5 ) () (9 (9 (5 (5
Basophilic Polychromatic Normoblast Total Myeloid/ Histiocyte Lymphocyte Plasmacell Megakaryocyte Mast cell
Male No. erythroblast erythroblast erythrocyte Erythroid
(%) (%) (%) (%) (%) (%) (%) () (%)
M01001 73 193 12.7 395 1.12 2.3 12.9 04 04 0.2
M01002 83 18.7 94 363 1.30 1.9 14.0 0.2 0.2 0.0
M01003 42 18.3 89 31.6 1.62 1.6 15.5 0.2 0.0 0.0
M01004 34 17.0 7.9 28.4 1.78 0.6 18.7 0.6 0.8 02
MO01005 6.1 15.8 8.1 303 1.52 1.0 20.6 0.8 04 0.8
Mean 59 17.8 94 332 147 1.5 163 04 04 0.2
+S.D. 2.1 14 1.9 4.6 0.26 0.7 32 03 0.3 03
™) ()] ()] ®) (3) (5 (3 (3 (3) (3 (35
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 26-1-2. Myelogram in male rats at the end of the dosing period

2-IBE (15 mg/kg)
Myeloblast Promyelocyte ~ Neutrophilic Neutrophilic Neutrophil Eosinophilic Eosinophilic Eosinophil Basophil, Total Proerythroblast
Male No. myelocyte metamyelocyte myelocyte metamyelocyte all types granulocyte
(%) (%) (%) (%) (%) (%) ) %) %) (%) )
M02013 2.0 2.9 6.9 11.2 312 1.0 1.8 0.0 1.6 58.5 04
M02014 1.6 2.7 8.3 9.1 215 0.6 0.8 0.6 02 453 0.0
MO02015 2.1 53 2.7 9.3 29.3 02 1.7 0.6 0.0 51.1 0.0
M02016 2.6 34 4.7 12.3 20.7 0.7 1.1 1.9 0.7 482 0.2
M02017 2.0 24 2.8 8.1 19.9 0.8 1.0 0.2 0.2 373 0.6
Mean 2.1 33 5.1 10.0 *x 24.5 0.7 13 0.7 0.5 48.1 02
+8.D. 0.4 12 25 17 53 0.3 : 0.4 0.7 0.6 7.8 0.3
™) (3 (3 (3 (3 (3 (3 (3 (3 (3 (3 (3
Basophilic Polychromatic Normoblast Total Myeloid/ Histiocyte Lymphocyte Plasmacell Megakaryocyte Mast cell
Male No. erythroblast erythroblast erythrocyte Erythroid
(%) (%) (%) (%) (%) %) (%) (%) (%)
M02013 0.8 134 8.6 232 2.53 0.6 17.5 0.2 0.0 0.0
M02014 6.2 136 16.3 36.0 1.26 14 16.5 04 0.2 0.2
M02015 32 184 114 33.1 1.55 42 10.8 0.6 02 0.0
M02016 84 159 7.5 32,0 1.51 13 172 1.1 0.0 0.2
M02017 7.5 136 6.7 284 131 3.6 294 04 0.0 1.0
Mean 5.2 15.0 10.1 30.5 1.63 22 183 0.5 0.1 03
+S.D. 32 22 39 4.9 0.52 1.6 6.8 03 0.1 04
™) (5 (3 () (3 (5 (3) (3 ) ()] (5

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 26-1-3. Myelogram in male rats at the end of the dosing period

2-IBE (50 mg/kg)
Myeloblast Promyelocyte Neutrophilic Neutrophilic Neutrophil Eosinophilic Eosinophilic Eosinophil Basophil, Total Proerythroblast
Male No. myelocyte metamyelocyte myelocyte metamyelocyte all types granulocyte
(%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
MO03025 0.6 3.1 35 10.6 17.0 0.6 25 0.2 1.0 39.1 0.2
MO03026 0.6 5.8 23 9.1 23.0 1.6 19 0.8 0.8 459 02
M03027 14 23 49 8.8 173 04 1.6 04 0.6 37.6 04
M03028 13 31 55 9.4 283 13 1.8 02 0.7 51.8 0.4
M03029 1.0 40 5.6 9.3 21.2 1.0 1.8 14 0.8 46.0 0.2
Mean 1.0 37 4.4 94 ** 214 1.0 19 0.6 0.8 44.1 0.3
+S.D. 04 13 14 0.7 4.6 0.5 0.3 0.5 0.1 5.8 0.1
™) (3 ()] (3 (3 (5 (5 (5 (5 (3 (5) (5
Basophilic Polychromatic Nommoblast Total Myeloid/ Histiocyte Lymphocyte Plasmacell Megakaryocyte Mast cell
Male No. erythroblast erythroblast erythrocyte Erythroid
(%) (%) (%) (%) (%) (%) (%) (%) (%)
M03025 6.2 203 17.0 437 0.89 27 13.7 0.4 04 0.0
M03026 6.6 13.8 8.0 28.6 1.61 4.7 20.4 0.0 0.4 0.0
M03027 5.5 26.1 162 48.1 0.78 23 11.3 0.2 04 0.0
M03028 4.1 14.8 153 34.6 1.50 39 92 0.6 0.0 0.0
M03029 4.8 19.6 99 345 1.33 32 15.1 0.0 0.0 1.2
Mean 5.4 189 133 379 122 34 13.9 0.2 0.2 0.2
+S.D. 1.0 49 4.1 79 0.37 1.0 43 03 02 0.5
™ (5 (3 () (3 (5 (5) (5 (5 (5 (5)

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 26-1-4. Myelogram in male rats at the end of the dosing period

2-IBE (150 mg/kg)
Myeloblast Promyelocyte Neutrophilic Neutrophilic Neutrophil Eosinophilic Fosinophilic Eosinophil Basophil, Total Proerythroblast
Male No. myelocyte metamyelocyte myelocyte metamyelocyte alltypes granulocyte
(%) (%) ) (%) (%) (%) (%) (%) (%) (%) (%)
M04037 2.0 24 24 8.1 19.1 0.6 1.0 0.0 0.6 36.0 0.6
M04038 1.7 34 5.5 6.5 14.5 0.8 02 0.8 1.5 350 0.2
M04039 2.7 25 4.6 89 15.7 1.5 1.7 0.2 02 38.0 0.8
M04040 6.1 2.0 7.1 8.5 265 1.2 0.8 0.0 0.2 52.4 02
M04041 1.6 36 2.6 8.6 238 14 14 0.2 0.2 434 0.0
Mean 2.8 2.8 4.4 8.1 ** 199 1.1 1.0 * 0.2 0.5 410 04
+S.D. 19 0.7 2.0 0.9 52 04 0.6 0.3 0.6 72 03
™) (9 ()] (3 (5 (9 (5 () (3 (5 (%) ()]
Basophilic Polychromatic Normoblast Total Myeloid/ Histiocyte Lymphocyte Plasmacell Megakaryocyte Mast cell
Male No. erythroblast erythroblast erythrocyte Erythroid
(%) (%) (%) (%) (%) %) (%) (%) (%)
M04037 7.7 25.6 15.0 48.8 0.74 2.8 11.6 0.2 0.0 0.6
M04038 13.8 23.1 147 51.8 0.68 23 9.6 0.2 04 0.8
M04039 184 195 123 51.0 0.74 23 8.0 0.4 0.0 04
M04040 38 18.2 15.6 37.7 1.39 1.8 7.9 0.0 0.2 0.0
M04041 10.6 19.6 158 46.0 0.94 24 82 0.0 0.0 0.0
Mean 109 21.2 14.7 * 471 * 0.90 23 9.1 * 0.2 0.1 04
+S.D. 5.6 3.1 14 5.7 0.29 04 1.6 0.2 0.2 04
™ (5 (5 (5 (3 ) (5 (5 (5 (3 (5

Significantly different fromthe control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 26-2-1. Myelogram in male rats at the end of the recovery period

Control (vehicle: water for injection)

Myeloblast Promyelocyte Neutrophilic Neutrophilic Neutrophil Eosinophilic Eosinophilic Eosinophil Basophil, Total Proerythroblast
Male No. myelocyte metamyelocyte myelocyte metamyelocyte alltypes granulocyte
() (%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
M01008 43 24 22 11.0 20.7 0.8 14 04 0.4 435 0.0
MO01009 20 48 22 114 28.0 1.0 2.8 0.6 14 54.2 0.2
M01010 42 42 1.8 123 18.8 1.0 14 02 0.6 443 0.2
M0O1011 50 3.6 23 115 18.0 13 2.1 0.8 0.4 4.9 0.2
M01012 2.8 3.0 22 10.0 20.6 0.6 2.0 0.8 1.0 43.0 0.6
Mean 37 3.6 2.1 112 21.2 0.9 1.9 0.6 0.8 46.0 0.2
+S.D. 12 0.9 02 0.8 4.0 0.3 0.6 03 0.4 4.7 0.2
™ (3 (3 (5 (s (5) &) (3 ) (5 (3 (3
Basophilic Polychromatic Normoblast Total Myeloid/ Histiocyte Lymphocyte Plasmacell = Megakaryocyte Mast cell
Male No. erythroblast erythroblast erythrocyte FErythroid
(%) (%) (%) (%) (%) (%) (%) (%) (%)
MO1008 35 14.8 8.1 264 1.65 26 26.6 04 0.2 04
MO1009 5.8 134 11.6 31.0 1.75 14 132 0.0 0.2 0.0
M01010 30 19.6 128 35.6 1.24 22 17.6 04 0.0 0.0
MO1011 8.8 172 134 39.6 1.14 1.7 13.0 0.6 0.0 0.2
MO01012 82 232 8.8 40.8 1.05 30 124 0.6 0.2 0.0
Mean 5.9 17.6 109 34.7 1.37 22 16.6 04 0.1 0.1
+S8.D. 2.6 39 24 6.0 0.31 0.6 6.0 0.2 0.1 02
™) (3) (9 (%) (5) (5 ) (5 (3 (3 (%)
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 26-2-2. Myelogram in male rats at the end of the recovery period

2-IBE (150 mg/kg)
Myeloblast Promyelocyte Neutrophilic Neutrophilic Neutrophil Eosinophilic Eosinophilic Eosinophil Basophil, Total Proerythroblast
Male No. myelocyte metamyelocyte myelocyte metamyelocyte all types granulocyte
(%) (%) (%) (%) (%) (%) (%) (%) (*%) %) (%)
MO04044 2.6 32 4.6 115 25.6 1.6 0.8 0.0 0.8 50.7 04
M04045 1.6 52 18 9.0 23.8 0.2 1.6 0.6 1.0 44.8 0.2
MO04046 25 8.8 12 9.7 222 14 27 04 1.0 49.8 0.8
M04047 23 5.9 4.0 112 28.0 0.8 0.8 1.0 0.6 54.5 : 0.0
M04048 34 4.6 38 12.8 232 04 1.4 0.4 0.2 50.2 0.0
Mean 25 55 3.1 10.8 24.6 0.9 1.5 0.5 0.7 50.0 0.3
+=8.D. 0.6 2.1 1.5 1.5 23 0.6 0.8 04 0.3 35 0.3
™ ) (9 (5 (&) ) (9 (5) (9 (5 (5) (5
Basophilic Polychromatic Normoblast Total Myeloid/ Histiocyte Lymphocyte Plasmacell Megakaryocyte Mast cell
Male No. erythroblast erythroblast erythrocyte Erythroid
(%) (%) (%) (%) (%) (%) (%) (%) (%)
M04044 52 17.1 9.7 324 1.56 26 13.7 04 0.2 0.0
M04045 4.8 18.6 8.8 324 1.38 38 172 0.8 0.6 04
M04046 29 15.0 72 259 1.92 49 18.7 0.4 0.0 04
M04047 5.1 9.9 74 225 242 15 215 0.0 0.0 0.0
M04048 2.8 16.2 10.0 290 1.73 30 174 02 0.2 0.0
Mean 42 154 8.6 284 1.80 32 17.7 04 0.2 0.2
+S.D. 12 33 13 43 0.40 13 28 03 0.2 0.2
™) (5) (3 (5 (5 (3 (% (5 (5 (9 ()

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats
Appendix 27-1-1. Myelogram in female rats at the end of the dosing period

Control (vehicle: water for injection)

Myeloblast Promyelocyte Neutrophilic Neutrophilic Neutrophil Eosinophilic Eosinophilic Eosinophit Basophil, Total Proerythroblast
Female No. myelocyte metamyelocyte myelocyte metamyelocyte alltypes granulocyte
(%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
F01002 2.1 32 8.4 15.2 18.0 0.7 0.9 04 04 49.3 0.6
F01006 19 4.1 32 99 15.7 1.5 1.5 02 1.1 39.0 1.1
F01007 2.8 26 6.0 9.0 15.8 12 22 0.6 1.0 412 1.0
F01008 35 23 6.0 16.9 275 02 1.0 00 04 57.8 0.0
F01011 22 33 5.7 10.6 20.2 14 33 18 14 49.7 0.0
Mean 2.5 31 5.9 12.3 194 1.0 1.8 0.6 0.9 474 0.5
+S.D. 0.7 0.7 1.8 : 35 4.9 0.5 1.0 ’ 0.7 04 75 0.5
™ (5 (9 (5 (5 (&) 5 (5 (3) (5 ) (5
Basophilic Polychromatic Nommoblast Total Myeloid/ Histiocyte Lymphocyte Plasmacell  Megakaryocyte  Mastcell
Female No. erythroblast erythroblast erythrocyte Erythroid
(%) (%) (%) (%) (%) (%0 (%) (%) %)
F01002 127 174 13.9 4.6 1.11 13 37 09 0.2 0.0
F01006 129 26.1 16.0 56.2 0.69 22 24 0.0 0.2 0.0
F01007 12.6 242 152 53.0 0.78 2.6 22 0.8 0.2 0.0
F01008 83 172 11.4 37.0 1.56 1.6 33 02 0.0 02
FO1011 53 19.6 18.4 432 1.15 1.8 4.1 0.6 04 02
Mean 104 20.9 15.0 46.8 1.06 19 31 0.5 02 0.1
+S.D. 34 4.0 2.6 7.8 0.34 0.5 0.8 04 0.1 0.1
™) (5) ()] (5 ()] (9 (5 (5) (3 (%) (5
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 27-1-2. Myelogram in female rats at the end of the dosing period

2-IBE (15 mg/kg)
Myeloblast Promyelocyte Neutrophilic Neutrophilic Neutrophil Eosinophilic Eosinophilic Eosinophil Basophil, Total Proerythroblast
Female No. myelocyte metamyelocyte myelocyte metamyelocyte . alltypes granulocyte
(%) (%) (%) (%) (%) (%) (s) ) (%) (%) (%)
F02013 1.0 5.1 27 12.5 17.8 0.8 23 10 0.6 43.8 0.6
F02015 1.5 3.2 23 137 193 0.8 1.0 0.0 0.2 42.0 0.0
F02017 31 3.9 37 15.5 15.9 0.8 24 04 0.8 46.6 02
F02020 14 2.0 3.6 1.7 19.6 1.4 32 0.6 1.0 44.4 04
F02021 2.7 29 52 127 20.0 1.9 4.0 10 13 51.8 0.0
Mean 1.9 34 35 * 132 185 1.1 2.6 0.6 0.8 45.7 02
+S.D. 0.9 1.2 1.1 1.5 1.7 0.5 1.1 04 04" 38 0.3
™) (5 (5 (9 (5 (3 (5 (5 (5 (5 (9 ()
Basophilic Polychromatic Nomoblast Total Myeloid/ Histiocyte Lymphocyte Plasmacell Megakaryocyte  Mastcell
Female No. erythroblast erythroblast erythrocyte Erythroid

(%) (%) (%) (%) (%) (%) (%) (%) (%)

F02013 4.3 18.8 16.6 40.2 1.09 25 123 02 0.6 04

F02015 4.8 252 18.1 48.1 0.87 1.7 7.1 0.6 0.2 0.4

F02017 47 226 20.2 417 0.98 1.8 33 04 0.2 0.0

F02020 9.7 234 15.0 48.5 0.91 0.6 53 0.6 0.4 02

F02021 5.6 225 13.9 4.0 1.23 02 5.4 04 0.2 0.0

Mean 5.8 225 16.8 453 1.02 14 6.7 04 0.3 02

+8.D. 22 23 25 39 0.15 0.9 34 02 0.2 0.2

™ (5 (5 (9 (5 (5 (&) (5 (5 (% (9

Significantly different fromthe control group (*: P<0.05, **: P<0.01).
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* Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 27-1-3. Myelogram in female rats at the end of the dosing period

HEBRE 5 R-12-014

2-IBE (50 mg/kg)
Myeloblast Promyelocyte Neutrophilic Neutrophilic Neutrophil Eosinophilic Eosinophilic Eosinophil Basophil, Total Proerythroblast
Female No. myelocyte metamyelocyte myelocyte metamyelocyte alltypes granulocyte
(%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
F03026 2.5 1.4 29 8.9 16.0 0.8 1.4 04 2.5 36.8 0.0
F03027 0.8 2.6 24 10.3 16.6 1.0 1.0 04 1.2 36.2 1.4
F03029 3.8 2.1 3.6 76 13.2 2.1 2.5 02 0.8 359 04
F03032 1.7 33 23 10.3 16.3 0.8 25 0.6 1.6 393 1.2
F03035 29 32 23 11.6 17.1 13 1.7 15 0.2 41.9 0.0
Mean 23 2.5 2.7 ** 9.7 15.8 12 1.8 0.6 13 38.0 0.6
+S.D. 1.1 0.8 0.6 15 1.5 0.5 0.7 05 0.9 2.5 0.7
™ (5 () (5 &) () (5 (5) (5 (5) (3) )]
Basophilic Polychromatic Nomoblast Total Myeloid/ Histiocyte Lymphocyte Plasmacell  Megakaryocyte  Mastcell
Female No. erythroblast erythroblast erythrocyte Erythroid

(%) (%) (%) (%) (%) (%) (%) (%) (%)

F03026 74 26.7 2.8 56.8 0.65 29 35 0.0 0.0 0.0

F03027 8.1 289 17.8 56.2 0.64 2.6 44 04 0.2 0.0

F03029 13.0 27.1 19.1 59.5 0.60 2.3 1.9 04 0.0 0.0

F03032 11.6 25.8 12.8 514 0.77 2.1 5.6 0.8 0.0 0.8

F03035 5.1 303 16.2 51.6 0.81 L5 38 0.6 0.0 0.6

Mean 9.0 27.8 ** 17.7 55.1 0.69 23 38 04 0.0 0.3

+S.D. 32 1.8 37 35 0.09 0.5 14 03 0.1 0.4

™ (9% (5) (&) (5) (5 (3) (5) (3 (5) (3

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 27-1-4. Myelogram in female rats at the end of the dosing period

HERE S R-12-014

2-IBE (150 mg/kg)
Myeloblast Promyelocyte Neutrophilic Neutrophilic Neutrophil Eosinophilic Eosinophilic Eosinophil Basophil, Total Proerythroblast
Female No. myelocyte metamyelocyte myelocyte metamyelocyte alltypes granulocyte
(%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
F04038 1.6 45 2.0 99 142 14 2.6 1.0 0.4 375 04
F04039 2.6 3.8 22 84 16.8 12 04 0.6 1.0 370 0.0
F04040 14 2.6 0.6 6.0 10.5 22 1.8 14 1.8 282 14
F04041 22 34 2.0 8.6 15.7 04 1.8 04 1.0 355 04
F04047 4.0 44 1.7 10.0 14.6 1.2 17 0.8 13 39.7 0.2
Mean 24 37 1.7 ** 8.6 * 144 1.3 17 0.8 1.1 356 *x 0.5
+S.D. 1.0 0.8 0.6 1.6 24 0.6 0.8 04 0.5 44 0.5
™) (5) (9 (5 (5 (39 (5) (5) (9 (5) (5 (%)
Basophilic Polychromatic Nomoblast Total Myeloid/ Histiocyte Lymphocyte Plasmacell Megakaryocyte  Mast cell
Female No. erythroblast erythroblast erythrocyte FErythroid

(%) (%) (%) (%) (%) (%) (%) (%) (%)

F04038 929 31.8 13.6 55.6 0.67 32 32 06 0.0 0.0

F04039 194 28.0 122 59.6 0.62 12 1.6 02 0.2 02

F04040 12.7 36.0 13.5 63.6 0.44 2.8 4.6 04 0.0 04

F04041 5.0 323 18.5 56.2 0.63 34 5.0 0.0 0.0 0.0

F04047 9.6 29.9 15.7 55.5 0.72 19 23 04 0.2 0.0

Mean 113 31.6 *ok 14.7 58.1 ** 0.62 * 25 33 0.3 0.1 0.1

+S.D. 53 3.0 25 35 0.11 09 15 02 0.1 02

™ (5 (3 (% (% (5 (3 (5 (5) (5) (5)

Significantly different fromthe control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 27-2-1. Myelogram in female rats at the end of the dosing period, satellite group

Control (vehicle: water for injection)

HBRE S R-12-014

Myeloblast Promyelocyte Neutrophilic Neutrophilic Neutrophil Eosinophilic Eosinophilic Eosinophil Basophil, Total Proerythroblast
Female No. myelocyte metamyelocyte myelocyte metamyelocyte all types granulocyte
(%) (%) (%) (%) (%) (%) ) (%) ) %) %)
F05049 23 25 42 10.9 175 0.6 1.7 13 0.8 41.7 0.2
F05050 52 32 22 13.5 26.7 2.6 42 10 2.0 60.6 0.2
F05051 32 53 1.8 12.7 16.8 12 30 0.0 2.0 459 0.0
F05052 1.6 14 5.6 10.6 184 1.6 4.6 0.0 0.4 442 0.2
F05053 22 38 44 123 18.9 14 1.8 1.0 0.4 46.1 0.4
Mean 29 32 3.6 12.0 19.7 1.5 31 0.7 1.1 477 0.2
+S.D. 14 1.5 1.6 12 4.0 0.7 1.3 0.6 0.8 74 0.1
™ (5 (9 (3 (5 (5 (3 (%) () (3 (3 (9
Basophilic Polychromatic Normoblast Total Myeloid/ Histiocyte Lymphocyte Plasmacell  Megakaryocyte Mast cell
Female No. erythroblast erythroblast erythrocyte Erythroid
(%) (%) %) (%) (%) %) (%) (%) %)
F05049 6.2 19.4 11.3 372 1.12 3.6 16.6 0.3 02 0.0
F05050 2.8 129 6.8 227 2.67 3.6 124 0.6 0.0 0.2
F05051 2.6 15.0 135 311 1.48 3.0 194 0.6 0.0 0.0
F05052 82 17.6 14.0 40.0 1.11 3.0 124 02 0.2 0.0
F05053 2.6 153 10.3 28.6 1.61 1.0 229 14 0.0 0.0
Mean 45 16.0 11.2 319 1.60 2.8 16.7 0.7 0.1 0.0
+S.D. 2.6 2.5 29 6.9 0.64 1.1 45 04 0.1 0.1
™ (5 (3 (3 (3 (3 (35 (3 (5 () (5
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 27-2-2. Myelogram in female rats at the end of the dosing period, satellite group

HERE B R-12-014

2-IBE (150 mg/kg)
Myeloblast Promyelocyte Neutrophilic Neutrophilic Neutrophil Eosinophilic Eosinophilic Eosinophil Basophil, Total Proerythroblast
Female No. myelocyte metamyelocyte myelocyte metamyelocyte all types granulocyte
(%) (%) (%) (%) (%) (%) (%) (0) (%) (%) (%)
F06059 34 32 22 12.8 16.0 14 32 04 14 44.0 04
F06060 2.4 3.0 22 9.8 14.0 0.6 22 00 02 344 02
F06061 1.8 1.6 22 438 114 0.8 2.0 04 0.6 25.6 0.2
F06062 24 24 7.0 132 17.6 0.6 24 04 1.0 470 0.0
F06063 22 2.8 2.0 84 13.7 0.6 1.0 04 0.2 313 0.0
Mean 24 2.6 3.1 9.8 14.5 0.8 22 03 0.7 36.5 0.2
+S.D. 0.6 0.6 22 34 2.4 0.3 0.8 02 0.5 39 0.2
™ (5 (9 (9 (&) (5 (9 (5 (> (5 (5 )
Basophilic Polychromatic Normoblast Total Myeloid/ Histiocyte Lymphocyte Plasmacell ~ Megakaryocyte Mast cell
Female No. erythroblast erythroblast erythrocyte Frythroid

(%) (%) (%) (%) (%) (%) (%) (%) (%)

F06059 5.0 23.0 13.6 4.0 1.05 5.6 82 02 0.0 0.0

F06060 17.4 16.8 16.2 50.6 0.68 4.0 11.0 0.0 0.0 0.0

F06061 314 234 11.0 66.0 0.39 1.6 62 02 0.4 0.0

F06062 72 21.6 8.6 374 1.26 36 112 0.6 02 0.0

F06063 16.5 26.7 13.7 57.0 0.55 1.6 10.0 02 0.0 0.0

Mean 15.5 223 12.6 50.6 0.79 33 93 02 0.1 0.0

+8.D. 104 3.6 29 11.5 0.36 1.7 2.1 02 02 0.0

™ (5 () ()] (3 (5 ) (3 (3 (3 (5

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 27-3-1. Myelogram in female rats at the end of the recovery period

Control (vehicle: water for injection)

HERE S R-12-014

Myeloblast Promyelocyte Neutrophilic Neutrophilic Neutrophil Eosinophilic Eosinophilic Eosinophil Basophil, Total Proerythroblast
Female No. myelocyte metamyelocyte myelocyte metamyelocyte all types granulocyte
(%) (%) (%) (%) (%) ) (%) %) (%) (%) (%)
F05054 1.9 12 33 7.0 30.8 0.8 29 04 2.1 50.4 0.2
F05055 11 2.1 2.6 11.7 19.8 1.5 2.6 0.6 13 434 04
F05056 45 22 45 12.8 222 1.6 2.6 0.8 0.8 52.0 0.2
F05057 53 2.7 35 123 245 0.6 1.6 1.8 22 54.4 0.2
F05058 1.7 17 3.6 10.3 17.3 15 0.8 0.8 13 39.0 0.0
Mean 29 20 3.5 10.8 229 1.2 2.1 0.9 15 47.8 02
+S.D. 1.9 0.6 0.7 23 52 0.5 0.9 0.5 0.6 6.4 0.1
™) (5) (5 (5 ()] (3 (9 (3 (3 (5) (5 (3
Basophilic Polychromatic Normoblast Total Myeloid/ Histiocyte Lymphocyte Plasma cell ~ Megakaryocyte Mast cell
Female No. erythroblast erythroblast erythrocyte Erythroid
(%) (%) (%) (%) (%) (%) (%) (%) (%)
F05054 7.0 20.0 8.7 359 1.41 33 9.9 0.6 0.0 0.0
F05055 53 11.1 8.3 25.1 1.73 26 28.7 0.2 0.0 0.0
F05056 53 15.0 10.6 31.1 1.67 39 124 0.6 0.0 0.0
F05057 5.5 11.2 7.8 24.7 221 2.0 17.6 12 0.0 0.2
F05058 4.2 18.1 6.9 29.1 1.34 32 26.9 0.4 0.6 0.8
Mean 5.5 15.1 8.5 29.2 1.67 3.0 19.1 0.6 0.1 0.2
+S.D. 1.0 4.0 14 4.6 0.34 0.7 84 0.4 0.3 0.3
() (5 (5 )] (5 (3 (%) (3 (3 (5) (5
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 27-3-2. Myelogram in female rats at the end of the recovery period

AErE S R-12-014

2-IBE (150 mg/kg)
Myeloblast Promyelocyte Neutrophilic Neutrophilic Neutrophil Eosinophilic Eosinophilic Eosinophil Basophil, Total Proerythroblast
Female No. myelocyte metamyelocyte myelocyte metamyelocyte all types granulocyte
(%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
F06064 2.7 3.1 3.7 11.5 25.8 1.6 1.9 12 02 51.7 0.0
F06065 31 43 29 12.1 18.6 0.6 1.8 1.0 0.8 452 0.0
F06066 1.8 4.0 5.8 11.2 20.4 1.8 1.8 0.6 1.0 484 0.0
FO6067 42 6.6 43 16.8 229 19 3.0 0.2 0.8 60.7 02
F06068 18 26 33 125 172 11 17 04 02 408 02
Mean 2.7 4.1 4.0 12.8 21.0 14 2.0 0.7 0.6 494 0.1
+S.D. 1.0 1.5 1.1 2.3 34 0.5 0.5 0.4 04 7.5 0.1
() (5 (3 (5) (3 (3 (3 (3) (5) ()] (5) (%
Basophilic Polychromatic Normoblast Total Myeloid/ Histiocyte Lymphocyte Plasmacell Megakaryocyte Mast cell
Female No. erythroblast erythroblast erythrocyte Erythroid

(%) (%) (%) (%) (%) (%) (%) (%) (%)

F06064 4.1 10.7 5.4 20.2 2.56 33 239 0.8 0.0 0.2

F06065 1.8 7.6 9.2 18.6 243 4.5 30.7 02 0.2 0.6

F06066 3.8 8.8 11.8 244 1.98 2.8 23.6 0.8 0.0 0.0

F06067 2.6 6.6 53 14.7 4.12 3.0 19.8 15 0.2 0.0

F06068 42 16.4 9.4 303 135 5.5 22.7 0.7 0.0 0.0

Mean 33 10.0 8.2 21.6 249 3.8 24.1 0.8 0.1 0.2

+S.D. 1.1 39 2.8 6.0 1.03 1.1 4.0 0.5 0.1 0.3

™) ) (&) (3) (3 (3 (5 (5 (5) (5) (5

Significantly different from the control group (*: P<0.05, **: P<0.01).
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RERE S R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 28-1-1. Biochemical findings of male rats at the end of the dosing period

Control (vehicle: water for injection)

MaleNo. Total protein Albumin AIG Glucose  Total cholesterol ~ Triglyceride Phospholipid AST ALT ¥-GTP LDH Bile acid BUN Creatinine Total bilirubin ALP Inorganic phosphorus Ca Na K [¢]
gdL g/dL mg/dL mg/dL mg/dL mg/dL UL UL UL UL pmol/L.  mg/dL mg/dL mg/dL U/L mg/dL mg/dL mEq/L mEg/L  mEg/L
M01001 59 3.8 1.81 150 Hi 49 89 75 34 0 127 184 - 16 0.6 0.06 367 5.4 9.7 142 379 106.2
MO01002 6.0 36 1.50 144 36 29 66 74 33 0 91 28.6 14 0.5 0.07 293 5.9 9.8 1423 3.95 105.0
M01003 5.7 3.5 1.59 127 58 19 88 61 30 0 74 7.8 16 0.7 0.04 322 7.0 9.6 143.6 3.98 105.6
MO01004 5.8 36 1.64 142 45 31 79 57 27 0 180 4.2 14 0.5 0.06 344 6.3 10.0 144.1 3.76 107.4
M01005 5.4 34 1.70 139 66 36 99 45 26 0 48 59 13 0.5 0.05 278 6.2 9.7 141.7 § 399 § 1083

Number of males 5 5 5 5 5 H 5 5 5 5 5 5 5 5 5 5 5 s 5 H H

Mean 58 36 1.65 140 51 33 84 62 30 0 104 13.0 15 0.6 0.06 321.00 6.2 9.8 142.7 3.89 106.5

S.D. 0.2 0.1 0.12 9 12 11 12 13 4 0 51 103 1 0.1 0.01 36 0.6 0.2 11 0.11 1.3

§: The re-measurement was carried out because the difference between two measured values exceeded the permissible limit. The values were employed as the data.
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A5 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 28-1-2. Biochemical findings of male rats at the end of the dosing period

2-1BE 15 mgkg

MaleNo. Total protein Albumin AIG Glucose  Total cholesterol  Triglyceride Phospholipid AST ALT +-GTP LDH Bileacid ~ BUN Creatinine  Total bilirubin ALP Inorganic phosphorus Ca Na K Cl
gdL gdL mg/dL mg/dL mg/dL mg/dL UL UL UL UL pmol/L mg/dL mg/dL mg/dL U/L mg/dL mgdL mEq/L mEq/L mEq/L
M02013 55 3.4 1.62 146 51 30 78 84 35 0 197 6.2 15 0.5 0.06 295 6.6 9.8 1425 3.85 106.9
M02014 5.6 3.6 1.80 145 36 66 76 66 36 0 60 94 16 0.5 0.06 415 5.5 9.1 1420 3.86 105.8
M02015 54 3.4 1.70 141 31 47 59 68 39 0 46 9.8 17 0.5 0.05 465 6.1 9.6 142.1 3.59 106.3
M02016 58 3.4 142 133 57 36 81 51 26 0 162 89 i3 0.5 0.05 356 63 9.6 142.9 4.12 106.3
M02017 5.6 3.5 1.67 137 51 34 78 57 32 0 62 8.0 i3 0.5 0.05 366 6.2 96" 1425 3.96 106.9

Number of males 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 s

Mean 56 3.5 1.64 140 45 43 74 65 34 0 105 85 15 0.5 0.05 379 6.1 9.5 1424 3.88 106.4

S.D. 0.1 0.1 0.14 5 i1 15 9 13 5 0 69 1.4 2 0 0.01 64 0.4 0.3 04 0.19 0.5

Significance N§ N§ NS N8 NS NS NS NS N§ NS NS NS NS NS NS NS NS N§ NS NS NS

method AN AN AN AN AN AN AN AN KW AN AN KW DU AN AN 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.

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

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

DU: Analysis by Dunnett's test.

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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REAE S R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 28-1-3. Biochemical findings of male rats at the end of the dosing period

2-IBE 50 mgkg

MaleNo., Total protein Albumin AIG Glucose  Total cholesterol  Triglyceride Phospholipid AST ALT v-GTP LDH Bile acid BUN Creatinine Total bilirubin ALP Inorganic phosphorus Ca Na K Cl
gdL gL mg/dL mgdL mg/dL mg/dL UL UL UL UL  pmoll  mgdL mg/dL mg/dL UL mg/dL mgdl.  mEqL mEgL  mEqL
M03025 5.6 3.6 1.80 150 53 63 88 54 29 0 450 82 i3 0.5 0.07 369 69 102 1432 3.97 1069
M03026 53 3.4 179 143 58 36 89 54 28 1 56 79 16 0.5 0.05 323 6.5 9.3 1414 3.96 1045
M03027 59 3.6 1.57 144 45 51 80 65 29 0 81 6.6 13 0.5 0.06 366 6.6 9.7 1426 377 1059
M03028 57 33 1.38 124 70 43 97 64 27 ] 61 57 13 05 0.04 375 6.5 9.6 142.7 4.02 105.9
M03029 6.2 3.7 1.48 125 52 32 85 59 38 0 191 384 13 0.5 0.07 315 6.6 10.4 143.3 3.88 104.9

Number of males 5 5 s 5 5 5 5 5 5 5 5 s 5 5 5 5 5 s s 5 5

Mean 57 35 1.60 137 56 45 88 59 30 0 168 134 14 05 0.06 350 6.6 9.8 142.6 3.92 105.6

S.D. 0.3 0.2 0.19 12 9 12 6 5 4 0 167 14.0 1 0 0.01 28 0.2 0.5 0.8 0.10 0.9

Significance NS NS NS NS NS NS NS NS N§ NS NS NS NS NS N§ N§ NS NS NS N§ N§

Statistical method AN AN AN AN AN AN AN AN KW AN AN KW DU AN AN AN DU AN AN AN AN

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

NS: Not significantly different {rom the control group.

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

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

DU: Analysis by Dunnett’s test.

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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AEREF R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 28-1-4. Biochemical findings of male rats at the end of the dosing period

2-1BE 150 mgkg

MaleNo. Total protein Albumin A/G Glucose  Total cholesterol  Triglyceride Phospholipid AST ALT ¥-GTP LDH Bile acid BUN Creatinine Total bilirubin ALP Inorganic phosp horus Ca Na K ]
gdL g/dL mg/dL mgdL mg/dL mg/dL UL UL UL UL pmol.  mg/dL mg/dL mg/dL UL mg/dL mg/dL mEq/L mEy/L  mEg/L
M04037 5.9 39 1.95 145 34 41 74 109 59 0 279 211 13 - 0.5 0.09 545 7.1 9.8 1425 3.79 104.1
M04038 50 33 1.94 140 26 49 57 60 26 0 41 123 13 0.5 0.06 310 74 9.4 1425 4.4 107.1
M04039 5.6 3.5 1.67 133 59 42 92 | 26 0 280 48 1 0.5 0.05 261 6.8 10.0 142.7 4.09 106.0
M04040 5.9 3.7 1.68 152 48 118 97 103 70 0 94 7.1 1 05 0.05 334 6.6 9.6 1418 3.96 1044
M04041 5.1 3.2 1.68 104 33 22 57 58 25 0 230 17.4 13 04 0.05 344 6.7 9.6 144 4.21 109.4

Number of males 5 5 5 5 5 5 5 5 5 s 5 H s 5 5 5 5 5 5 5 5

Mean 5.5 3.5 1.78 135 40 54 75 80 41 0 185 125 12 0.5 0.06 359 6.9 9.7 1427 4.04 106.2

$.D. 0.4 0.3 0.15 19 13 37 19 24 22 0 111 6.8 1 0 0.02 109 0.3 0.2 0.8 0.17 2.2

Significance NS NS§ NS NS NS NS N§ NS NS NS NS NS * NS§ N§ N§ * NS NS NS NS

method AN AN AN AN AN AN AN AN KW AN AN KW DU AN AN 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.

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

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

DU: Analysis by Dunnett's test.

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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AERE B R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 28-2-1. Biochemical findings of male rats at the end of the recovery period

Control (vehicle; water for injection)

Male No. Total protein Albumin AG Glucose  Total cholesterot Triglyceride Phospholipid AST ALT ¥-GTP LDH Bile acid BUN Creatinine  Total bilirubin ALP Inorganic phosphorus Ca Na K cl
pdL gdL mg/dL mg/dL mg/dL mgdL uL UL UL UL pmol/L  mgdL mg/dL mydL uL mg/dL mgdl.  mEqL mEgL  mEql
MO01008 54 36 2.00 161 34 34 69 57 25 0 115 8.7 14 0.6 0.08 378 6.7 93 142.2 397 105.5
MO01009 56 39 229 147 50 25 85 65 29 0 279 9.5 15 0.6 0.08 299 74 9.6 1425 4.16 103.3
M01010 57 39 2.17 184 56 20 95 51 24 0 17 104 13 0.7 0.05 3 71 96 1434 6.64 105.1
Mo1011 55 338 2.24 157 44 18 73 57 21 0 177 8.1 15 0.6 0.05 356 7.8 9.1 1425 421 104.5
M01012 5.1 3.5 2.19 128 35 14 60 63 23 0 93 7.2 13 0.6 0.07 250 6.4 8.8 144.1 4.05 108.7

Number of males 5 5 5 5 5 5 5 . 5 5 5 5 5 5 5 5 5 5 5 5 5 5

Mean 55 37 2.18 155 44 22 76 59 24 [ 156 10.8 14 0.6 0.07 331 7.1 93 142.9 4.61 105.4

S.D. 0.2 0.2 0.11 20 9 8 i4 6 3 0 75 4.6 1 0 0.02 55 0.6 0.3 0.8 1.14 2.0
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g5 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 28-2-2. Biochemical findings of male rats at the end of the recovery period

2-IBE 150 my’kg
Male No. Total protein Albumin AG Glucose  Total cholesterol Triglyceride Phospholipid AST ALT y-GTP LbH Bile acid BUN Creatinine  Total bilirubin ALP Inorganic phosphorus Ca Na K Ci
pdL pdL mg/dL mgldL, mgdL mgdL UL UL UL UL pmolL  mg/dL mg/dL mgdL UL mg/dL mgdlL  mEg/L  mEqL  mEqL
M04044 57 37 1.85 132 56 17 82 56 25 0 108 1.7 13 0.6 0.04 192 74 9.5 143.7 4.19 104.8
M04045 49 32 1.88 136 38 27 69 48 24 0 60 58 14 0.6 0.04 185 6.7 84 144.7 3.78 105.7
M04046 56 39 229 162 36 3 67 60 30 0 159 70 15 0.6 0.04 249 6.3 9.4 142.5 4.05 106.2
MO04047 56 38 211 155 44 33 78 60 23 0 236 77 14 0.6 0.04 290 6.7 9.0 142.5 399 105.6
M04048 5.8 3.9 2.05 161 42 20 72 63 27 0 91 16.3 18 0.7 0.05 327 6.2 9.2 143.6 3.89 105.9
Number of males 5 5 5 5 s s 5 s 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 55 37 2.04 149 43 26 74 57 26 0 131 9.7 15 0.6 0.04 249 6.7 9.1 1434 3.98 105.6
S.D. 0.4 0.3 0.18 14 8 7 6 6 3 0 69 43 2 0 0 61 0.5 04 0.9 0.16 0.5
Significance NS NS NS NS NS NS N§ NS NS NS N§ NS NS§ NS * NS N§ NS NS NS NS
Statistical method TT TT TT TT TT TT TT TT TT TT TT TT TT TT AW TT TT TT TT AW AW

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

NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.

AW: Analysis by Aspin-Welch t-test.

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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AERE S R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 29-1-1. Biochemical findings of female rats at the end of the dosing period

Control (vehicle: water for injection)

Female No, Total protein _ Albumin AIG  Glucose Total cholesterol _ Triglycerid Phospholipid _ AST ALT _ yGTP  LDH  Bileasid BUN _ Creatimine  Tolalbilirubin  ALP __ Inorganic phosphorus  Ca Na K [&]
gdL gdL mg/dL mgdL mg/dL mgdL UL UL UL UL pmoll  mgdL mg/dL mg/dL UL my/dL mgdl.  mEqL mEgL  mBqL

F01002 62 73 2.26 104 53 13 108 78 41 ] 87 30.7 16 07 0.10 72 30 98 14038 709 106.8
F01006 55 39 244 118 46 24 88 123 34 0 k3 12 12 06 0.06 124 7.9 106 1453 348 108.4
F01007 62 42 210 124 54 24 92 61 31 0 50 9.1 18 0.6 0.07 183 6.5 96 140.7 3.80 106.1
F01008 49 34 227 137 39 9 7 99 44 0 201 7.0 1 038 0.09 171 7.8 9.4 1444 3.77 108.9
FO1011 58 40 222 128 49 36 9% 75 29 0 141 68 13 06 0.04 158 6.3 9.7 1442 3.64 110.9

"Number of females 5 5 5 5 5 H 5 H H 5 B H 5 5 H H 5 5 H 5 5
Mean 57 40 226 122 48 2 91 87 46 0 1 13.0 14 07 007 162 73 98 143.1 3.76 108.2

SD. 0.5 04 0.12 12 6 10 13 4 22 0 60 10.1 3 0. 0.02 23 0.8 0.5 22 023 19
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HERE S R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 29-1-2. Biochemical findings of female rats at the end of the dosing period

2-1BE 15 mgkg

Female No. Total protein Albumin AIG Glucose  Total Triglyceri P ip AST ALT ¥-GTP LDH Bileacid  BUN Creatinine  Total bilirubin ALP Inorganic phosphorus Ca Na K Cl
gdL g/dL mg/dL mg/dL mg/dL mg/dL UL UL UL UL pumol/L mg/dL mg/dL mg/dL UL mg/dL mgdL mEq/L mEq/L mEq/L
F02013 58 4.0 222 147 49 10 98 84 42 1 80 9.9 3 0.7 0.06 166 6.2 9.3 139.3 4.41 104.3
F02015 6.2 43 226 145 65 21 119 8% 41 0 148 36.0 i5 0.6 0.09 168 5.7 9.7 1412 3.75 106.5
F02017 53 36 212 115 26 34 72 90 46 0 221 286 1 0.5 0.07 205 52 8.7 141.7 340 109.2
F02020 56 37 1.95 122 57 39 102 104 42 0 282 13.4 2] 0.6 0.06 133 7.0 9.6 143.0 398 107.6
F02021 6.0 4.2 2.33 122 63 43 123 61 33 0 65 15.1 11 0.6 0.07 110 6.0 9.6 140.9 3.78 106.9

Number of females 5 5 5 5 5 5 5 5 H 5 5 s s 5 5 5 5 5 5 5 5

Mean 58 40 218 130 52 29 103 86 41 0 159 206 14 0.6 0.07 156 6.0 94 1412 386 106.9

$D. 0.3 0.3 0.15 15 16 14 20 16 5 0 92 11.2 4 0.1 0.01 36 0.7 0.4 13 037 1.8

Significance NS NS NS NS NS§ NS NS NS NS NS NS§ NS NS NS N§ NS > NS N§ N§ NS

method AN AN DU AN AN AN AN AN KW AN AN KW AN AN KwW 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.

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

DU: Analysis by Dunnett's test.

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

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 29-1-3. Biochemical findings of female rats at the end of the dosing period

2-IBE 50 mg/kg
Female No. Total protein Albumin AlG Glucose  Total cholesterol  Triglyceride Phospholipid AST ALT ¥v-GTP LDH Bile acid BUN Creatinine Total bilirubin ALP Inorganic phosphorus Ca Na K Cl
. gdL gdL mg/dL mg/dL mg/dL mg/dL U/L UL U/L UL pmolL  mgdL mg/dL mg/dL U/L mg/dL mg/dL mEq/L mEq/L mEq/L
F03026 53 38 2.53 126 43 58 93 62 39 0 36 62 17 0.5 0.05 124 74 9.6 140.1 4.13 107.0
F03027 55 4.0 267 152 58 28 106 65 34 0 54 156 12 0.6 0.06 128 6.9 88 135.9 449 1053
F03029 6.0 42 233 104 67 31 128 89 44 0 57 160 2 0.6 0.05 152 6.8 9.8 140.8 428 106.6
F03032 5.7 39 217 122 3¢ 39 91 96 45 [ 55 12.5 i7 0.6 0.05 125 6.6 9.7 1414 3.76 1072
F03035 58 4.2 2.63 134 52 49 109 95 45 0 167 14.0 19 0.6 0.05 205 72 9.8 142.5 3.72 107.5
Number of females 5 5 5 5 H 5 5 H 5 s s 5 5 5 5 5 5 5 5 s 5
Mean 57 4.0 247 128 52 41 105 81 41 0 74 129 17 0.6 0.05 147 7.0 9.5 140.9 4.08 106.7
$.D. 0.3 0.2 0.21 18 11 13 15 17 5 0 53 4.0 4 0 0 35 0.3 0.4 1.1 0.33 0.9
Significance NS NS 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 AN AN AN AN KW AN AN KW AN AN KW AN DU AN AN AN AN

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

NS: Not signi ly different from th trol group.

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

DU: Analysis by Dunnett's test.

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

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats
Appendix 29-1-4. Biochemical findings of female rats at the end of the dosing period

2-IBE 150 mgke

Female No. Total protein Albumin AlG Glucose  Total cholesterol  Triglyceride Phospholipid AST ALT ¥-GTP LDH Bile acid BUN Creatinine  Total bilirubin ALP Inorganic phosphorus Ca Na K Cl
ydL gdL mg/dL mgy/dL mg/dL mg/dL UL UL UL unL pmol/L mg/dL mg/dL mg/dL UL mg/dL mg/dL mEq/L mEq/L mEq/L
F04038 55 3.8 224 105 37 31 23 m 57 0 166 129 16 0.6 0.06 278 6.8 9.1 140.2 4.56 106.9
F04039 5.6 3.9 229 124 38 45 89 83 46 0 2 85 15 0.5 0.06 141 6.6 9.5 141.8 4.15 105.8
F04040 5.7 38 2.00 99 55 43 112 83 36 0 241 136 14 0.5 0.06 317 6.0 94 141.0 3.79 106.9
F04041 6.1 4.2 221 123 52 39 110 2 34 [ 367 89 15 0.6 0.04 130 6.3 93 i41.0 4.09 106.9
F04047 5.0 3.5 2.33 116 44 31 83 6] 37 [ 39 8.0 12 0.4 0.05 147 6.9 9.9 142.3 4.00 106.0

Number of females 5 5 s s H 5 5 5 5 s 5 5 5 5 5 5 5 5 5 5 5

Mean 56 38 221 13 45 38 98 83 42 0 177 104 14 0.5 0.05 203 6.5 94 1413 4.12 106.5

S.D. 0.4 0.3 0.13 11 8 7 12 19 10 0 133 2.7 2 0.1 0.01 88 0.4 0.3 0.8 0.28 0.6

Significance NS NS NS NS NS NS NS NS NS N§ NS NS N§ NS NS NS NS NS NS NS NS

Statistical method AN AN DU AN AN AN AN AN KW AN AN KW AN AN KwW 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.

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

DU: Analysis by Dunnett's test.

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

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 29-2-1. Biochemical findings of female rats at the end of the dosing period, satellite group

Control (vehicle: water for injection)

Female No. Total protein Albumin A/G Glucose  Total Trigly ceri P ipid AST ALT y-GTP LDH Bile acid BUN Creatinine  Total bilirubin ALP Inorganic phosphorus Ca Na K Cl
gL wdL myg/dL my/dL mg/dL mgdL uL UL UL uL pmoll  mpdL mg/dL rg/dL unL mgidL mgdl.  mEqL  mEQL  mEqlL
F05049 53 38 2.53 86 35 7 74 85 30 0 58 12.6 16 0.7 0.11 159 51 8.7 142.5 3.67 108.7
F05050 57 38 2.00 143 62 38 13 55 26 1 50 6.4 17 0.6 0.07 223 6.0 9.3 141.1 4.11 1074
F05051 5.7 4.1 2.56 13 76 13 130 54 15 0 48 100 14 0.7 0.08 135 4.6 9.0 143.8 348 1079
F05052 5.9 4.1 228 129 76 14 129 60 21 0 91 65.5 21 08 0.09 169 47 9.4 143.9 338 107.7
F05053 59 4.0 211 113 35 7 106 97 71 0 49 10.3 21 0.7 0.07 147 4.1 8.7 144.6 3.70 110.3

Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5

Mean 5.7 4.0 230 117 61 16 110 70 33 0 59 21.0 18 0.7 0.08 167 4.9 9.0 143.2 367 1084

S.D. 0.2 0.2 0.25 21 17 13 23 20 22 0 18 25.0 3 0.1 0.02 34 0.7 0.3 1.4 0.28 1.2
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 29-2-2. Biochemical findings of female rats at the end of the dosing period, satellite group

2-IBE 150 mghkg

Female No. Total protein Albumin AG Glucose  Total cholesterol  Triglyceride Phospholipid AST ALT 7-GTP LDH Bileacid  BUN Creatinine  Total bilirubin ALP Inorganic phosphorus Ca Na K Cl
g/dL g/dL mg/dL mg/dL mg/dL mg/dL UL U/L U/L UL pmol/L mg/dL my/dL mg/dL UL mg/dL mg/dL mEq/L mEq/L mEq/L
F06059 5.1 38 292 126 60 20 105 68 26 0 48 16.1 11 0.7 0.07 261 62 9.2 140.3 4.44 105.6
F06060 54 3.7 218 102 56 15 94 52 20 0 30 53 19 0.6 0.05 146 4.7 9.2 142.8 3.96 109.0
F06061 59 4.3 2.69 136 36 14 85 48 17 0 47 26.1 15 0.6 0.06 164 42 9.5 141.2 3.92 106.3
F06062 5.8 4.3 287 97 58 17 109 92 38 0 65 227 22 0.7 0.06 150 52 9.5 141.9 379 106.4
F06063 5.2 37 247 123 32 11 68 57 19 0 32 11.4 18 0.6 0.06 173 5.4 8.9 144.4 3.69 109.3

Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 s 5 s 5

Mean 55 4.0 2.63 17 48 15 92 63 24 ] 44 6.3 17 0.6 0.06 179 5.1 9.3 142.1 3.96 107.3

$.D. 0.4 0.3 0.31 17 13 3 16 18 9 0 14 8.4 4 0.1 0.01 47 0.8 0.3 1.6 0.29 1.7

Significance NS N§ N§ NS NS NS NS§ NS NS NS NS NS NS NS * NS NS NS NS NS NS

Statistical method TT TT TT T TT AW TT TT TT TT T TT TT TT TT TT TT TT TT TT TT

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

NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.

AW: Analysis by Aspin-Welch t-test.

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 29-3-1. Biochemical findings of female rats at the end of the recovery period

Control (vehicle: water for injection)

Female No. Total protein Albumin AIG Glucose  Total Triglyceri I3 ipi AST ALT y-GTP LDH Bileacid BUN Creatinine  Total bilirubin ALP Inorganic phosphorus Ca Na K Cl
gdL gdL mg/dL my/dL mg/dL mg/dL UL uL UL UL pmoll  mgdL mgldL mgdL uL mgdL mgdl  mEQL  mEqL  mEqL
FO05054 6.0 37 1.61 115 56 16 108 92 34 0 106 66.4 18 0.6 0.08 176 52 9.7 143.0 3.79 108.8
F05055 56 4.1 273 134 68 17 122 56 24 0 89 15.2 15 0.6 0.08 149 50 9.2 1446 4.07 110.1
F05056 58 43 287 18 70 14 121 57 20 0 67 13.2 18 0.7 0.10 202 51 9.5 1440 3.68 109.0
F05057 57 4.0 235 148 65 12 15 51 18 0 51 3.8 15 0.7 0.06 168 5.6 94 1428 392 109.1
F05058 5.7 4.1 2.56 110 68 17 118 78 36 0 89 21.8 20 0.7 0.08 176 4.8 9.2 142.9 3.52 1084
Number of females 5 5 5 5 5 s 5 5 5 s 5 5 5 5 5 5 5 5 5 5 5
Mean 58 4.0 242 125 65 i5 17 67 26 ] 80 24.1 17 07 0.08 174 5.1 9.4 1435 380 109.1
S.D. 0.2 0.2 0.49 16 6 2 6 17 8 0 21 24.5 2 0.1 0.01 19 0.3 0.2 0.8 0.21 0.6
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 29-3-2. Biochemical findings of female rats at the end of the recovery period

2-IBE 150 mgkg
Female No. Total protein Albumin AG Glucose  Total Trigly ceri I; ipi AST ALT 1-GTP LDH Bile acid BUN Creatinine  Total bilirubin ALP Inorganic phosphorus Ca Na K Cl
gdL wdL mg/dL mgdL mg/dL mg/dL UL UL UL UL amoVL  mgdl mgldL g/dL UL mgldL mgdl. mEQl.  mEQL  mEqL
F06064 6.4 4.6 2.56 124 n 13 129 49 23 0 77 17.4 18 0.7 0.10 245 438 9.6 143.9 4.12 108.8
F06065 6.2 4.6 2.88 127 77 26 140 55 18 0 207 16.0 15 0.7 0.07 264 5.1 95 143.7 3.63 107.6
F06066 57 4.2 2.80 139 65 39 121 79 41 0 77 10.3 16 0.6 0.06 224 52 9.6 142.7 380 108.6
F06067 50 32 1.78 113 40 15 82 60 20 1 273 8.1 i6 0.7 0.06 132 6.3 8.1 143.8 522 1106
F06068 5.9 4.2 247 126 64 19 114 81 32 0 134 13.4 19 0.6 0.06 199 5.0 9.5 143.7 3.39 108.3
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 58 42 2.50 126 63 22 17 65 27 0 154 13.0 17 07 0.07 213 53 9.3 1436 4.13 108.8
S.D. 0.5 0.6 0.44 9 14 11 22 14 10 0 85 3.9 2 0.1 0.02 51 0.6 0.7 0.5 0.63 1.1
Significance NS NS NS NS§ NS NS NS NS NS N§ NS NS NS NS NS NS NS NS NS NS NS
Statistical method AW TT TT TT TT AW AW TT TT TT AW AW TT TT TT TT TT TT TT TT TT

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

NS: Not significantly difTerent from the control group.

AW: Analysis by Aspin-Welch t-test.

TT: Analysis by Student's t-test.

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 30-1-1. Organ weights of male rats at the end of the dosing period

Control (vehicle: water for injection)
Male No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen

weight (g) (mg) (mg/g) (mg) (mg/g) (mg) (mgfg) (mg) (mg/g) (mg) (mg/d (mg) (mg/g) (mg) (me/g) (mg) (mg/g)

M01001 518.9 2033.7 3919 3437 0.662 1690.2 3,257 14074.3 27.123 1593.1 3.070 1610.7 3.104 3203.8 6.174 768.6 1.481
M01002 541.1 21793 4.028 247.7 0458 1379.7 2.550 13079.2 24.172 19221 3.552 1836.1 3.393 3758.2 6.945 970.7 1.794
M01003 495.7 2147.9 4333 290.9 0.587 1622.4 3273 13474.5 27.183 1530.1 3.087 1582.6 3.193 3112.7 6.279 1157.7 2.335
M01004 504.6 2061.3 4.085 360.6 0.715 1263.9 2.505 13092.7 25.947 1501.3 2975 1489.6 2.952 2990.9 5.927 835.9 1.657
M0100s 460.2 2048.8 4.452 397.0 0.863 1386.1 3.012 12409.1 26.965 1430.1 3.108 1467.2 3.188 2897.3 6.296 699.7 1520
MO01006 439.3 2032.7 4.627 262.1 0.597 1132.7 2.578 11000.4 25.041 1439.6 3.277 1366.3 3.110 2805.9 6.387 711.6 1.620
MO01007 502.5 2115.3 4210 310.5 0.618 1502.1 2.989 12291.6 24.461 1623.6 3.231 1507.0 2.999 3130.6 6.230 862.0 1.715
Number of males 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7
Mean 494.6 2088.4 4.236 316.1 0.643 14253 2.881 127745 25.842 15771 3.186 1551.4 3.134 31285 6.320 858.0 1732

S.D. 34.5 59.1 0.250 54.1 0.125 195.9 0.333 990.6 1.294 168.3 0.191 148.7 0.145 310.6 0.311 162.0 0.287
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 30-1-1(continued). Organ weights of male rats at the end of the dosing period

Control (vehicle: water for injection)

& B R-12-014

Male No. Testis (R) Testis (L) Testes Epididymis (R) Epididymis (L) Epididy mides

(mg) (mg/g) (ng) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)

M01001 1748.5 3.370 1750.2 3.373 3498.7 6.743 587.2 1.132 601.4 1.159 1188.6 2.291
M01002 1561.5 2.886 1530.5 2.828 3092.0 5.714 701.9 1.297 641.8 1.186 1343.7 2.483
M01003 1683.4 3.396 1664.9 3.359 33483 6.755 632.0 1.275 614.6 1.240 1246.6 2.515
M01004 1658.0 3.286 1678.1 3.326 3336.1 6.611 631.0 1.250 631.5 1.251 1262.5 2.502
M01005 1703.4 3.701 1655.7 3.598 3359.1 7.299 627.8 1.364 533.6 1.159 1161.4 2.524
MO01006 1619.6 3.687 1588.3 3.616 3207.9 7.302 667.5 1.519 613.7 1.397 1281.2 2916
M01007 17353 3.453 1718.6 3.420 3453.9 6.873 670.6 1.335 662.8 1.319 13334 2.654
Number of males 7 7 7 7 7 7 7 7 7 7 7 7
Mean 1672.8 3.397 1655.2 3.360 3328.0 6.757 645.4 1.310 614.2 1.244 1259.6 2.555
S.D. 66.0 0.275 749 0.261 1394 0.534 374 0.118 41.0 0.088 68.1 0.192
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 30-1-1(continued). Organ weights of male rats at the end of the dosing period

Control (vehicle: water for injection)

B

RERE S R-12-014

Male No. Prostate, ventral Seminal vesicles Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands

(mg) (mg/g) (mg) (mgfg) (mg) (mg/g) (mg) (mglg) (mg) (mg/g) (mg) (mg/g)

MO01001 420.5 0.810 1622.5 3.127 15.6 0.030 22.4 0.043 23.8 0.046 46.2 0.089
MO01002 4222 0.780 2453.3 4.534 20.0 0.037 33.8 0.062 373 0.069 71.1 0.131
MO01003 647.6 1.306 1522.9 3.072 30.2 0.061 28.6 0.058 26.2 0.053 54.8 0.111
MO01004 728.3 1.443 1748.1 3.464 26.8 0.053 31.9 0.063 37.8 0.075 69.7 0.138
MO01005 620.7 1.349 1364.9 2.966 22.3 0.048 225 0.049 20.6 0.045 43.1 0.094
M01006 633.7 1.443 1842.1 4.193 13.9 0.032 25.0 0.057 26.3 0.060 513 0.117
M01007 667.7 1.329 17573 3.497 17.8 0.035 20.7 0.041 23.6 0.047 443 0.088
Number of males 7 7 7 7 7 7 7 7 7 7 7 7
Mean 591.5 1.209 1758.7 3.550 20.9 0.042 26.4 0.053 27.9 0.056 54.4 0.110
S.D. 121.2 0.288 346.1 0.597 5.9 0.012 5.1 0.009 6.8 0.012 11.7 0.020
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Combined repeat dose and reproductive/developmental foxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 30-1-2. Organ weights of male rats at the end of the dosing period

2-IBE 15 mgkg

Male No. Body Brain Thymus Heart Liver Kidney (R} Kidney (L) Kidneys Spleen
weight (g) (mg) (mg/g) (mg (mg/g) (mg) (mgfg) (mg) (mg/g) (mg) (mg/p) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)
M02013 41.4 2054.4 4.654 157.9 0358 1313.7 2976 10815.2 24,502 14256 3.230 13332 3.020 2758.8 6.250 723.9 1.640
M02014 452.0 1979.2 4.379 355.0 0.785 14511 3210 12108.5 26.789 14113 3.122 1409.5 3.118 2820.8 6.241 746.4 1.651
M02015 431.1 1997.3 4.633 256.6 0595 1321.7 3.066 10298.5 23.889 1298.8 3.013 1282.2 2.974 2581.0 5.987 656.2 1.522
M02016 540.6 2036.5 3.767 399.0 0.738 1559.1 2.884 14120.2 26.119 15714 2.907 1676.7 3.102 3248.1 6.008 770.2 1425
M02017 480.6 2047.3 . 4260 502.1 1.045 1522.1 3.167 12654.2 26.330 13846 2.881 1441.4 2.999 2826.0 5.880 832.9 1.733
M02018 426.1 1940.4 4.554 256.8 0.603 12544 2.944 10066.5 23.625 13715 3.219 1423.4 3.341 27949 6.559 798.4 1874
MO02019 458.8 2019.0 4.401 2119 0462 1513.8 3.299 12605.8 27.476 1650.2 3.597 15453 3.368 31955 6.965 821.6 1.791
M02020 547.7 2120.7 3.872 250.0 0456 1529.6 2.793 15126.7 27.619 1858.7 3.394 2059.6 3.760 39183 7154 1004.0 1.833
MO02021 5272 2196.0 4.165 447.5 0.849 1541.7 2.924 14295.2 27.115 1668.7 3.165 1683.0 3,192 3351.7 6.358 1165.7 2211
M02022 473.3 2064.7 4.362 291.4 0.616 1414.7 2.989 11957.7 25.265 1465.0 3.095 1414.0 2,988 2879.0 6.083 1165.2 2462
M02023 531.0 2062.5 3.884 329.0 0.620 1646.2 3.100 12887.9 24.271 17389 3.275 1695.5 3.193 34344 6.468 7285 1372
M02024 510.5 2011.8 3.941 321.4 0.630 1855.2 3.634 13272.3 25.999 1568.6 3.073 1587.8 3.110 3156.4 6.183 1004.8 1.968
Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 485.0 2044.2 4.239 3149 0.646 1493.6 3.082 125174 25.750 15344 3.164 1546.0 3.180 3080.4 6.345 868.2 1.790
8.D. 44.5 66.5 0311 99.2 0.188 162.5 0.226 1583.4 1.411 169.8 0.201 213.3 0.224 376.0 0.390 173.7 0315
Significance NS NS 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 DU DU

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.

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

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 30-1-2(continued). Organ weights of male rats at the end of the dosing period

2-IBE 15 mgkg

Male No. Testis (R) Testis (L) Testes Epididymis (R) Epididymis (L) Epididy mides
(mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)
M02013 1620.3 3.671 - 1593.8 3.611 3214.1 7.282 595.0 1.348 571.7 1.309 1172.7 2.657
M02014 1643.7 3.637 1649.6 3.650 32933 7.286 549.2 1.215 557.7 1.234 1106.9 2.449
M02015 1608.7 3.732 1609.6 3.734 3218.3 7.465 625.5 1.451 584.5 1.356 1210.0 2.807
MO02016 1939.4 3.587 2027.7 3.751 3967.1 7.338 621.9 1.150 680.1 1.258 1302.0 2.408
M02017 1769.3 3.681 1670.2 3475 3439.5 7.157 680.9 1.417 650.1 1.353 1331.0 2.769
M02018 1656.7 3.888 1587.0 3.724 3243.7 7.613 627.1 1.472 624.9 1.467 1252.0 2.938
M02019 1734.2 3.780 1744.2 3.802 3473.4 7.582 615.9 1.342 633.8 1.381 1249.7 2.724
M02020 1772.6 3.236 1728.5 3.156 3501.1 6.392 647.6 1.182 624.5 1.140 1272.1 2.323
M02021 1643.7 3.118 1646.7 3.123 3290.4 6.241 642.4 1219 642.6 1.219 1285.0 2437
M02022 1608.3 3.398 1595.6 3.371 32039 6.769 634.2 1.340 613.4 1.296 1247.6 2.636
M02023 1651.3 3.110 1635.1 3.079 3286.4 6.189 5745 1.082 584.0 1.100 1158.5 2.182
M02024 1703.1 3.336 1698.4 3.327 3401.5 6.663 636.3 1.246 621.8 1.218 1258.1 2.464
Number of males 12 12 12 12 12 12 12 12 12 12 12 12
Mean 1695.9 3.515 1682.2 3.484 3378.1 6.998 620.9 1.289 616.3 1.278 1237.1 2.566
S.D. 96.3 0.265 120.6 0.266 2133 0.522 347 0.125 34.9 0.104 64.3 0.223
Significance NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method KW AN KW AN KwW AN AN AN AN AN 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 layout).

DU: Analysis by Dunnett's test.

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

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 30-1-2(continued). Organ weights of male rats at the end of the dosing period

HERE B R-12-014

2-IBE 15 mgkg
Male No. Prostate, ventral Seminal vesicles Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands

(mg) (mg/g) (mg) (mglp) (mg) (mg'g) (mg) (ngp) (mg) (mgp) (mg) (mge)

M02013 587.4 1.331 1891.1 4.284 16.6 0.038 30.4 0.069 28.6 0.065 59.0 0.134
M02014 635.3 1.406 1539.2 3.405 25.8 0.057 25.0 0.055 223 0.049 47.3 0.105
M02015 745.7 1.730 1235.5 2.866 27.8 0.064 30.1 0.070 293 0.068 59.4 0.138
M02016 612.3 1.133 1450.8 2.684 32.9 0.061 22.7 0.042 294 0.054 52.1 0.096
M02017 561.6 1.169 1802.7 3.751 16.5 0.034 25.1 0.052 24.6 0.051 49.7 0.103
M02018 389.6 0.914 1742.7 4.090 17.0 0.040 25.3 0.059 26.9 0.063 522 0.123
M02019 824.2 1.796 1947.8 4.245 19.1 0.042 22.6 0.049 27.9 0.061 50.5 0.110
M02020 790.9 1.444 1420.6 2.594 21.0 0.038 24.5 0.045 25.7 0.047 50.2 0.092
M02021 478.2 0.907 1678.5 3.184 18.8 0.036 31.1 0.059 32.9 0.062 64.0 0.121

M 02022 507.7 1.073 1629.5 3.443 21.2 0.045 23.7 0.050 253 0.053 49.0 0.104
M02023 503.8 0.949 1451.2 2.733 16.6 0.031 22.8 0.043 26.9 0.051 49.7 0.094
M02024 607.7 1.190 1735.9 3.400 16.1 0.032 37.2 0.073 356 0.070 72.8 0.143
Number of males 12 12 12 12 12 12 12 12 12 12 12 12
Mean 603.7 1.254 1627.1 3.390 20.8 0.043 26.7 0.056 28.0 0.058 54.7 0.114

S.D. 130.6 0.297 212.6 0.606 54 0.011 45 0.011 3.6 0.008 7.6 0.018
Significance 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

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).

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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AEBRE 5 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 30-1-3. Organ weights of male rats at the end of the dosing period

2-IBE 50 mgkg

Male No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen
weight (g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/e) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)
MO03025 570.7 2205.9 3.865 255.4 0.448 1659.9 2.909 15595.2 27.326 19744 3.460 1843.1 3.230 3817.5 6.689 1119.7 1.962
M03026 4782 1967.9 4.115 221.2 0.463 1452.8 3.038 12547.4 26.239 1399.9 2.927 1454.4 3.041 2854.3 5.969 1095.8 2292
MO03027 530.5 2065.1 3.893 3874 0.730 1474.4 2.779 14400.7 27.146 1603.6 3.023 1574.1 2,967 3177.7 5.990 994.6 1.875
MO03028 544.7 2155.6 3.957 350.1 0.643 1652.9 3.035 14205.0 26.079 16445 3.019 1665.6 3.058 3310.1 6.077 790.8 1452
MO03029 472.0 2051.1 4.346 3572 0.757 1463.0 3.100 13163.6 27.889 1849.6 3919 1684.8 3.569 35344 7.488 965.7 2.046
MO03030 428.5 2050.3 4.785 270.2 0.631 1260.2 2.941 10359.6 24.176 13477 3.145 1443.4 3.368 2791.1 6.514 693.9 1.619
M03031 504.7 2095.5 4.152 3109 0.616 1436.7 2.847 13159.1 26.073 13934 2,761 1356.1 2.687 2749.5 5.448 883.7 1.751
M03032 5315 1993.3 3.750 3045 0.573 17333 3.261 15470.9 29.108 1964.0 3.695 1868.8 3.516 3832.8 7.211 1339.0 2519
M03033 508.8 20423 4.014 3439 0.676 1459.8 2.869 15085.5 29.649 1938.7 3.810 2039.3 4.008 3978.0 7.818 887.6 1.744
M03034 462.9 2071.1 4.474 320.5 0.692 1386.9 2.996 11987.6 25.897 1519.8 3.283 14233 3.075 2943.1 6.358 794.6 17117
MO03035 497.9 2073.7 4.165 354.2 0.711 1421.4 2.855 122529 24.609 17423 3.499 1721.1 3.457 3463.4 6.956 979.1 1.966
M03036 533.0 2124.7 3.986 318.4 0.597 1655.9 3.107 15082.3 28.297 1981.7 3.718 1978.4 3.712 3960.1 7.430 1079.0 2.024
Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 505.3 2074.7 4.125 316.2 0.628 1504.8 2.978 13609.2 26.874 1696.6 3.355 1671.0 3.307 3367.7 6.662 968.6 1914
S.D. 39.9 65.4 0.291 47.8 0.097 139.4 0.138 1632.0 1.681 2446 0.383 227.7 0.368 464.8 0.730 175.9 0.292
Significance NS NS 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 DU DU

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.

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

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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HEREF R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 30-1-3(continued). Organ weights of male rats at the end of the dosing period

2-IBE 50 mgkg
Male No. Testis (R) Testis (L) Testes Epididymis (R) Epididy mis (L) Epididy mides

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

M03025 1758.1 3.081 1746.0 3.059 3504.1 6.140 654.7 1.147 7114 1.247 1366.1 2.394
M03026 1626.9 3.402 1653.4 3.458 3280.3 6.860 587.6 1.229 560.3 1.172 1147.9 2.400
M03027 1763.4 3.324 1741.9 3.284 3505.3 6.608 628.2 1.184 589.8 1.112 1218.0 2.296
M03028 1614.1 2.963 1631.7 2.996 3245.8 5.959 547.2 1.005 526.5 0.967 1073.7 1971
M03029 1559.8 3.305 1556.6 3.298 3116.4 6.603 602.6 1277 625.2 1.325 1227.8 2.601

M 03030 1528.5 3.567 1509.2 3.522 3037.7 7.089 591.7 1.381 572.9 1.337 1164.6 2.718
M03031 1399.0 2772 1395.7 2.765 2794.7 5.537 572.8 1.135 568.4 1.126 1141.2 2.261
M03032 1742.9 3.279 1648.5 3.102 3391.4 6.381 567.0 1.067 557.6 1.049 1124.6 2.116
M03033 1698.0 3.337 1640.4 3.224 33384 6.561 623.0 1.224 604.6 1.188 1227.6 2.413
M03034 1696.7 3.665 1609.5 3.477 3306.2 7.142 644.0 1.391 603.3 1.303 12473 2.695
M03035 1463.8 2.940 1443.6 2.899 2907.4 5.839 615.7 1.237 602.7 1210 1218.4 2.447
M03036 1600.4 3.003 1618.4 3.036 3218.8 6.039 643.6 1.208 633.1 1.188 1276.7 2.395
Number of males 12 12 12 12 12 12 12 12 12 12 12 12
Mean 1621.0 3.220 1599.6 3.177 3220.5 6.397 606.5 1.207 596.3 1.185 1202.8 2.392

S.D. 1177 0.269 107.0 0.240 2215 0.504 34.0 0.113 473 0.111 78.0 0.218
Significance NS NS N§ NS NS NS NS NS NS NS NS NS
Statistical method KW AN KW AN KW AN AN AN AN AN 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 layout).

DU: Analysis by Dunnett's test.

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

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 30-1-3(continued). Organ weights of male rats at the end of the dosing period

RERE B R-12-014

2-IBE 50 mgkg
Male No. Prostate, ventral Seminal vesicles Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands
(mg) (mg/p) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)
M03025 734.6 1.287 1650.2 2.892 17.9 0.031 29.0 0.051 284 0.050 574 0.101
M03026 648.9 1.357 1457.1 3.047 18.5 0.039 212 0.044 235 0.049 447 0.093
M03027 634.0 1.195 1658.0 3.125 21.1 0.040 273 0.051 26.7 0.050 54.0 0.102
M03028 643.3 1.181 2153.7 3.954 29.9 0.055 28.7 0.053 30.6 0.056 59.3 0.109
M03029 740.2 1.568 1703.2 3.608 23.0 0.049 243 0.051 26.7 0.057 51.0 0.108
M03030 551.7 1.288 1860.4 4.342 13.0 0.030 24.0 0.056 32.0 0.075 56.0 0.131
M03031 518.3 1.027 1398.5 2,771 22.1 0.044 32.1 0.064 308 0.061 62.9 0.125
M03032 616.9 1.161 1692.7 3.185 22.8 0.043 24.2 0.046 264 0.050 50.6 0.095
M03033 559.9 1.100 1919.4 3.772 15.1 0.030 34.1 0.067 356 0.070 69.7 0.137
MO03034 635.0 1.372 1953.7 4.221 25.8 0.056 26.2 0.057 28.7 0.062 54.9 0.119
MO03035 786.1 1.579 1622.0 3.258 16.4 0.033 229 0.046 244 0.049 473 0.095
MO03036 489.5 0.918 1591.7 2.986 20.5 0.038 327 0.061 352 0.066 679 0.127
Number of males 12 12 12 12 12 12 12 12 12 12 12 12
Mean 629.9 1.253 1721.7 3.430 20.5 0.041 272 0.054 29.1 0.058 56.3 0.112
S.D. 912 0.199 215.4 0.533 4.7 0.009 4.2 0.007 3.9 0.009 7.7 0.015
Significance 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

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).

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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REREF R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 30-1-4. Organ weights of male rats at the end of the dosing period

2-IBE 150 mgrkg

Male No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen
weight (g) (mg) (mg/g) (mg) (mg/g) (mg) (mgg) (mg) (mg) (mg) (mg/s) (mg) (mg'y) (mg) (mg/g) (mg) (mg/g)
M04037 450.2 2085.7 4.633 203.6 0452 13485 2.995 11234.5 24.954 1615.7 3.589 1463.1 3.250 3078.8 6.839 1150.6 2.556
M04038 453.5 1870.4 4.124 242.5 0.535 1465.4 3.231 11768.6 25.951 15554 3.430 1676.8 3.697 3232.2 7.127 1168.1 2,576
M04039 498.4 1978.6 3.970 2235 0448 1446.1 2.901 14530.9 29.155 1781.0 3573 1779.5 3.570 3560.5 7.144 1892.0 3.796
M04040 556.0 1995.0 3.588 304.9 0.548 1538.3 2.767 16027.3 28.826 1584.7 2.850 1538.2 2.767 31229 5.617 1237.3 2225
M04041 420.5 1925.1 4.578 2155 0.512 1231.6 2.929 99163 23.582 1406.5 3.345 1404.8 3.341 28113 6.686 1129.9 2.687
M04042 529.1 2098.4 3.966 373.8 0.706 1828.2 3.455 16286.7 30.782 20579 3.889 1981.4 3.745 4039.3 7.634 1451.7 2.744
M04043 510.7 2048.6 4.011 467.7 0.916 1723.5 3.375 14518.7 28.429 1598.9 3.131 1601.9 3.137 3200.8 6.267 1552.0 3.039
Number of males 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7
Mean 488.3 2000.3 4.124 290.2 0.588 1511.7 3.093 13469.0 27.383 16572 3.401 1635.1 3.358 32923 6.759 1368.8 2.803
S.D. 48.5 83.9 0.368 98.8 0.168 207.1 0.261 2490.6 2.591 208.0 0.338 198.2 0.346 397.4 0.659 281.8 0.501
Significance N§ N8 NS NS NS NS NS NS NS NS NS NS NS NS NS ** hoid
Statistical method AN AN AN AN AN AN AN AN AN AN AN AN AN AN AN DU DU

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.

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

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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HEREF R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 30-1-4(continued). Organ weights of male rats at the end of the dosing period

2-IBE 150 mgkg

Male No. Testis (R) Testis (L) Testes Epididymis (R) Epididymis (L) Epididy mides
(mg) (mglg) (mg) (mg/g) (mg) (mg/g) (mg) (mglg) (mg) {(mg/g) (mg) (mg/g)
MO04037 17744 3.941 1719.1 3.819 3493.5 7.760 731.4 1.625 688.7 1.530 1420.1 3.154
MO04038 1522.5 3.357 1520.6 3.353 3043.1 6.710 628.0 1.385 589.8 1.301 1217.8 2.685
M04039 1315.8 2.640 1291.0 2.590 2606.8 5.230 539.4 1.082 543.3 1.090 1082.7 2.172
M04040 1651.4 2.970 1693.5 3.046 33449 6.016 651.2 1.171 624.0 1.122 1275.2 2.294
M04041 1404.7 3.341 1377.9 3.277 2782.6 6.617 631.7 1.502 573.7 1.364 1205.4 2.867
M04042 1700.0 3.213 1646.7 3.112 3346.7 6.325 590.4 1.116 661.6 1.250 1252.0 2.366
M04043 1935.3 3.790 1974.9 3.867 39102 7.657 695.2 1.361 661.5 1.295 1356.7 2.657
Number of males 7 7 7 7 7 7 7 7 7 7 7 7
Mean 1614.9 3.322 1603.4 3.295 32183 6.616 638.2 1.320 620.4 1.279 1258.6 2.599
S.D. 215.6 0.448 229.7 0.447 4437 0.891 63.6 0.205 53.4 0.148 109.1 0.346
Significance NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method KW AN KW AN KW AN AN AN AN AN 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 layout).

DU: Analysis by Dunnett's test.

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

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
"NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 30-1-4(continued). Organ weights of male rats at the end of the dosing period

REBRE 5 R-12-014

2-IBE 150 mg/kg
Male No. Prostate, ventral Seminal vesicles Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands

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

M04037 644.7 1.432 1946.5 4324 15.3 0.034 20.7 0.046 23.2 0.052 439 0.098
M04038 762.9 1.682 1640.0 3.616 22.1 0.049 28.3 0.062 30.6 0.067 58.9 0.130
M04039 653.9 1.312 1827.1 3.666 19.5 0.039 349 0.070 33.6 0.067 68.5 0.137
M04040 755.2 1.358 2196.4 3.950 27.6 0.050 31.0 0.056 323 0.058 63.3 0.114
M04041 642.2 1.527 2002.6 4.762 16.2 0.039 26.7 0.063 27.1 0.064 53.8 0.128
M04042 483.7 0.914 1310.1 2476 20.8 0.039 254 0.048 22.8 0.043 48.2 0.091
M04043 469.8 0.920 1450.2 2.840 26.6 0.052 27.8 0.054 28.9 0.057 56.7 0.111
Number of males 7 7 7 7 7 7 7 7 7 7 7 7
Mean 630.3 1.306 1767.6 3.662 212 0.043 27.8 0.057 284 0.058 56.2 0.116

S.D. 116.4 0.292 316.5 0.797 4.7 0.007 4.4 0.009 42 0.009 8.5 0.017
Significance 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

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).

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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RERE B R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 30-2-1. Organ weights of male rats at the end of the recovery period

Control (vehicle: water for injection)
Male No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen

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

M01008 465.8 1901.1 4.081 242.9 0.521 1318.7 2.831 11072.7 23.771 1436.6 3.084 1414.1 3.036 2850.7 6.120 879.6 1.888
M01009 565.1 2057.2 3.640 186.4 0330 1662.2 2.941 13829.7 24.473 17574 3.110 1766.5 3.126 3523.9 6.236 767.7 1.359
M01010 427 1999.8 4517 242.0 0.547 1299.3 2.935 114426 25.847 1351.2 3.052 1406.7 3178 27579 6230 736.0 1.663
Mo1011 458.1 1930.8 4215 295.6 0.645 1397.2 3.050 11208.4 24.467 15152 3.308 1478.4 3.227 2993.6 6.535 817.2 1.784
M01012 465.2 1938.5 4.167 239.3 0.514 1289.2 2.771 9983.1 21.460 1365.0 2.934 1317.5 2.832 2682.5 5.766 718.9 1.545
Number of males 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 479.4 1965.5 4.124 2412 0511 1393.3 2.906 11507.3 24.004 1485.1 3.098 1476.6 3.080 2961.7 6.177 783.9 1.648

S.D. 48.8 62.6 0316 38.6 0.114 156.2 0.108 1414.1 1.609 165.6 0.136 171.9 0.156 335.0 0.277 65.3 0.206
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 30-2-1(continued). Organ weights of male rats at the end of the recovery period

RERE S R-12-014

Control (vehicle: water for injection)
Male No. Testis (R) Testis (L) Testes Epididymis (R) Epididy mis (L) Epididymides

(mg) (mglg) (mg) (mglg) (wg) (mglg) (mg) (mgle) (mg) (mge) (mg) (mglg)

M01008 1878.3 4.032 1811.6 3.889 3689.9 7.922 675.4 1.450 647.6 1.390 1323.0 2.840
MO01009 1909.7 3.379 1907.9 3.376 3817.6 6.756 673.9 1.193 695.6 1.231 1369.5 2.423
M01010 1777.8 4.016 1831.4 4.137 3609.2 8.153 616.6 1.393 623.1 1.407 1239.7 2.800
M01011 1617.1 3.530 1551.8 3.387 3168.9 6.917 588.9 1.286 601.1 1.312 1190.0 2.598
MO01012 1651.5 3.550 1688.2 3.629 3339.7 7.179 600.4 1.291 632.5 1.360 1232.9 2.650
Number of males 5 5 5 5 5 5 5 5 5 5 5 5
Mean 1766.9 3.701 1758.2 3.684 3525.1 7.385 631.0 1.323 640.0 1.340 1271.0 2.662

S.D. 131.0 0.302 139.8 0.329 265.1 0.620 41.0 0.100 354 0.071 73.1 0.167
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 30-2-1(continued). Organ weights of male rats at the end of the recovery period

Control (vehicle: water for injection)

REREE R-12-014

Male No. Prostate, ventral Seminal vesicles Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands
(mg) (mglg) (mg) (mglg) (mg) (mglg) (wg) (mglg) @9 (mgg) (mg) (mgp)
M01008 432.0 0.927 915.8 1.966 259 0.056 26.5 0.057 25.8 0.055 52.3 0.112
M01009 7323 1.296 1432.7 2.535 17.5 0.031 29.7 0.053 31.9 0.056 61.6 0.109
M01010 745.0 1.683 1324.0 2.991 18.1 0.041 23.0 0.052 25.7 0.058 48.7 0.110
M01011 534.2 1.166 1312.6 2.865 18.1 0.040 20.4 0.045 23.1 0.050 435 0.095
M01012 512.1 1.101 1216.4 2.615 13.6 0.029 21.2 0.046 22.7 0.049 439 0.094
Number of males 5 5 5 5 5 5 5 5 5 5 5 5
Mean 591.1 1.235 1240.3 2.594 18.6 0.039 242 0.051 25.8 0.054 50.0 0.104
S.D. 140.0 0.284 196.9 0.397 45 0.011 39 0.005 3.7 0.004 7.4 0.009
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 30-2-2. Organ weights of male rats at the end of the recovery period

2-1BE 150 mg/kg

REREE R-12-014

Male No. Body Prostate, ventral Seminal vesicles Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands
_weight (g) (mg) (mg/g) (mg (mg/g) (mg) (mg/e) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)
M04044 5179 675.3 1.304 1983.3 3.830 15.1 0.029 34.8 0.067 34.0 0.066 68.8 0.133
MO04045 488.0 540.9 1.108 1278.0 2.619 21.2 0.043 24.6 0.050 26.0 0.053 50.6 0.104
M04046 513.6 790.4 1.539 2033.2 3.959 18.8 0.037 203 0.040 21.0 0.041 41.3 0.080
M04047 596.9 556.2 0.932 999.8 1.675 19.1 0.032 321 0.054 32.8 0.055 64.9 0.109
M04048 478.2 411.9 0.861 1452.1 3.037 12.8 0.027 21.6 0.045 25.0 0.052 46.6 0.097
Number of males 5 5 5 5 5 S 5 5 5 5 5 5 5
Mean 518.9 594.9 1.149 1549.3 3.024 174 0.034 26.7 0.051 27.8 0.053 544 0.105
S.D. 46.7 143.7 0.277 449.3 0.936 3.4 0.006 6.4 0.010 5.5 0.009 11.9 0.019
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method TT TT TT TT TT TT TT TT TT T TT TT TT

Significantly different from the control group (*: P<0.053, **: P<0.01).
NS: Not significantly different from the control group.
TT: Analysis by Student's t-test.
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 30-2-2(continued). Organ weights of male rats at the end of the recovery period

2-IBE 150 mgkg

Male No. Testis (R) Testis (L) Testes Epididymis (R) Epididymis (L) Epididymides
(mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg'g) (mg) (mg/g) (mg) (mgg)
M04044 1672.2 3.229 1604.6 3.098 3276.8 6.327 695.8 1.344 613.8 1.185 1309.6 2.529
M04045 1735.8 3.557 1677.6 3.438 3413.4 6.995 616.5 1.263 626.2 1.283 1242.7 2.547
M04046 1547.9 3.014 1606.5 3.128 3154.4 6.142 647.0 1.260 578.0 1.125 1225.0 2.385
M04047 1903.1 3.188 20272 3.396 3930.3 6.585 640.3 1.073 647.0 1.084 1287.3 2.157
M04048 1476.3 3.087 1551.4 3.244 3027.7 6.331 572.0 1.196 583.8 1.221 1155.8 2417
Number of males S 5 5 5 5 5 5 5 5 5 5 5
Mean 1667.1 3.215 1693.5 3.261 3360.5 6.476 634.3 1.227 609.8 1.180 1244.1 2.407
S.D. 166.6 0.209 191.9 0.153 349.2 0.330 452 0.101 29.0 0.078 59.8 0.156
Significance NS * NS * NS * NS NS NS ok NS *
Statistical method TT TT TT TT TT TT TT TT TT TT TT TT

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

NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.

AW: Analysis by Aspin-Welch t-test.

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 30-2-2(continued). Organ weights of male rats at the end of the recovery period

HEBREE R-12-014

2-IBE 150 mg/kg

Male No. Prostate, ventral Seminal vesicles Thyroid gland . Adrenal gland (R) Adrenal gland (L) Adrenal glands
(mg) (mg/g) (mg) (mg'g) (mg) (mg/e) (mg) (mgg) (mg) (mg/g) (mg) (mgg)
M04044 675.3 1.304 1983.3 3.830 15.1 0.029 34.8 0.067 34.0 0.066 68.8 0.133
M04045 540.9 1.108 1278.0 2.619 21.2 0.043 24.6 0.050 26.0 0.053 50.6 0.104
M04046 790.4 1.539 2033.2 3.959 18.8 0.037 203 0.040 21.0 0.041 41.3 0.080
M04047 556.2 0.932 999.8 1.675 19.1 0.032 32.1 0.054 32.8 0.055 64.9 0.109
M 04048 4119 0.861 1452.1 3.037 12.8 0.027 21.6 0.045 25.0 0.052 46.6 0.097
Number of males 5 5 5 5 5 5 5 5 5 5 5 5
Mean 594.9 1.149 1549.3 3.024 174 0.034 26.7 0.051 27.8 0.053 54.4 0.105
SD. 143.7 0.277 4493 0.936 34 0.006 64 0.010 55 0.009 119 0.019
Significance NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method TT T TT TT T TT TT TT TT T TT TT

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

TT: Analysis by Student's t-test.
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 31-1-1. Organ weights of female rats at the end of the dosing period

Control (vehicle: water for injection)

Female No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen
weight (g) (mg) (mg/g) (mg) (mg/g) (mg) (mgfg) (mg) (mg/g) (mg) (mg'g) (mg) (ng/p) (mg) (mg/g) (mg) (mg/g)
F01001 2723 1921.9 7.058 145.9 0536 10843 3.982 97152 35.678 9143 3.358 900.0 3.305 18143 6.663 870.9 3.198
F01002 3133 1964.6 6.271 1394 0445 879.8 2.808 9613.7 30.685 997.7 3.184 975.2 3113 1972.9 6.297 674.9 2154
F01003 316.0 1883.7 5.961 2254 0.713 981.0 3.104 9537.5 30.182 907.9 2.873 899.3 2.846 1807.2 5719 674.7 2135
F01004 274.1 1830.6 6.679 100.7 0.367 923.2 3.368 87974 32.09 878.1 3.204 851.9 3.108 1730.0 6.312 738.9 2696
F01005 311.7 1870.2 6.000 212.7 0.682 918.1 2.945 9299.4 29.834 10336 3.316 997.9 3.201 2031.5 6.517 611.6 1962
F01006 292.6 1816.4 6.208 127.9 0437 945.8 3.232 9343.7 31.933 875.9 2,994 905.5 3.095 1781.4 6.088 681.0 2.327
F01007 329.0 1838.1 5.587 1459 0.443 1056.4 3.211 9610.6 29.212 953.6 2.898 10274 3.123 1981.0 6.021 7125 2.166
F01008 2770 2001.7 7.226 64.0 0.231 874.0 3.155 9310.6 33.612 1054.5 3.807 955.4 3.449 2009.9 7.256 525.5 1.897
F01009 296.8 1834.9 6.182 188.6 0.635 1025.3 3.455 10112.8 34,073 9283 3.128 914.0 3.080 18423 6.207 654.4 2205
F01010 297.9 1825.7 6.129 146.7 0492 976.5 3.278 10007.7 33.594 974.8 3272 898.2 3.015 1873.0 6.287 673.0 2259
FO1011 320.5 1872.2 5.841 1825 0.569 999.8 3.120 9026.8 28.165 992.5 3.097 1013.2 3.161 2005.7 6.258 701.1 2188
F01012 371.8 2079.7 5.594 297.9 0.801 1111.8 2.990 11362.5 30.561 1306.2 3.513 1202.4 3234 2508.6 6.747 880.3 2.368
Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 306.1 1895.0 6.228 164.8 0.529 981.3 3.221 9644.8 31.635 984.8 3.220 961.7 3.144 1946.5 6.364 699.9 2.296
S.D. 27.9 82.2 0.521 61.7 0.161 77.5 0.300 656.5 2.249 1164 0.263 93.3 0.149 204.5 0.395 98.2 0.348
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 31-1-1(continued). Organ weights of female rats at the end of the dosing period

Control (vehicle: water for injection)

HEBRE S R-12-014

Female No. Ovary (R) QOvary (L) Ovaries Uterus Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands
(mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/p) (mg (mg/g) (mg) (mge) (mg) (mg/g)
F01001 422 0.155 36.6 0.134 78.8 0.289 616.5 2.264 21.4 0.079 326 0.120 313 0.115 63.9 0.235
F01002 429 0.137 52.5 0.168 954 0.305 468.3 1.495 12.9 0.041 345 0.110 354 0.113 69.9 0.223
F01003 57.6 0.182 54.0 0.171 111.6 0.353 653.6 2.068 214 0.068 318 0.101 315 0.100 63.3 0.200
F01004 57.6 0.210 55.9 0.204 1135 0414 669.4 2442 13.6 0.050 30.1 0.110 29.0 0.106 59.1 0.216
F01005 41.0 0.132 34.6 0.111 75.6 0.243 518.1 1.662 19.2 0.062 314 0.101 37.1 0.119 68.5 0.220
F01006 64.5 0.220 78.9 0.270 143.4 0.490 736.0 2515 17.3 0.059 324 0.111 39.8 0.136 72.2 0.247
F01007 64.7 0.197 46.4 0.141 111.1 0.338 631.0 1918 26.0 0.079 330 0.100 35.7 0.109 68.7 0.209
F01008 483 0.174 56.0 0.202 104.3 0.377 638.8 2,306 137 0.049 295 0.106 323 0.117 61.8 0.223
F01009 39.1 0.132 61.3 0.207 100.4 0.338 8243 2,777 14.8 0.050 312 0.105 310 0.104 622 0.210
F01010 439 0.164 414 0.139 90.3 0.303 778.9 2.615 223 0.075 328 0.110 316 0.106 64.4 0.216
FO1011 67.0 0.209 454 0.142 1124 0.351 695.0 2,168 19.3 0.060 305 0.095 345 0.108 65.0 0.203
F01012 45.0 0.121 66.9 0.180 111.9 0.301 762.6 2.051 19.9 0.054 28.5 0.077 32.6 0.088 61.1 0.164
Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 51.6 0.169 52.5 0.172 104.1 0.342 666.0 2.190 18.5 0.061 315 0.104 335 0.110 65.0 0.214
SD. 10.2 0.035 12.8 0.044 18.1 0.064 103.8 0.379 4.1 0.013 1.7 0.011 3.1 0.012 4.0 0.020
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 31-1-2. Organ weights of female rats at the end of the dosing period

2-IBE 15 mgkg

Female No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen
weight (g) (mg) (mg/p) (mg) (mg/g) (mg) (mgfg) (mg) (mglg) (mg) (mg/p) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)
F02013 - 298.9 1893.5 6.335 153.8 0.515 955.7 3.197 9961.0 33.326 892.0 2.984 935.6 3.130 1827.6 6.114 721.2 2413
F02014 301.9 1941.7 6.432 176.5 0.585 951.1 3.150 10654.2 35.290 968.8 3.209 963.3 3.191 1932.1 6.400 748.5 2479
F02015 305.3 1792.9 5.873 251.7 0.824 947.0 3.102 95109 31.153 9643 3.159 930.9 3.049 1895.2 6.208 626.2 2.051
F02016 286.0 1863.6 6.516 16%.6 0.593 8779 3.070 9034.4 31.589 10222 3.574 983.8 3440 2006.0 7014 681.6 2.383
F02017 336.7 1976.3 5.870 2528 0.751 1095.2 3.253 11405.2 33.873 1086.8 3.228 1092.9 3.246 2179.7 6.474 677.0 2.011
F02018 350.7 1925.6 5.491 248.3 0.708 1079.7 3.079 104922 29.918 12299 3.507 1220.2 3479 2450.1 6.986 902.4 2.573
F02019 312.0 1947.6 6.242 182.4 0.585 968.4 3.104 9926.4 31.815 1034.0 3314 981.0 3.144 2015.0 6.458 672.7 2.156
F02020 299.1 1965.5 6.571 237.0 0.792 1021.9 3.417 9292.0 31.067 10274 3435 1036.6 3.466 2064.0 . 6,901 683.2 2.284
F02021 320.7 1875.9 5.849 227.1 0.708 1097.6 3.423 9848.7 30.710 969.7 3.024 1017.3 3172 1987.0 6.196 743.4 2.318
F02022 310.8 1885.0 6.065 318.8 1.026 1013.8 3.262 9192.6 29.577 1062.1 3.417 1057.5 3.403 2119.6 6.820 671.7 2.161
F02024 298.4 1979.9 6.635 245.4 0.822 961.6 3.223 10307.1 34.541 967.5 3.242 927.7 3.109 1895.2 6.351 926.2 3.104
Number of females 11 11 11 11 1 11 11 11 11 11 11 11 11 1 1 11 11
Mean 311.0 19134 6.171 223.9 0.719 997.3 3.207 9965.9 32.078 10204 3.281 10133 3.257 2033.8 6.538 732.2 2358
S.D. 18.8 57.3 0.368 48.7 0.147 70.8 0.125 712.8 1.901 88.3 0.189 87.3 0.159 172.5 0.333 96.7 0.304
Significance NS NS h NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method KW AN KW AN AN AN DT Kw DU AN DU AN DU AN DU DT DT

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

NS: Not significantly different from the control group.

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

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

DT: Analysis by Dunnett type mean rank test.

DU: Analysis by Dunnett's test.

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 31-1-2(continued). Organ weights of female rats at the end of the dosing period

HERE S R-12-014

2-I1BE 15 mglkg
Female No. Ovary (R) Ovary (L) Ovaries Uterus Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands

(mg) (mg/g) (mg) (mg/g) (mg) (mgg) (mg) (mg/g) (mg) (mg/g) (mg) (mglg) (mg) (mgg) (mg) (mg/g)

F02013 42,0 0.141 50.8 0.170 92.8 0.310 518.4 1.734 11.2 0.037 416 0.139 43.8 0.147 85.4 0.286
F02014 59.1 0.196 50.5 0.167 109.6 0.363 446.4 1479 13.6 0.045 41.0 0.136 443 0.147 853 0.283
F02015 46.6 0.153 372 0.122 83.8 0.274 660.8 2.164 12.8 0.042 398 0.130 40.1 0.131 79.9 0.262
F02016 455 0.159 470 0.164 92.5 0.323 602.6 2.107 153 0.053 334 0.117 392 0.137 72.6 0.254
F02017 64.5 0.192 64.4 0.191 1289 0.383 668.3 1.985 19.4 0.058 313 0.093 340 0.101 65.3 0.194
F02018 442 0.126 60.7 0.173 1049 0.299 654.8 1.867 16.3 0.046 338 0.096 38.2 0.109 72.0 0.205
F02019 422 0.135 47.1 0.151 89.3 0.286 633.9 2,032 10.3 0.033 38.8 0.124 37.7 0.121 76.5 0.245
F02020 429 0.143 50.6 0.169 93.5 0313 645.6 2.158 15.7 0.052 334 0.112 45.1 0.151 78.5 0.262
F02021 51.0 0.159 49.7 0.155 100.7 0314 541.4 1.688 18.5 0.058 354 0.110 35.6 0.111 71.0 0.221
F02022 438 0.141 442 0.142 88.0 0.283 585.1 1.883 18.1 0.058 275 0.088 351 0.113 62.6 0.201
F02024 62,3 0.209 51.6 0.173 113.9 0.382 645.9 2.165 18.4 0.062 284 0.095 33.1 0.111 61.5 0.206
Number of females 11 11 11 11 11 11 11 i1 11 11 11 11 11 1t 11 11
Mean 49.5 0.159 50.3 0.162 99.8 0.321 600.3 1,933 154 0.049 34.9 0.113 38.7 0.125 73.7 0.238

S.D. 8.5 0.027 73 0.018 13.5 0.039 71.1 0.227 3.1 0.010 4.9 0.018 4.2 0.018 8.3 0.034
Significance NS NS Ns NS NS NS NS NS NS NS NS NS * NS * NS
Statistical method AN KW AN Kw AN KW AN AN AN AN KW AN DU AN DT AN

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

NS: Not significantly different from the control group.
KW: Analysis by Kruskal-Wallis’ test (one-way layout).
AN: Analysis by variance (one-way layout).

DT: Analysis by Dunnett type mean rank test.
DU: Analysis by Dunnett's test.

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 31-1-3. Organ weights of female rats at the end of the dosing period

2-IBE 50 mgkg

Female No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen
weight (g) (mg) (mg/g) (mg) (mg/g) (ng) (mgfg) (mg) (mg/g) (mg) (my/d (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)
F03025 306.6 1820.6 5.938 152.3 0.497 1013.6 3.306 9533.8 31.095 1001.6 3.267 984.9 3212 1986.5 6.479 825.0 2.691
F03026 293.8 1881.2 6.403 204.3 0.695 932.4 3.174 9078.9 30.902 964.8 3.284 926.9 3.155 1891.7 6.439 1348.8 4.591
F03027 307.4 1816.8 5.910 174.7 0.568 1008.3 3.280 9663.4 31.436 854.4 2,779 856.9 2.788 1711.3 5.567 1134.5 3.691
F03028 306.2 1889.4 6.170 92.1 0.301 971.5 3.173 101812 33.250 1007.0 3.289 1009.4 3.297 2016.4 6.585 838.3 2.738
F03029 303.4 17775 5.859 216.7 0.714 1011.2 3.333 10853.6 35.773 10293 3.393 1016.2 3349 2045.5 6.742 711.0 2.343
F03030 3219 1971.4 6.124 326.2 1.013 1110.7 3.450 10075.2 31.299 10420 3.237 1058.1 3.287 2100.1 6.524 1165.1 3.619
F03031 312.1 1873.7 6.004 153.9 0493 989.9 3.172 9717.0 31.134 948.5 3.039 918.0 2.941 1866.5 5.980 999.5 3.202
F03032 3153 1871.5 5.936 202.6 0.643 1125.8 3.571 9666.6 30.658 1001.8 3.177 1009.9 3.203 2011.7 6.380 944.1 2994
F03033 308.6 1864.9 6.043 175.2 0.568 10354 3.355 10060.4 32,600 1002.1 3.247 974.7 3.158 1976.8 6.406 743.9 2411
F03034 306.1 1880.5 6.143 1233 0.403 1021.6 3.337 102489 33482 929.5 3.037 912.1 2.980 1841.6 6.016 1297.7 4239
F03035 299.7 1864.4 6.221 237.8 0.793 1070.8 3.573 9765.6 32.585 915.6 3.055 900.4 3.004 1816.0 6.059 722.7 2411
F03036 308.9 1866.1 6.041 267.4 0.866 965.3 3.125 9993.4 32352 1054.7 3414 1086.5 3.517 21412 6.932 719.6 2.330
Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 307.5 1864.8 6.066 193.9 0.630 10214 3.321 9903.2 32.214 979.3 3.185 971.2 3.158 1950.4 6.342 954.2 3.105
S.D. 7.1 47.2 0.155 63.9 0.201 57.5 0.151 441.6 1.466 58.5 0.180 69.0 0.201 126.3 0.376 232.6 0.773
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS§ NS NS ok **
Statistical method KW AN KW AN AN AN DT Kw DU AN DU AN DU AN DU DT DT

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

NS: Not significantly different from the control group.

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

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

DT: Analysis by Dunnett type mean rank test.

DU: Analysis by Dunnett's test.

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 31-1-3(continued). Organ weights of female rats at the end of the dosing period

HRER%E S R-12-014

2-IBE 50 mgkg
Female No. Ovary (R) Ovary (L) Ovaries Uterus Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands

(mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) - (mg/g) (mg (mglp) (mg) (mg'g) (mg) (mg/g)

F03025 51.6 0.168 571 0.186 108.7 0.355 671.4 2.190 17.4 0.057 36.7 0.120 412 0.134 719 0.254
F03026 51.6 0.176 46.5 0.158 98.1 0.334 722.6 2.459 14.1 0.048 279 0.095 282 0.096 56.1 0.191
F03027 62.3 0.203 59.2 0.193 121.5 0.395 657.3 2.138 178 0.058 320 0.104 323 0.105 64.3 0.209
F03028 56.9 0.186 395 0.129 96.4 0315 560.6 1.831 11.5 0.038 356 0.116 40.0 0.131 75.6 0.247
F03029 54.6 0.180 51.9 0.171 106.5 0351 537.1 1.770 18.3 0.060 45.2 0.149 47.1 0.155 92.3 0.304
F03030 63.3 0.197 50.2 0.156 113.5 0.353 714.4 2219 14.2 0.044 353 0.110 38.8 0.121 74.1 0.230
F03031 48.6 0.156 57.0 0.183 105.6 0.338 673.7 2.159 13.4 0.043 338 0.108 35.0 0.112 68.8 0.220
F03032 539 0.171 66.7 0.212 120.6 0.382 602.4 1911 16.2 0.051 376 0.119 40.0 0.127 71.6 0.246
F03033 64.7 0210 46.5 0.151 111.2 0.360 793.0 2.570 157 0.051 371 0.120 41.6 0.135 78.7 0.255
F03034 54.9 0.179 68.1 0222 123.0 0.402 733.6 2.397 10.2 0.033 417 0.136 46.7 0.153 88.4 0.289
F03035 543 0.181 437 0.146 98.0 0.327 694.7 2.318 203 0.068 307 0.102 33.8 0.113 64.5 0.215
F03036 52.4 0.170 50.1 0.162 102.5 0.332 554.8 1.796 21.9 0.071 385 0.125 38.9 0.126 77.4 0.251
Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 55.8 0.181 53.0 0.172 108.8 0.354 659.6 2,147 159 0.052 36.0 0.117 386 0.126 74.6 0.243

S.D. 5.1 0.016 8.8 0.028 9.4 0.027 80.3 0.269 3.5 0.012 4.7 0.015 5.6 0.018 10.2 0.032
Significance NS NS NS NS NS NS NS NS NS NS NS NS * NS * NS
Statistical method AN Kw AN Kw AN KW AN AN AN AN KW AN DU AN DT AN

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

NS: Not significantly different from the control group.
KW: Analysis by Kruskal-Wallis' test (one-way layout).
AN: Analysis by variance (one-way layout).

DT: Analysis by Dunnett type mean rank test.
DU: Analysis by Dunnett's test.
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.

330



HERE S R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 31-1-4. Organ weights of female rats at the end of the dosing period

2-IBE 150 mgkg

Female No. Body Brain Thymus Heart Liver Kidney (R} Kidney (L) Kidneys Spleen
weight (g) (mg) (mg/g) (mg) (mg/g) (g (mglg) (mg) (mg/e) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)
F04037 286.3 1947.1 6.801 189.7 0.663 958.3 3.347 8029.0 28.044 989.8 3.457 944.1 3.298 1933.9 6.755 8745 3.054
F04038 305.0 1856.3 6.086 186.8 0612 1165.7 3.822 10538.1 34,551 11064 3.628 1052.1 3.450 21585 7.077 1186.0 3.889
F04039 307.0 1968.4 6412 178.4 0.581 1170.4 3.812 9938.4 32.373 11125 3.624 1117.1 3.639 2229.6 7.263 1470.4 4.790
F04040 3239 1953.4 6.031 287.9 0.889 1089.7 3.364 10028.5 30.962 1061.1 3.276 990.0 3.056 2051.1 6.333 1482.0 4575
F04041 286.6 1981.8 6.915 248.0 0.865 1015.1 3.542 9633.6 33.613 881.7 3.076 928.3 3.239 1810.0 6.315 939.1 3.277
F04042 294.7 1954.7 6.633 154.4 0.524 1045.7 3.548 10431.0 35.395 1050.1 3.563 1048.3 3.557 2098.4 7.120 1269.2 4307
F04043 329.2 1973.7 5.995 163.3 0.496 1096.0 3.329 11460.1 34.812 1077.9 3.274 1108.3 3.367 2186.2 6.641 924.7 2.809
F04044 2355 1817.5 7.718 139.0 0.590 857.4 3.641 8033.1 3411 909.9 3.864 889.0 3.775 1798.9 7.639 877.0 3.724
F04045 309.4 1905.8 6.160 149.8 0.484 1074.4 3.473 10963.3 35.434 1098.6 3.551 1047.2 3.385 2145.8 6.935 966.0 3122
F04046 287.6 1908.9 6.637 2542 0.384 942.4 3.277 10079.3 35.046 10935 3.802 1094.0 3.804 2187.5 7.606 716.8 2492
F04047 288.6 1837.2 6.366 209.7 0.727 948.2 3.286 10317.4 35.750 1062.2 3.681 1094.2 3.791 2156.4 7472 1581.5 5480
F04048 325.9 2015.4 6.184 167.3 0.513 1116.0 3.424 12325.8 37.821 1180.1 3.621 1152.2 3.535 23323 7.156 1305.6 4.006
Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 2983 1926.7 6.495 194.0 0.652 1039.9 3.489 10148.1 33.993 1052.0 3.535 1038.7 3.491 2090.7 7.026 11327 3.794
S.D. 25.3 62.1 0.493 46.8 0.154 97.2 0.190 12314 2.545 85.7 0.229 83.3 0.236 164.7 0.448 286.4 0.889
Significance NS NS NS NS NS NS *x NS * NS it NS **x NS > *x ol
Statistical method KW AN KW AN AN AN DT KW DU AN DU AN DU AN DU DT DT

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

NS: Not significantly different from the control group.

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

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

DT: Analysis by Dunnett type mean rank test.

DU: Analysis by Dunnett's test.

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

331



Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 31-1-4(continued). Organ weights of female rats at the end of the dosing period

2-IBE 150 mgkg

HEBRE S R-12-014

Female No. Ovary (R) Ovary (L) Ovaries Uterus Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands

(mg) (mg/g) (mg) (mglg) (mg) (mg/g) (mg) (nglg) (mg) (mg/y) (mg) (mg/g) (mg) (mglg) (mg (mglg)

F04037 53.4 0.187 519 0.181 105.3 0.368 8183 2.858 16.3 0.057 23.8 0.083 26.5 0.093 50.3 0.176
F04038 51.7 0.170 53.4 0.175 105.1 0.345 774.2 2.538 14.0 0.046 39.0 0.128 422 0.138 81.2 0.266
F04039 53.7 0.175 422 0.137 959 0312 759.5 2474 177 0.058 310 0.101 36.6 0.119 67.6 0.220
F04040 47.6 0.147 55.1 0.170 102.7 0.317 565.6 1.746 175 0.054 385 0.119 42.8 0.132 81.3 0.251
F04041 445 0.155 59.2 0.207 103.7 0.362 527.5 1.841 11.7 0.041 313 0.109 363 0.127 67.6 0.236
F04042 532 0.181 55.6 0.189 108.8 0.369 767.1 2.603 16.1 0.055 279 0.095 312 0.106 59.1 0.201
F04043 49.7 0.151 51.0 0.155 100.7 0.306 450.0 1.488 156 0.047 35.1 0.107 392 0.119 74.3 0.226
F04044 38.1 0.162 433 0.184 814 0.346 543.1 2.306 15.1 0.064 31.1 0.132 315 0.134 62.6 0.266
F04045 54.7 0.177 60.5 0.196 115.2 0372 653.3 2,112 24.1 0.078 404 0.131 358 0.116 76.2 0.246
F04046 513 0.178 39.9 0.139 91.2 0317 564.9 1.964 12.9 0.045 370 0.129 385 0.134 75.5 0.263
F04047 51.2 0.177 493 0.171 100.5 0.348 652.6 2.261 217 0.075 333 0.115 37.0 0.128 70.3 0.244
F04048 57.7 0.177 42.7 0.131 1004 0.308 726.5 2229 10.7 0.033 29.9 0.092 35.2 0.108 65.1 0.200
Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 50.6 0.170 50.3 0.170 100.9 0.339 653.6 2.202 16.1 0.054 332 0.112 36.1 0.121 69.3 0.233

S.D. 5.2 0.013 6.9 0.024 8.6 0.026 1134 0.394 3.9 0.013 5.0 0.017 4.6 0.014 9.2 0.029
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN KW AN KW AN Kw AN AN AN AN KW AN DU AN DT AN

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

NS: Not significantly different from the contro! group.
KW: Analysis by Kruskal-Wallis' test (one-way layout).
AN: Analysis by variance (one-way layout).

DT: Analysis by Dunnett type mean rank test.
DU: Analysis by Dunnett's test.
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 31-2-1. Organ weights of female rats at the end of the dosing period, satellite group

Control (vehicle: water for injection)

Female No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen
weight (g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/e) (mg) (mg/g) (mg) (mg/g)
F05049 275.1 1796.7 6.531 187.2 0.680 786.1 2.858 6452.0 23.453 8732 3.174 837.7 3.045 1710.9 6219 556.1 2.021
F05050 3355 1866.0 5.562 3704 1.104 919.0 2.739 8047.7 23.987 1066.8 3.180 1117.3 3.330 2184.1 6.510 596.4 1.778
F05051 266.8 18315 6.865 2258 0.846 834.7 3.129 6780.6 25415 904.0 3.388 894.4 3.352 1798.4 6.741 611.4 2292
F05052 253.7 1842.8 7.264 286.0 1127 8443 3.328 6677.7 26.321 855.1 3.371 878.2 3.462 1733.3 6.832 567.4 2236
F05053 282.9 1986.8 7.023 423.9 1498 912.2 3.224 71234 25.180 812.5 2.872 8414 2.974 1653.9 5.846 499.3 1.765
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 282.8 1864.8 6.649 298.7 1.051 859.3 3.056 70163 24.871 9023 3.197 913.8 3.233 1816.1 6.430 566.1 2018
S.D. 314 72.7 0.663 98.4 0311 56.0 0.249 625.3 1.150 97.7 0.208 116.3 0.211 212.1 0.403 43.4 0.247
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HEBREE R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 31-2-1(continued). Organ weights of female rats at the end of the dosing period, satellite group

Control {vehicle: water for injection)
Female No. Ovary (R) Qvary (L) Ovaries Uterus Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands

(mg) ) (mg) ) (mg) (mgg) (mg) (mg/g) (mg) (gl (mg) (mg/g) (mg) (mge (mg) (mglg)

F05049 68.9 0.250 433 0.157 1122 0.408 3714 1.350 10.1 0.037 33.1 0.120 36.7 0.133 69.8 0.254
F05050 375 0.112 414 0.123 789 0.235 562.5 1.677 13.9 0.041 312 0.093 34.1 0.102 65.3 0.195
F05051 389 0.146 412 0.154 80.1 0.300 1015.3 3.805 115 0.043 326 0.122 326 0.122 65.2 0.244
F05052 382 0.151 49.0 0.193 872 0.344 948.9 3.740 12.7 0.050 274 0.108 29.7 0.117 57.1 0.225
F05053 53.5 0.189 32.1 0.113 85.6 0.303 800.2 2.829 18.3 0.065 36.1 0.128 38.7 0.137 74.8 0.264
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 474 0.170 414 0.148 88.8 0318 739.7 2,680 133 0.047 321 0.114 344 0.122 66.4 0.236

S.D. 13.7 0.053 6.1 0.032 13.5 0.064 269.5 1.139 3.1 0.011 32 0.014 3.5 0.014 6.5 0.027
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 31-2-2. Organ weights of female rats at the end of the dosing period, satellite group

2-IBE 150 mgkg
Female No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen
weight (g) (mg) (mg/g) (mg) (mg/e) (mg) (mgfg) (mp) (mglg) (mg) (mg/p) (mg) (mg/g) (mg) (mgfg) (mg) (mg/g)
F06059 287.8 1969.0 6.842 3979 1383 949.4 3.299 7791.5 27.073 951.0 3.304 921.0 3.200 1872.0 6.505 922.3 3.205
F06060 288.6 1908.0 6.611 401.0 1389 939.2 3.254 8471.7 29.354 946.2 3.279 949.8 3.291 1896.0 6.570 1123.3 3892
F06061 279.0 1876.0 6.724 3334 1.195 1050.8 3.766 7701.7 27.605 9524 3414 916.7 3.286 1869.1 6.699 738.4 2.647
F06062 279.9 1944.5 6.947 286.6 1.024 912.5 3.260 8066.9 28.821 926.2 3.309 8958 3.200 1822.0 6.509 782.9 2797
F06063 296.2 1806.1 6.098 349.5 1.180 1104.3 3.728 7576.0 25.577 1033.8 3.490 949.9 3.207 1983.7 6.697 1088.8 3.676
Number of females 5 5 5 5 5 S 5 5 5 5 5 5 5 5 5 5 5
Mean 286.3 1900.7 6.644 353.7 1234 991.2 3.461 7921.6 27.686 961.9 3.359 926.6 3.237 1888.6 6.596 931.1 3.243
S.D. 7.1 63.6 0.330 47.8 0.154 82.1 0.262 356.5 1.492 41.5 0.090 232 0.047 59.6 0.097 173.9 0.540
Significance N§ NS NS NS NS * * * * NS NS NS NS NS NS b s
Statistical method AW TT TT TT TT TT TT TT TT TT TT AW AW AW AW AW TT
Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AW: Analysis by Aspin-Welch t-test.

TT: Analysis by Student's t-test.

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 31-2-2(continued). Organ weights of female rats at the end of the dosing period, satellite group

2-1BE 150 mg/kg

RHERE B R-12-014

Female No. Ovary (R) Ovary (L) Ovaries Uterus Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands

(mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/p) (mg) (mg/p) (mg) (mg/®) (mg) (mg'g) (mg) (mg'g)

F06059 31.6 0.110 49.6 0.172 81.2 0.282 652.9 2.269 16.0 0.056 32,6 0.113 367 0.128 69.3 0.241
F06060 413 0.143 333 0.115 74.6 0.258 438.5 1.519 244 0.085 340 0.118 363 0.126 70.3 0.244
F06061 574 0.206 55.1 0.197 1125 0.403 10334 3.704 14.6 0.052 23.9 0.086 30.7 0.110 54.6 0.196
F06062 3438 0.124 26.9 0.096 61.7 0.220 479.9 1715 109 0.039 25.0 0.089 26.3 0.094 51.3 0.183
F06063 59.6 0.201 59.3 0.200 118.9 0.401 368.1 1.243 12.8 0.043 324 0.109 37.5 0.127 69.9 0.236
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 449 0.157 44.8 0.156 89.8 0.313 594.6 2.090 15.7 0.055 29.6 0.103 335 0.117 63.1 0.220

S.D. 12.9 0.044 14.1 0.048 248 0.084 266.8 0.977 5.2 0.018 4.7 0.015 4.8 0.015 9.3 0.028
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method TT TT TT TT TT TT TT TT TT TT TT TT TT TT TT TT

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

NS: Not significantly different from the control group.

AW: Analysis by Aspin-Welch t-test.
TT: Analysis by Student's i-test.
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 31-3-1. Organ weights of female rats at the end of the recovery period

Control (vehicle: water for injection)
Female No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen

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

F05054 278.1 1865.6 6.708 272.7 0.981 970.7 3.490 8662.5 31.149 9212 3312 906.7 3.260 1827.9 6573 1237.6 4450
F05055 2033 1981.5 6.756 261.4 0.891 822.3 2.804 6584.8 22.451 9582 3.267 908.4 3.097 1866.6 6.364 5734 1,955
F05056 338.1 1968.3 5.822 282.6 0.836 934.5 2.764 7631.4 22571 9438 2.791 917.3 2713 1861.1 5.505 558.9 1.653
F05057 293.7 1864.7 6.349 200.2 0.682 893.9 3.044 7189.5 24479 880.5 2.998 826.4 2814 1706.9 5.812 544.9 1855
F05058 295.5 1694.9 5.736 215.7 0.730 922.1 3.120 6841.4 23.152 838.7 2.838 782.0 2.646 1620.7 5.485 636.2 2.153
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 299.7 1875.0 6.274 246.5 0.824 908.7 3.044 7381.9 24,760 908.5 3.041 868.2 2.906 1776.6 5.948 710.2 2413

S.D. 22.6 114.8 0.480 36.4 0.121 55.6 0.292 816.5 3.661 48.8 0.240 60.6 0.262 108.4 0.498 296.9 1.153
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 31-3-1(continued). Organ weights of female rats at the end of the recovery period

RERE 5 R-12-014

Control (vehicle: water for injection)
Female No. Ovary (R) Ovary (L) Ovaries Uterus Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands

(mg) (mg/) (mg) (mg'g) (mg) (mgg) (mg) (mg/g) mg (mg'g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)

F05054 67.8 0.244 36.6 0.132 104.4 0375 873.1 3.140 13.0 0.047 28.6 0.103 357 0.128 64.3 0.231
F05055 4.2 0.151 37.1 0.126 81.3 0.277 817.0 2.786 18.0 0.061 339 0.116 337 0.115 67.6 0.230
F05056 52.5 0.155 43.2 0.128 95.7 0.283 3959 L171 21.0 0.062 31.8 0.094 33.1 0.098 64.9 0.192
F05057 49.9 0.170 60.6 0.206 110.5 0.376 459.4 1.564 150 0.051 29.2 0.099 295 0.100 58.7 0.200
F05058 274 0.093 29.9 0.101 57.3 0.194 332.2 1.124 16.1 0.054 26.6 0.090 25.4 0.086 52.0 0.176
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 484 0.163 415 0.139 89.8 0.301 5755 1.957 16.6 0.055 30.0 0.100 315 0.105 615 0.206

S.D. 14.6 0.054 11.7 0.040 212 0.077 250.9 0.942 30 0.006 2.9 0.010 4.1 0.016 6.2 0.024
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 31-3-2. Organ weights of female rats at the end of the recovery period

2-IBE 150 mgkg
Female No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen
weight (g) (mg) (mg/g) (mg) (mg/g) (mg) (mg'g) (mg) (mg/g) (mg) (mg/d) (mg) (mg/g) (mg) (mg/®) (mg) (mg/e)
F06064 304.8 1800.7 5.908 2525 0.828 921.5 3.023 6820.4 22.377 1008.0 3.307 970.5 3.184 1978.5 6.491 673.7 2210
F06065 3186 1848.1 5.801 317.1 0.995 959.9 3.013 8173.3 25.654 990.6 3.109 898.8 2.821 1889.4 5930 7314 2.296
F06066 334.0 1907.1 5.710 298.0 0.892 11704 3.504 8520.8 25.511 1000.8 2.996 997.0 2.985 1997.8 5.981 729.3 2.184
F06067 3143 1697.1 5.400 260.5 0.829 967.4 3.078 8102.7 25.780 1032.0 3.283 955.0 3.038 1987.0 6322 565.1 1.798
F06068 295.4 1945.2 6.585 419.3 1.419 1062.1 3.595 80329 27.193 12404 4.199 1186.8 4.018 2427.2 8217 667.6 2.260
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 3134 1839.6 5.881 309.5 0.993 1016.3 3.243 7930.0 25.303 1054.4 3.379 1001.6 3.209 2056.0 6.588 6734 2.150
S.D. 14.6 97.0 0.437 66.9 0.248 100.5 0.283 648.0 1.770 105.1 0.476 109.6 0470 212.0 0.940 67.5 0.201
Significance NS NS NS NS NS NS NS NS NS * NS * NS * NS NS NS
Statistical method TT TT TT TT TT TT TT TT TT TT TT TT TT TT TT AW AW
Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.

AW: Analysis by Aspin-Welch t-test.

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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HERE B R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 31-3-2(continued). Organ weights of female rats at the end of the recovery period

2-IBE 150 mgkg

Female No. Ovary (R) QOvary (L) Ovaries Uterus Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands

(mg) (mgD) (mg) (mg/p) (mg) (mg/e) (mg (mg'®) (mg (mgp) (mg (mgfg) (mg) (mg/g) (mg) (mg/p)

F06064 39.1 0.128 429 0.141 82.0 0.269 7828 2.568 15.7 0.052 327 0.107 304 0.100 63.1 0.207
F06065 48.7 0.153 40.7 0.128 894 0.281 596.9 1.874 15.0 0.047 32.1 0.101 338 0.106 659 0.207
F06066 432 0.129 413 0.124 845 0.253 1401.0 4.195 114 0.034 358 0.107 403 0.121 76.1 0.228
F06067 55.0 0.175 53.8 0.171 108.8 0.346 401.3 1277 20.7 0.066 306 0.097 325 0.103 63.1 0.201
F06068 50.7 0.172 41.0 0.139 91.7 0.310 461.4 1.562 14.9 0.050 35.6 0.121 36.6 0.124 72.2 0.244
Number of females 5 5 5 5 5 5 5 5 5 5 S 5 5 5 5 5
Mean 473 0.151 43.9 0.141 913 0.292 728.7 2.295 15.5 0.050 334 0.107 347 01 68.1 0.217

S.D. 6.3 0.023 5.6 0.018 10.5 0.037 403.4 1.166 3.3 0.011 2.3 0.009 3.8 0.011 5.8 0.018
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method TT TT TT TT TT TT TT TT TT TT TT TT TT TT TT TT

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

NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.

AW: Analysis by Aspin-Welch t-test.

UA: Unable to be analy zed because the value in the treated group was the same as the value in the control group.
NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 32-1. Macroscopic findings of male rats at the end of the dosing period

Group Control (Vehicle) 2-IBE 15 mg/kg 2-1BE 50 mg/kg 2-IBE 150 mgkg
MO1MO01MO1MO1MO1MO1MO1 M02M02M02M02M02 MO2M02M02M02M02 M02 M02 M0O3M03M03M03 M03 M03M03M03 M03 M0O3MO03 M03 M04 M04 M04 M04 M04 M04 M04

Findings AnimalNo. 001 602 003 004 005 006 007 013 014 015 016 017 018 019 020 021 022 023 024 025 026 027 028 029 030 031 032 033 034 035 036 037 038 039 040 041 042 043
Epididy mis

Nodule, yellowish white,

caudal, unilateral - - - - P - - D T T - - - - L. a4 e e e . - - - - - - P
Forestomach

Edematous, mucosa T - - - - - - e e e e e - - - - e o e e P - - - - P -
Kidney

Pale colored area, bilateral - - - - - - - - P - - - - - .. e e e e e e e e a4 e - - - - - ..
Spleen

Enlargement - - - - - - - e e P P P P P P P

Notes) - :No abnormal changes P : Non-graded change
Vehicle: water for injection
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AERE 5 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 32-2. Macroscopic findings of male rats at the end of the recovery period

Group Control (Vehicle) 2-IBE 150 mgkg
Findings Animal No. MOIMO1MO1MO1MO1 M04M04M04M04M04
008 009 010 011 012 044 045 046 047 048
Kidney
Enlargement, bilateral - - - - - P - - - .
Skin
Alopecia, both forelimbs - - - - - P - - - -
Spleen
Enlargement - - - - - - - P P -

Notes) - : No abnormal changes P : Non-graded change
Vehicle: water for injection
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats

Appendix 33-1. Macroscopic findings of female rats at the end of the dosing period

Group Control (Vehicle) 2-1BE 15 mgkg 2-IBE 50 mgkg 2-IBE 150 mg/kg

Animal No FO1 FO1 FO1 FO1 FO1 FO1 FO1 FO1 FOI FOl FO1 FO1 F02 FO2 FO2 FO2 F02 FO2 F0O2 F02 F02 F02 F02 F02 F03 FO3 FO3 F03 F03 FO3 F03 FO3 F03 F03 F03 F03 F04 F04 F04 F04 F04 FO4 F04 F04 F04 F04 F04 FO4
) 001 002 003 004 005 006 007 008 009 010 011 012 013 014 015 016 017 018 019 020 021 022 023 024 025 026 027 028 029 030 031 032 033 034 035 036 037 038 039 040 041 042 043 044 045 046 047 048

Fate NP

Findings

Adrenal gland
Enlargement, bilateral R T R S T e

Forestomach
Edematous, mucosa - - - - - - - P - - - - T S R T ST N T S - - - - -« - P - - - - -

Glandular stomach
Dark colored spot, mucosa L T T S L e - - - - < - <« + < - -P

Liver
Enlargement F T T - - - - - .-
Nodule, caudal lobe, hard,

mosaic - - - - - - - e e e B - - e e e e e e e e e - - - - - - - - - - -P

Lung
Dark colored area, all lobes B - - - - P - - - - - - - .= e e e e e e e e oo Lo e e e e e e e
Dark colored spot, left lobe,

dorsal T S S L B T T PSP ]

Lymph node, submandibular